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NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE

Multiple Technology Appraisal

Infliximab, adalimumab and golimumab for treating moderately to severely active ulcerative colitis after the failure of
conventional therapy (including a review of TA140 and TA262)

Response to consultee, commentator and public comments on the Appraisal Consultation Document (ACD)
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Definitions:

Consultees — Organisations that accept an invitation to participate in the appraisal including the companies, national professional
organisations, national patient organisations, the Department of Health and the Welsh Government and relevant NHS organisations
in England. Consultees can make a submission and participate in the consultation on the appraisal consultation document (ACD; if
produced). All non-company consultees can nominate clinical experts and/or patient experts to verbally present their personal
views to the Appraisal Committee. Company consultees can also nominate clinical experts. Representatives from NHS England
and clinical commissioning groups invited to participate in the appraisal may also attend the Appraisal Committee as NHS
commissioning experts. All consultees have the opportunity to consider an appeal against the final recommendations, or report any
factual errors, within the final appraisal determination (FAD).

Clinical and patient experts and NHS commissioning experts — The Chair of the Appraisal Committee and the NICE project
team select clinical experts and patient experts from nominations by consultees and commentators. They attend the Appraisal
Committee meeting as individuals to answer questions to help clarify issues about the submitted evidence and to provide their
views and experiences of the technology and/or condition. Before they attend the meeting, all experts must either submit a written
statement (using a template) or indicate they agree with the submission made by their nominating organisation..

Commentators — Commentators can participate in the consultation on the ACD (if produced), but NICE does not ask them to make
any submission for the appraisal. Non-company commentator organisations can hominate clinical experts and patient experts to
verbally present their personal views to the Appraisal Committee. Commentator organisations representing relevant comparator
technology companies can also nominate clinical experts. These organisations receive the FAD and have opportunity to report any
factual errors. These organisations include comparator technology companies, Healthcare Improvement Scotland any relevant
National Collaborating Centre (a group commissioned by NICE to develop clinical guidelines), other related research groups where
appropriate (for example, the Medical Research Council and National Cancer Research Institute); other groups such as the NHS
Confederation, the NHS Commercial Medicines Unit, the Scottish Medicines Consortium, the Medicines and Healthcare Products
Regulatory Agency, the Department of Health, Social Services and Public Safety for Northern Ireland).

Public — Members of the public have the opportunity to comment on the ACD when it is posted on the Institute’s web site 5 days
after it is sent to consultees and commentators. These comments are usually presented to the appraisal committee in full, but NICE
reserves the right to summarise and edit comments received during consultations, or not to publish them at all, where in the
reasonable opinion of NICE, the comments are voluminous, publication would be unlawful or publication would be otherwise
inappropriate.
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Please note: Comments received in the course of consultations carried out by NICE are published in the interests of openness and
transparency, and to promote understanding of how recommendations are developed. The comments are published as a record of
the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory committees.

Comments received from consultees

Consultee

Comment

Response

Abbvie

[Only the executive summary of AbbVie’s response is reproduced below. For the full
response, see the evaluation report.]

AbbVie welcomes the opportunity to comment on the Appraisal Consultation
Document (ACD).

We are disappointed with the preliminary decision not to recommend adalimumab,
infliximab or golimumab for treating moderately to severely active ulcerative colitis
(UC) after the failure of conventional therapy. We are committed to working with
NICE in order to address the Committee’s key uncertainties as outlined in the ACD
and we hope NICE can work with us to find a solution that will enable appropriate
UC patients to access anti-Tumour Necrosis Factor (anti-TNF) therapy.

The negative recommendations for anti-TNF therapy are based on the ICERs not
representing a cost-effective use of NHS resources. AbbVie disagrees with this
conclusion and is concerned that the appraisal decision has been made without
taking sufficient time to do so. We are also disappointed that the Institute has failed
to take into consideration all the evidence provided by consultees in response to the
Assessment Report. Consequently, the ACD lacks clarification on a number of
critical issues raised in response to the Assessment Report.

We will revisit the evidence that was provided, but not considered, in Error!
Reference source not found.. As we believe that the impact of all the evidence on
the estimates of cost effectiveness was not fully explored, we will also address the
relevant issues. Lastly for section 1 and in Appendix 1, we will provide additional
evidence on the efficacy of adalimumab and UC-related cost applicable to the NHS.

We are also concerned that the summaries of clinical and cost-effectiveness
evidence are not reasonable interpretations of some of the evidence and this will be
addressed in Error! Reference source not found.. In this section we will also
highlight our concerns relating to the presentation of the ICERs in the ACD and the

The Committee noted that the uncertainty around
the costs and QALYs for TNF-alpha inhibitors, in
addition to the potential uncaptured QALY benefits,
meant that the costs are likely to be overestimated
and the QALYs underestimated, which when taken
together, would improve the cost-effectiveness of
TNF-alpha inhibitors. The Committee concluded
that infliximab, adalimumab and golimumab could
be recommended for treating moderately to
severely active ulcerative colitis, in line with their
marketing authorisations For further details, see
sections 4.80 and 4.82 of the FAD.

The additional evidence was made available to the
Committee (although not critiqued by the AG), and
its key results are summarised in section 4.9 of the
FAD.
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Consultee

Comment

Response

Abbvie (cont.)

definitions of health states in the Assessment Group model. As an Appendix to this
document, we have highlighted factual inaccuracies identified in the ACD.

Therefore, we do not believe that the provisional recommendations are sound or a
suitable base for guidance to the NHS. Anti-TNF therapy is a step change therapy
for people who have failed conventional therapy and are left with no treatment
options other than surgery. We consider it is important for patients to have the
opportunity to receive anti-TNF therapy particularly as those who subsequently fail
anti-TNF therapy will still be left with surgery as a last resort. In contrast, surgery is
irreversible and patients consistently show a strong preference for exhausting all
medical options first.

Anti-TNF therapies such as adalimumab are considered as effective treatment
options for people with moderate to severe UC who have failed conventional therapy
and used in these patients as standard of care across Europe. Anti-TNFs are also
widely reimbursed in major European countries. AbbVie believes that patients in the
UK should have the opportunity to receive the same standard of care as in the rest
of Europe.

Comment noted. Where appropriate, the factual
inaccuracies identified in the ACD have been
corrected in the FAD.

The Committee acknowledged that TNF-alpha
inhibitors represent a significant change in the
management of ulcerative colitis by adding to the
options available to clinicians to treat the condition.
For further details, see section 4.80 of the FAD.

The Committee concluded that infliximab,
adalimumab and golimumab could be
recommended for treating moderately to severely
active ulcerative colitis, in line with their marketing
authorisations. For further details, see section 4.82
of the FAD.

MSD

MSD believes that the preliminary recommendation in the Appraisal Consultation
Document (ACD) is an inaccurate reflection of the totality of the evidence that was
available for the Committee to consider, based around inadequacies in the process.
We are disappointed that these shortcomings have resulted in a recommendation
that prevents any adult or paediatric patient from accessing an alternative to surgery
once conventional therapy has been deemed to fail by their clinician. The need for
an alternative to surgery is particularly crucial for children, where data for medical
therapies will always be limited, but the unmet need is arguably stronger.

The marketing authorisations for TNF-a inhibitors stipulate that these medicines
should be used only after the failure of conventional therapy e.g. “Simponi is
indicated for treatment of moderately to severely active ulcerative colitis in adult
patients who have had an inadequate response to conventional therapy including
corticosteroids and 6-mercaptopurine (6-MP) or azathioprine (AZA), or who are
intolerant to or have medical contraindications for such therapies”. The appraisal
scope and the Assessment Group (AG) approach, by including conventional therapy
as a treatment option where TNF-a inhibitors can also be used, have both assumed
the potential for their off-label use. For the record, MSD does not support the use of
our medicines outside of licence; with, additionally, this assumption being a key to
the failings in the AG approach to evaluating these drugs.

The Committee concluded that infliximab,
adalimumab and golimumab could be
recommended for treating moderately to severely
active ulcerative colitis, in line with their marketing
authorisations. For further details, see section 4.82
of the FAD.

The Committee concluded that the decision to have
surgery may be different for children and young
people compared with adults and that TNF-alpha
inhibitors are important treatment options that could
allow patients to avoid surgery. For further details,
see section 4.61 of the FAD.

Having heard that conventional therapy is generally
regarded as an ongoing option throughout the
treatment pathway for ulcerative colitis, the
Committee concluded that conventional therapy is
an option at the same stage at which TNF-alpha
inhibitors would be considered. It appreciated,
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Consultee

Comment

Response

MSD (cont.)

MSD supports the valid role that NICE has in evaluating and making
recommendations for drugs to be used by the NHS. However, one of the concerns
that MSD has is around the potential for bias within the evaluation process. The
majority of new therapies or new indications for currently available therapies are
evaluated through the single technology appraisal (STA) process. This process, by
having a manufacturer submission critiqued by an ‘independent’ AG and
subsequently reviewed by the Committee, is relatively balanced. The multiple
technology appraisal (MTA) process has the AG both build the reference case as
well as critique any submission(s) by the manufacturer(s). When this process is
combined with a lack of balance in what is presented to the Committee for
discussion, with the discussion itself failing to cover the key issues, MSD believes
that the intrinsic bias of the process has been significantly exacerbated.

We believe that the only alternative to restarting the process is for a scenario
analysis to be conducted within the AG model which better reflects the eligible
population for TNF-a inhibitors. This analysis should then be presented to the
Committee as an alternative to the current base case for discussion. We have
elaborated on these key issues in the main body of this letter, and additionally
summarise a number of inaccuracies which have been identified in the ACD.

Proposed scenario analysis

Conventional therapy is not an appropriate comparator for TNF-a inhibitors given
the marketing authorisations for these biologics. It is not apparent to MSD how the
AG could adjust for this within their model without rebuilding the model. A potential
solution could be to amend the current model so that patients receiving conventional
therapy are assumed to have no response to that therapy. This would better reflect
both the TNF-a inhibitor marketing authorisations and clinical practice in the UK,
where TNF-a inhibitors are only considered for use where conventional therapy has
failed (as an alternative to surgery).

If this issue can be corrected, the following aspects of the model also need to be
considered as there is considerable uncertainty as to how appropriate they are for
the ‘new’ population being assessed:

Surgery cost: UK clinical experts and published literature support an increased cost
for surgery than has been assumed by the AG (up to ~£24k opposed to ~£8k
originally estimated by the AG). The low cost assumed by the AG is based on the

however, that for some patients in whom
conventional therapy had failed, continuing the
same type of therapy may be suboptimal. For
further details, see section 4.62 of the FAD.

This appraisal was conducted as per the NICE
Guide to the processes of technology appraisal.

Although the Committee would have liked to have
seen robustly modelled ICERs for TNF-alpha
inhibitors, in its judgement revising the model was,
on the whole, unlikely to estimate cost-effectiveness
with significantly more certainty than currently
available to the Committee, and further analyses
were not warranted given the existing evidence. For
further details, see section 4.79 of the FAD.

The Committee concluded that conventional
therapy is an option at the same stage at which
TNF-alpha inhibitors would be considered. For
further details, see section 4.62 of the FAD.

The Committee concluded that the cost of surgery
was underestimated in the model. For further
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Consultee

Comment

Response

MSD (cont.)

wrongful assumption that surgery is completed in one procedure. In reality, up to
three procedures are required.

Post-surgery cost: Similarly, MSD does not accept that the AG has correctly
estimated the costs that occur following surgery i.e. costs associated with long-term
stoma care. Our estimate for post-surgical management is £863 per 6-month cycle
(opposed to £780 estimated by the AG). The cost of complications must also be
considered in more depth.

Post-surgery utility: As was stated in our response to the AG report and by clinical
experts at the first Committee meeting, MSD believes that the utility value for the
post-colectomy health state used in the AG model is excessively high and does not
adequately reflect the considerable impairment and poor quality of life that persists
following surgery. Further, the study from which this value is drawn is referenced
incorrectly by the AG and may not be an appropriate source given that only a
minority of patients received colectomy.

Rate of progression to surgery: The rate assumed by the AG is very low and
indicates that a more moderate population has been considered than reflects the
decision problem, as patients with more severe UC who have failed conventional
therapy could reasonably be expected to progress to surgery more frequently and/or
rapidly (the value was obtained from a study which assessed newly-diagnosed
patients whereas the average disease duration in the AG base case is 6 years).

Efficacy of TNF-a inhibitors: The AG network meta-analysis concluded that there
were no significant differences between the three TNF-a inhibitors. Therefore, MSD
sees value in a scenario analysis in which comparable efficacy for all TNF-a
inhibitors is assumed. For completeness, three analyses should be performed in
which the efficacy is set to that of Remicade, that of Simponi, and that of Humira.

Duration of TNF-a inhibitor therapy: We are aware that clinicians believe that
TNF-a inhibitor therapy can be discontinued in stable patients. Given the need for a
re-evaluation, it might be helpful to additionally model what this would look like.

To summarise, MSD is concerned that the MTA process has the potential to present
a one-sided case in that the ‘independent’ academic group both presents the base
case and critiques any submission made by the manufacturer. Appropriate
discussion and testing of this scenario analysis with clinical experts at the second
Committee meeting would go some way to reassuring the manufacturer that the

details, see section 4.77 of the FAD.

The Committee noted that maintaining an ileostomy
in the medium to long term and caring a stoma are
associated with costs that were not included in the
original model. For further details, see section 4.77
of the FAD.

The Committee concluded that the study by Woehl
et al. is likely to have overestimated the utility value
for patients who had surgery. For further details,
see section 4.73 of the FAD.

The Committee concluded that the actual rate of
surgery is likely to be higher in clinical practice. For
further details, see section 4.76 of the FAD.

The Committee concluded that further analyses
were not warranted given the existing evidence. For
further details, see section 4.79 of the FAD.

The Committee appreciated that it would be difficult
to model any criteria for stopping treatment given
the lack of efficacy data for TNF-alpha inhibitors
(including response and relapse rates) beyond the
durations of the trials. The Committee concluded
that the stopping criteria in NICE’s technology
appraisal guidance for TNF-alpha inhibitors for
treating Crohn’s disease could also be applied in
this appraisal to align the treatment strategies for
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Comment

Response

MSD (cont.)

potential challenges within the MTA (as opposed to the STA) process have been
ameliorated.

A simpler alternative would be to present the MSD base case for Simponi to the
Committee for consideration.

Issues identified with AG budget impact

The AG assumes a 1 year net budget impact for Simponi of ~£200 million. This is
far higher than realistic, equating to ~one third of total spend in England on all TNF-
a inhibitors for all indications in 2012". The AG estimate is based upon a population
of 134,000 patients with UC, of which it is assumed that 14.5% (~20,000 patients)
would be eligible for biologics. However, when only patients with moderate to severe
UC, who are eligible for and receive TNF-a inhibitors, are considered; the budget
impact is far lower at ~£20 million. This estimate better reflects the marketing
authorisations than the AG scenario.

Issues identified in ACD

Key areas of uncertainty which have not been adequately addressed and
information within the ACD which is inaccurate or has been misrepresented have
been highlighted in the following table.

[This table has not been reproduced here. For details, see MSD’s response in the
evaluation report.]

[References were provided but are not reproduced here.]

the 2 conditions. For further details, see sections
4.65 and 4.71 of the FAD.

Comment noted.

Comment noted. Where appropriate, the factual
inaccuracies identified in the ACD have been
corrected in the FAD.

Crohn’s and Colitis
UK

[Only the summary of Crohn’s and Colitis UK’s response is reproduced below. For
the full response, see the evaluation report.]

e There is a clear and defined need for biological drugs to be available to
people with moderate to severe Ulcerative Colitis, for whom conventional
treatments have failed, using stopping rules which would bring this in line with
the guidance for Crohn’s Disease (TA187)

e Neither surgery or conventional treatment are appropriate comparators for
biological drugs as conventional treatment has, by definition, failed and,
unless by patient choice, surgery should be considered a last resort when all

The Committee concluded that infliximab,
adalimumab and golimumab could be
recommended for treating moderately to severely
active ulcerative colitis, in line with their marketing
authorisations. For further details, see section 4.82
of the FAD.

The Committee concluded that conventional
therapy is an option at the same stage at which
TNF-alpha inhibitors would be considered. It
appreciated, however, that for some patients in
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Consultee Comment Response
Crohn’s and Colitis appropriate medical options have been explored whom conventional therapy had failed, continuing
UK (cont.) e Considerable uncertainties arise from the assumptions on which the the same type of therapy may be suboptimal. For

modelling is based in terms of:

(o]

O O O O O

lack of representativeness of the patient population being considered
extrapolation of short-term data to a lifetime horizon

lack of stopping rules

full costs, complications and risks of surgery

small sample on which health utility values are based

selection of conventional therapy as a comparator, when this has
already failed this group of patients

e There are significant equality/diversity issues in terms of effectively
compelling patients in this group to elective or potential emergency surgery, in
particular for young people who have not begun a family and whose fertility
may be affected, and for religious groups such as Muslims, for whom this may
impact on religious practices and cause particular distress.

further details, see section 4.62 of the FAD.

The Committee concluded that all the models
presented to it had shortcomings that inhibited the
accurate estimation of the cost-effectiveness of
TNF-alpha inhibitors for ulcerative colitis. The
Committee noted that the uncertainty around the
costs and QALYs for TNF-alpha inhibitors, in
addition to the potential uncaptured QALY benefits,
meant that the costs are likely to be overestimated
and the QALYs underestimated, which when taken
together, would improve the cost-effectiveness of
TNF-alpha inhibitors. For further details, see
sections 4.78 and 4.80 of the FAD.

Because the Committee recommended TNF-alpha-
inhibitors for all patients, in line with their marketing
authorisations, it did not consider that this potential
equality issue warranted further discussion.
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Comment

Response

British Society of
Gastroenterology

The BSG has considered the initial ACD document and the revised report sent in
Sept following the committee meeting Aug 28th, noting the specific questions that
you ask:

* Has all of the relevant evidence been taken into account?

* Are the summaries of clinical and cost effectiveness reasonable interpretations of
the evidence?

* Are the provisional recommendations sound and a suitable basis for guidance to
the NHS?

The response to all three of these questions is an emphatic ‘no’.

The results of the appraisal to date give a grossly misleading and inappropriately
high ICER for anti-TNF therapy, principally because the SCHARR model used by
NICE does not translate the trial data into a form that adequately reflects the use of
these drugs in clinical practice in the UK. This is because of the use of a network
meta-analysis combining the different drug trials that introduces wide confidence
intervals, further amplified by the model itself. The model is very insensitive to
changes in most parameters, and (as acknowledged in the committee meeting),
there is a lack of robust data around many of these key parameters, including
expected rates of surgery in patients with moderate to severe UC failing
conventional therapy; costs of surgery and post-surgery care; and health utilities in
steroid-dependent patients with chronic active disease who cannot have surgery.

There is a large disparity in ICERs between the company and the SCHARR models.

The model outcomes differ substantially to those for anti-TNF therapy in Crohn’s
disease (TA187), when it would be expected that results would be very similar for
two diseases with substantial common features, aetiology and treatment.

It is noteworthy that the original model for Crohn’s disease, by the University of
Birmingham (Use of tumour necrosis factor alpha (TNF a) inhibitors adalimumab
and infliximab for Crohn’s disease, produced by: West Midlands Health Technology
Assessment Collaboration, for NICE, July 2008) had similar flaws. The BSG and

others challenged that model: the revised model was used in the final report TA187.

Specifically, the confidence intervals were extremely wide; the time horizon was too
long; and there was no discussion about stopping rules. The BSG provided data
from the STORI paper that had been presented and published in abstract form, but
had not been considered by the review. STORI informed guidelines on stopping
anti-

TNFs in CD. NICE accepted that stopping rules would be useful and the models
were re-run. TA187 was published with recommendations about a review at 12
months to determine whether anti-TNFs can or should be stopped. TA187 quoted

The Committee noted that the uncertainty around
the costs and QALYs for TNF-alpha inhibitors, in
addition to the potential uncaptured QALY benefits,
meant that the costs are likely to be overestimated
and the QALYs underestimated, which when taken
together, would improve the cost-effectiveness of
TNF-alpha inhibitors. For further details, see section
4.80 of the FAD.
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Comment

Response

British Society of
Gastroenterology
(cont.)

the STORI study.

The BSG wishes to bring to the attention of NICE three studies similar to the STORI
paper that report stopping anti-TNFs in UC (Major point 1, below). These data
should not be ignored. They should instead inform the discussion about the time
horizon and the recommendation of an annual review of anti-TNF therapy with a
view to stopping the drug, as per Crohn’s disease.

Specific comments:
Major points:

1) Rigorous stopping rules should be evaluated in the economic assessment.
Sections 4.62 and 4.67, of the ACD, report the Appraisal Committee’s consideration
of evidence regarding stopping rules. In particular we note the following comment in
section 4.67, “The Committee would have liked to consider further the stopping rules
for patients with ulcerative colitis who had a TNF-alpha inhibitor then entered into
remission, but there was no robust evidence in this regard.”

However, the BSG does not believe all the relevant evidence has been taken into
account. There is growing evidence that the majority of patients entering deep
remission on anti-TNF therapy will remain in remission if anti-TNF drugs are stopped
at 1 year or later:

- Molander et al (IBD 2014;0:1-8) showed that 22/34 UC patients remained in
remission after cessation, and 94% of those relapsing responded to retreatment

- Steenholdt et al (Scand J GE 2012; 47: 518-527) showed that of 28 UC patients
stopping whilst in clinical steroid-free remission, 75% remained in remission at 1
year and 5/7 (71%) responded to retreatment.

- Farkas et al (Scand J GE 2013;48:1394-1398) followed 51 patients who stopped
infliximab after one year, and 65% remained in remission at one year after
cessation, with the majority of relapses responding to retreatment.

- Villafranca et al (JCC 2014,;8:5234-235) prospectively studied UC patients given
one year of infliximab. 12 with mucosal healing at one year stopped the drug, and
75% remained in remission over 2 years follow-up. The 3 relapsing responded well
to retreatment.

These data suggest that review at one year (in order to stop anti-TNF therapy in
patients who are in remission) is likely to be a clinically and cost-effective treatment
strategy, with further treatment only in those who subsequently relapse, and would

The Committee noted the observational evidence
cited to support stopping TNF-alpha-inhibitor
therapy in patients who go into remission 1 year
after starting treatment, with further treatment only
in those whose disease subsequently relapses.
Without further evidence on the cost effectiveness
of continuing or stopping TNF-alpha-inhibitor
therapy in different clinical circumstances, the
Committee concluded that the criteria in NICE’s
technology appraisal guidance for TNF-alpha
inhibitors for treating Crohn’s disease could also be
applied in this appraisal. For further details, see
sections 4.64 and 4.71 of the FAD.
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Comment

Response

British Society of
Gastroenterology
(cont.)

bring the UC recommendations into line with those for Crohn’s disease.

It seems unreasonable to model continuous anti-TNF therapy in all patients
maintaining a response over the long-term when increasingly this does not reflect
UK clinical practice. This assumption inevitably drives the cost-effectiveness
estimates for anti-TNFs but substantially overestimates the true cost of treatment.
Furthermore it seems odd to reject stopping rules on the basis of limited evidence
since this is clearly inconsistent with modelling clinical effectiveness over a lifetime
horizon on the basis of 1 year follow-up evidence. We argue that there is without
guestion sufficient evidence to at least explore the impact of stopping rules on the
cost-effectiveness estimates. Ruling against any use of anti-TNF therapy in
moderate to severe ulcerative colitis without any consideration of stopping rules is
unfair and not an appropriate reflection of current clinical practice.

2) Many patients who receive anti-TNF will not have responded at the end of
the induction period. Patients who do not respond should have to their anti-TNF
therapy stopped and they will be offered surgery, or occasionally novel therapies in
a drug trial. Clear stopping rules could and should be applied after induction for
these primary non-responders. This is not fully considered in the model.

3) Some patients will lose response during the first year of therapy. For those
who lose response (secondary non-responders) drug and anti-drug antibodies levels
should be used to determine whether switching to an alternative anti-TNF should be
considered, or if surgery is preferable. This is not considered in the model.

4) The trial populations covered patients with moderate to severe disease and
do not reflect expected UK usage. Inevitably patients with more stable moderate
disease are easier to recruit to these studies and are likely to represent the majority
of trial subjects; in ACT1 only 45 (12.4%) of patients had severe disease (Mayo
score 11 or 12) while 317 (87.1%) had moderate disease (Mayo score 6-10); in
PURSUIT 93.3% had moderate disease, vs 6.7% with severe. Clinical practice in
the UK is to reserve these salvage treatments for more severe disease, and
those with steroid-refractory or steroid-dependent disease. The effect, in
clinical practise, is that this group will have lower response and remission rates if not
given anti-TNF drugs, and are much less likely to respond to conventional therapy
(and thus be much more likely to undergo surgery) once anti-TNF drugs fail.

The parameters used in the model reflect trial data, which are not representative of
clinical practice, and the models should be used to explore this. It is likely that the

In the Assessment Group’s model, all patients
started in the induction phase. If the TNF alpha
inhibitor led to a clinical response or remission, the
patient continued on the same treatment in the
maintenance phase; if not, they stopped that
treatment and had conventional therapy. For further
details, see section 4.43 of the FAD.

The Committee discussed measuring drug and
drug-specific antibody levels in the blood to
determine whether or not to re-treat the patient with
a TNF alpha inhibitor, but heard that these tests are
not yet in routine use in the NHS. For further
details, see section 4.64 of the FAD.

The Committee appreciated that patients included
in clinical trials may be fitter and have more stable
disease than most people seen in clinical practice.
It considered the effectiveness of TNF-alpha
inhibitors in patients in whom these agents are
likely to be used in clinical practice (that is, patients
with more severe disease who would start
treatment at a younger age than patients in the
trials) to be uncertain. For further details, see
sections 4.65 and 4.78 of the FAD.
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British Society of
Gastroenterology
(cont.)

ICERSs will be far more favourable with a more severe population.

Abbvie has recently completed an open label study to gather data on the use of, and
response rate to, Adalimumab for moderate-severe UC in the UK. Similarly, MSD
are currently recruiting patients with refractory moderate UC for treatment with
golimumab. These two studies are likely to better inform discussions about the
potential use in the UK.

5) The rate and role of surgery is misrepresented. We understand that the Scope
was set in stone before the review. We feel the final Scope misrepresents the view
of professional and patient experts. Surgery is the alternative for patients with UC
that is refractory to conventional therapy if they are not rescued by biologic agents
such as anti-TNFs.

These patients have already failed conventional therapy so decisions based on
comparisons of anti-TNF therapy with conventional therapy are senseless and have
no meaning when we are trying to make patients better. When using surgery as a
comparator, the outcomes described after surgery (complications and mortality) are
different to medical outcomes (relapse and remission) so do they represent a valid
comparator? For utility values post-surgery (which are needed to capture QALY)
there is very little data and wide variation for the same health state (see below).
Furthermore, there is no long term follow-up data on these patients so this
uncertainty must be considered when incorporating values into the model. Therefore
the utility values used in the models are not reliable.

The surgery rate used in the assessment group model has been assumed to be
constant at 0.0051 per treatment cycle (=6 months) (ie about 1% per year). This is
based on Solberg et al (IBSEN data Sc J GE 2007). This study was a population-
based cohort of all patients diagnosed with UC over a set time-period from
Scandinavia, and does not represent the specific subgroup of patients with failure to
respond to conventional therapy with moderate and severe disease in this appraisal.
In these patients rates of surgery will be significantly higher (40-50% over the next
year).

Patients with moderate-severe UC who fail anti-TNFs will either be recruited to trials
of new biologic agents aimed at those not responding to anti-TNFs, or will undergo
surgery. They will NOT simply return to the conventional therapy that they had failed
before.

Having heard that conventional therapy is generally
regarded as an ongoing option throughout the
treatment pathway for ulcerative colitis, the
Committee concluded that conventional therapy is
an option at the same stage at which TNF-alpha
inhibitors would be considered. It appreciated,
however, that for some patients in whom
conventional therapy had failed, continuing the
same type of therapy may be suboptimal. For
further details, see section 4.62 of the FAD.

The Committee concluded that surgery was not an
appropriate comparator for TNF-alpha inhibitors for
most patients in whom TNF-alpha inhibitors would
be considered in clinical practice. For further
details, see section 4.60 of the FAD.

The Committee concluded that, although there was
considerable uncertainty around the validity of the
utility values reported in the studies by Woehl et al.
and Swinburn et al., these studies represented the
most relevant evidence on the quality of life of
patients with ulcerative colitis. For further details,
see section 4.72 of the FAD.

The Committee concluded that the actual rate of
surgery is likely to be higher in clinical practice. For
further details, see section 4.76 of the FAD.
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6) The Quality of Life of patients undergoing surgery is ignored. A colectomy
for UC is not the same as an appendicectomy for appendicitis: patients will have to
live with an incontinent stoma (ileostomy) or a pouch. Pouch surgery provides a
solution to the cosmetic issues, but most people with a pouch open the bowels 6-8
times per day with episodes of incontinence by day or night. This is NOT a cure for
colitis.

The draft only quotes the abstract (Woehl et al) and although there were 180
patients, only 10 had pouches and 19 ileostomies. There are other sources that
illustrate the poor quality of life of patients who have undergone surgery:

Probert et al (Arq Gastro 1996) reported that faecal incontinence occurred in 33%
patients with a pouch.

Tiainen (Scand J Gastro 1999) reported fecal incontinence, more than 10 bowel
movements per day, and chronic pouchitis were all associated with reduced QoL
score (using SF-36): median number of bowel movements per 24 h was six. Soiling
at night occurred in 32%, and inability to differentiate pouch contents in 24% cases.
24% used a pad occasionally, and 9% every day.

Berndtsson | and Oresland T (Colorectal Disease 2003) found the QOL of patients
undergoing pouch surgery for UC had not changed one year after surgery compared
with that before surgery.

Cohen et al (IBD 1999) noted that medical (Cyclosporin) management of refractory
UC was associated with a better ability to sleep (p = 0.002; VAS), better stool
consistency (p < 0.001; VAS), less abdominal or rectal pain (p = 0.009, VAS), and
fewer daytime (p < 0.001; Oresland), nighttime (p = 0.006; Oresland), and daily trips
to the toilet (p < 0.001; VAS) than the 46 surgical patients.

7) Patients at risk of colectomy tend be young adults. Education, socialising,
employment and relationships are all important aspects of young lives that will be
adversely affected if patients are forced into surgery.

8) The Network Analysis is impenetrable. Health economists commissioned by
the BSG as well as HE experts within the Society describe the uncertainties
surrounding the SCHARR model are enormous and raise serious questions about
the value of this approach using a life-time horizon, and basing many of their
parameters on the network meta-analysis. A good example of the uncertainty is the
confidence interval around the probability of adalimumab treatment in responders to
induction therapy achieving remission in cycle 2 — 0.22 [0.005-0.72] For infliximab it
is 0.41 [0.029-0.89]. (ScCHARR Assessment report June 2014, Table 66). Most of the

The Committee concluded that the study by Woehl
et al. is likely to have overestimated the utility value
for patients who had surgery. For further details,
see section 4.73 of the FAD.

The Committee concluded that the decision to have
surgery may be different for children and young
people compared with adults and that TNF-alpha
inhibitors are important treatment options that could
allow patients to avoid surgery. For further details,
see section 4.61 of the FAD.

The Committee agreed that the uncertainty in the
results of the network meta-analysis did not allow a
conclusion to be drawn about the relative
effectiveness of TNF-alpha inhibitors. For further
details, see section 4.68 of the FAD.
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data used is similar in wideness of confidence intervals. This is a strikingly similar to
the flawed report from Birmingham, prior to TA187, that was overturned when due
consideration was given to the confidence intervals and the stopping rules.

9) The economic model did not include indirect costs. We would argue that
ulcerative colitis, with a peak age of onset at 15-25, is a condition where indirect
costs are particularly relevant and cannot be ignored in assessment of drug
treatment. When health state was measured by a Visual Analogue Score (0-10) IBD
patients with VAS score 0-2.5 had 71% productivity loss (WPAI questionnaire) and
those with VAS score 2.5-5 had 48% loss, compared to 8% loss for those with VAS
7.5-10 (Gay et al Crohn’s, Colitis and Employment — from Career Aspirations to
Reality. Crohn’s and Colitis UK, 2011). Patients with poorly-controlled disease,
steroid-dependence, or needing multiple operations also stand to miss out on school
and higher education that will have a life-long impact on their employment. Therapy
that can control disease well at this critical time, even if postponing an operation for
1-2 years, can enable patients to complete qualifications that will benefit them over
many years.

10)The effect on young people is ignored. Surgery in children and teenagers that
will involve stomas can have a dramatic impact on relationships, and often leads to
severe psychological morbidity, and the impact of pelvic surgery on fecundity is
significant, (resulting in the need for future fertility treatment for some), and ileoanal
pouch formation is often delayed for years in this group, and indeed subsequently
often does not take place at all.

The effect on young people is disproportionate. Young patients are more likely
to respond to anti-TNF therapy than older patients, as they generally have a shorter
duration of disease.

11)Corticosteroid-dependency and/or chronic disease activity has a significant
adverse effect on health utility that is not adequately reflected in the model used.
Many patients who decline a colectomy will be in a state of chronic moderate
disease activity, often with ongoing dependence on corticosteroids, that is not in any
way reflected in the model used.

12)The cost of surgery is underestimated. We acknowledge that surgery looks
cheaper that medical therapy, but the surgical costs are between £11,000 and
£23,000: (usually including three separate procedures:

The NICE reference case stipulates that the
perspective on costs is that of the NHS and
personal social services. For further details, see
sections 5.1.9 and 5.1.10 of the Guide to the
methods of technology appraisal 2013.

The Committee concluded that the decision to have
surgery may be different for children and young
people compared with adults. For further details,
see section 4.61 of the FAD.

The Committee concluded that infliximab was likely
to be clinically effective in children and young
people. For further details, see section 4.69 of the
FAD.

The Committee was aware that a utility decrement
would be associated with the side effects of
corticosteroids, which would favour treatment with
TNF-alpha inhibitors. For further details, see section
4.75 of the FAD.

The Committee concluded that the cost of surgery
was underestimated in the model; however, it
agreed that there were insufficient data to model
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[Tables with the tariffs for the common surgical procedures were provided but are
not reproduced here.]

13)Cost of ancillary equipment after colectomy with ileostomy have been
ignored although the BSG provided data. The costs range from £1,240.08 per
year (good quality stoma bags with swabs) to £2,682.24 per year (stoma bags with
rings, skin protective wipes, hydroframe and adhesive remover). The costs of daily
high dose loperamide, for life, have also been ignored.

14)The effect of disease distribution is ignored. Most patients have left-sided
colitis, many with disease limited to the distal colon or even the rectum. Removing
the whole colon is the only surgical option for patient with colitis. The impact of
colitis is similar in all patients, the quality of life is impact when the rectum is
diseased. Proceding to colectomy and thus removing a large proportion of normal
colon is challenging for patients and clinicians. Patients with limited disease
arguably have the most to gain from anti-TNF therapy.

15) The ACD reports an ICER of £50,624 for adalimumab compared to conventional
therapy (ACD section 4.51) for patients in whom colectomy is not an option.
However, the SCHARR model assumes that these patients nonetheless proceed to
surgery once they have failed conventional therapy or anti-TNF treatment. For
patients in whom colectomy is not an option in the longer-term and therefore where
it does not feature as an outcome, we estimate a base-case ICER of approximately
£45k/QALY for adalimumab compared to conventional therapy. While this may still
fall outside the range of acceptable ICER for NICE, we argue that there is an
accumulation of exclusions/uncertainties which appear to bias against the biologics.
If these were resolved it appears likely that the biologics would be cost-effective.
These include: stopping rules, substantial uncertainty over the effects of surgery and
the side effects of conventional therapy not being captured.

Minor points

1) The monthly cost of infliximab of £210 on p.9 is wrong, and should be significantly
more

2) On p.11 it states that none of the trials considered in the appraisal included
patients who had been treated before with corticosteroids and 6-mercaptopurine or
azathioprine. This is incorrect, as the majority did include this patient group

International Status
The use of anti-TNF induction and maintenance therapy in this patient population is

the number of procedures required for the patient,
and the frequency of, and costs associated with,
each of these procedures. For further details, see
section 4.77 of the FAD.

The Committee noted that maintaining the
ileostomy in the medium to long term and caring for
the stoma are associated with costs that were not
included in the original model. For further details,
see section 4.77 of the FAD.

The Committee heard that it is important to consider
clinical effectiveness in patients with ulcerative
proctitis because their disease seems to respond to
TNF-alpha-inhibitor treatment and they are not
usually suitable for colectomy. It concluded that
infliximab, adalimumab and golimumab could be
recommended for treating moderately to severely
active ulcerative colitis, in line with their marketing
authorisations. For further details, see sections 4.66
and 4.82 of the FAD.

The Committee concluded that all the models
presented to it had shortcomings that inhibited the
accurate estimation of the cost-effectiveness of
TNF-alpha inhibitors for ulcerative colitis. It noted
that the uncertainty around the costs and QALYs for
TNF-alpha inhibitors, in addition to the potential
uncaptured QALY benefits, meant that the costs are
likely to be overestimated and the QALYs
underestimated, which when taken together, would
improve the cost-effectiveness of TNF-alpha
inhibitors. For further details, see sections 4.78 and
4.80 of the FAD.

Comment noted. These factual inaccuracies have
been corrected in the FAD.
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standard practice in Europe (The second European Consensus on the diagnosis
and management of ulcerative colitis: current management. Dignass A, Lindsay JO,
Sturm A, Windsor A, Colombel JF, Allez M, D’Haens G, D’Hoore A, Mantzaris G,
Novacek G, Oresland T, Reinisch W, Sans M, Stange E, Vermeire S, Travis SPL,
Van Assche G, for the European Crohn's and Colitis Organisation (ECCO). J
Crohns Colitis 2012;6:991-1030) and the USA. The conclusions of this ACD are in
complete contrast to this and must prompt a thorough review and revision of the
tools used to make this assessment.

Treatment in the UK will be at odds with the rest of the developed world.

Discussion with patient groups

NICE funds several cancer drugs with ICER of up to 120,000/QALY. NICE should
consider raising the threshold for UC for subgroups eg declined surgery after
discussion with surgeon, high risk surgery, psychological issues. Without some such
discussions, young adults will feel devalued and bitter instead of becoming valued
members of society able to pursue their studies, support our economy and retain
their fertility for the future of the country.

Discussion with Industry

We would encourage a dialogue between NICE and the pharmaceutical industry.
Risk-sharing schemes have been agreed for supporting access to beta-interferon in
MS and Velcade for multiple myeloma. For refractory UC patients, such a scheme
could permit patients to receive induction therapy with anti-TNF therapy, if there is
no response industry pays but if there is a response then the NHS will pay.

In conclusion, we feel that the assessment group model does not take all relevant
evidence into account, and does not fairly reflect the clinical- and cost-effectiveness
of these drugs as used in clinical practice in the UK. The stark contrast between this
ACD recommendation and those for Crohn’s disease and anti-TNF therapy are non-
intuitive. Only a minority of UC patients have moderate to severe treatment-
refractory colitis. Of these about half will respond well to anti-TNF drugs, and most in
remission at one year will remain well after stopping. This group (often young and at
a crucial time of education, forming relationships or starting a family) will be hugely
disadvantaged by being subjected to unnecessary surgery, or forced to tolerate
long-term steroid use and chronic ill-health as a result of being denied these
therapies. We urge the committee to revise their recommendations to accommodate
these concerns.

Infliximab, adalimumab and golimumab for moderately to severely active UC (incl. rev. TA140, TA262) ACD Comments Table to PM for appeal

Page 16 of 42






Confidential until publication

Consultee Comment Response
British Society of Please find a response on behalf of the British Society of Paediatric

Paediatric Gastroenterology, Hepatology & Nutrition (BSPGHAN) in our role as a registered
Gastroenterology, | Stakeholder and following on from a formal request from NICE for comments

Hepatology & following publication of the consultation document recently.

Nutrition

The IBD working group of BSPGHAN have reviewed the document and wish to
provide written feedback to NICE on the MTA. We are extremely disappointed in the
initial recommendations and think they will unfairly deny access to infliximab in
children with chronic active Ulcerative Colitis (UC) as outlined below:

[Section 1.2 of the ACD was included in the response but is not reproduced here.]

We fully support the document submitted by the British Society of Gastroenterology
(BSG) highlighting the reasons why severely restricting access for adults with
chronic active UC is also misguided and as such will not seek to repeat these points
but will merely restrict our comments to those most pertinent to children.

. Has all of the relevant evidence been taken into account?

The IBD WG believe that not all of the specific evidence relating to paediatrics has
been indeed been considered. There is a lack of recognition that paediatric UC is
different and that models applied in adults cannot be translated into making
assumptions about care of paediatric patients. There is no recognition of the
different phenotype of UC in children with significantly higher rates of pancolitis seen
in children compared to adults.(1) This directly impacts on disease behaviour with
higher admission rates for acute severe colitis and higher colectomy rates.(2) The
colectomy rate in children is double the equivalent rate in adults after the same time
period from diagnosis.(1)

. Are the summaries of clinical and cost effectiveness reasonable

interpretations of the evidence?

The group does not believe that the interpretations take all of the relevant factors
into account. As stated in the previous section, translation of annual colectomy rates
from the IBSEN cohort into a model for colectomy rates in UK children is not valid.
Using a 15 year old to model for all paediatric patients also is inaccurate:

[Section 4.73 of the ACD was included in the response but is not reproduced here.]

The Committee heard that young people tend to
present with more extensive and severe disease,
which is more likely to need surgery. It also heard
that children are more likely to have a shorter
duration of disease which is associated with better
treatment outcomes. For further details, see
sections 4.61 and 4.69 of the FAD.

The Committee understood that the rate of surgery
is higher among children and young people than
adults. For further details, see section 4.61 of the
FAD.

The Committee concluded that all the models
presented to it had shortcomings that inhibited the
accurate estimation of the cost-effectiveness of
TNF-alpha inhibitors for ulcerative colitis. It was
also unclear to the Committee if and how the
uncertain aspects in the model would differ for
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British Society of children and young people because much of the
Paediatric The model offered no weight for the patient so the costing calculations cannot be | evidence did not relate to this population. For
Gastroenterology, worked out accurately in the base case provided. Given the mg/kg dosing of | further details, see section 4.78 of the FAD.
Hepatology & infliximab, different costing calculations would need to made at different ages due

Nutrition (cont.)

to the massive weight differential and subsequent cost differential between the
ages of 6 and 17 — a one age fits all is neither appropriate nor accurate. The failure
to consider the unique nature of childhood and adolescence is also not addressed.
The delaying of colectomy by using infliximab in children with UC has been
demonstrated in previous paediatric studies.(3) The benefit of giving an adolescent
in education the chance to undertake their examinations with use of an anti-tnf even
if this is only delaying surgery to a later and more appropriate time has a profound
impact on the young person’s future education and earning potential. This has not
been factored into any modelling. This clearly challenges the validity of the
conclusion “There are no specific groups of people for whom the technology is
particularly cost effective.”

. Are the provisional recommendations sound and a suitable basis for
guidance to the NHS?

The current recommendations are not, in their present form suitable, and as such if
implemented they will have a profound and significant impact on all paediatric
gastroenterology teams treating children with UC in the NHS. There will be no other
option for these children but to have a colectomy. The suggestion that these children
could be maintained on “conventional” therapy is incorrect especially as anti-tnf
therapy is considered only when they are failing this treatment. Surgery does not
provide a cure and there are significant complications and consequences both acute
and longer term. The psychological impact of the disease is most profound in this
age group and there is no recognition of the negative impact of having a stoma
(even if temporary) in a child or teenager. In addition, the longer term impact of
surgery on fecundity is not considered or it would seem costed.

The recommendation as is would put the UK paediatric IBD care significantly
outside the care offered in other European countries and would be against the
recommendations of the European guidelines for the care of children with UC.(4)

The recognition that the price of this treatment dropping significantly with the launch
of biosimilar infliximab in February 2015 in the UK has also not been factored in.
The failure to consider optimising treatment response by trough level and antibody
measurement means the guidance is not really reflective of current UK practice. The

The Committee heard that the younger the patient,
the more likely surgery will impact on their life in
terms of education and ability to form relationships
and start a family. It concluded that TNF-alpha
inhibitors are important treatment options that could
allow patients to avoid surgery. For further details,
see section 4.61 of the FAD.

The Committee concluded that infliximab could be
recommended for treating severely active ulcerative
colitis in children and young people aged 6-17
years whose disease has responded inadequately
to conventional therapy, or who cannot tolerate, or
have medical contraindications for, such therapy.
For further details, see sections 1.3 and 1.4 of the
FAD.
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fact that there are so few medical options for this group of patients who have more
extensive and severe disease makes this proposed guidance all the more
challenging. Of note the recent licence of Vedolizumab for adults in the UK is not
likely to be translated to a paediatric licence for around 7 years based on previous
time lags between adult and paediatric trials for other biologics and in keeping with
the companies currently proposed paediatric investigational plan.(5;6) This decision
would therefore condemn a generation of children with UC to higher rates of ill
health and colectomy given the lack of any new therapies on the horizon.

In conclusion, the current guidance does not accurately or fairly summarise all of the
relevant evidence, the assumptions used to model the costings are flawed and it
does not reflect current UK paediatric practice. We would suggest children be
allowed access to an induction course of infliximab for chronic active UC with the
option for responders only to carry on treatment with reassessment at one year in
line with the current NICE guidance on infliximab for paediatric Crohn’s disease.

[References were provided but are not reproduced here.]

Royal College of
Nursing

The Royal College of Nursing (RCN) welcomes the opportunity to review the
Appraisal Consultation Document of this appraisal. Comments and
recommendations have been submitted by the RCN IBD (Inflammatory Bowel
Disease); Adult patients, British Society of Paediatric Gastroenterology, Hepatology
& Nutrition (BSPGHAN); Paediatric IBD, British Society of Gastroenterology (BSG)
and the RCN Gastrointestinal (GI) Nurse Forums on behalf of the Royal College of
Nursing

i) Has the relevant evidence been taken into account?

We fully support the comments submitted by the forum highlighting the reasons why
access for adults with chronic active UC is misguided as indicated in this response
and as such will not seek to repeat these points here but will merely restrict
comments to those most pertinent to children.

The response to the above question is no, relevant evidence has not been taken
into account as there is a lack of recognition that paediatric UC is different and that
models applied in adults cannot be translated into making assumptions about care
of paediatric patients. There is no recognition of the different phenotype of UC in
children with significantly higher rates of pancolitis seen in children compared to
adults.(1) This directly impacts on disease behaviour with higher admission rates for
acute severe colitis and higher colectomy rates.(2) The colectomy rate in children is

The Committee heard that young people tend to
present with more extensive and severe disease,
which is more likely to need surgery. It also heard
that children are more likely to have a shorter
duration of disease which is associated with better
treatment outcomes. For further details, see
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double the equivalent rate in adults after the same time period from diagnosis.(1)
ii)Are the summaries of clinical and cost effectiveness reasonable
interpretations of the evidence?

No they are not. As stated, translation of annual colectomy rates from the IBSEN
cohort into a model for colectomy rates in UK children is not valid. Using a 15 year
old to model for all paediatric patients also is inappropriate.

[Section 4.73 of the ACD was included in the response but is not reproduced here.]

No consideration of patient weight was taken in these models. Paediatric patients
are dosed using a ‘mg/kg’ dose. Clearly, there is a significant difference in the
weight of a 6yr old and a 15yr old (as used in the NICE model) and this would
obviously have a subsequent effect on costings. A ‘one age fits all’ approach is
neither appropriate nor accurate. In addition, the failure to consider the unique
nature of childhood and adolescence is also not addressed. Delaying colectomy
through the use of infliximab in children with UC has been demonstrated in previous
paediatric studies. (3) The benefit of giving a young person in education the chance
to undertake their examinations with use of an anti-TNF even if this is only delaying
surgery to a later and more appropriate time has a profound impact on the young
person’s future education and earning potential. This has not been factored into any
modelling. In particular, this challenges the conclusion that “There are no specific
groups of people for whom the technology is particularly cost effective.”

We feel this appraisal has not fully explored the direct and indirect costs such as
loss of earnings, loss of education and the longer term socioecomic effects of these;
and it may have underestimated the impact of poorly treated disease on

health. Additionally, as healthcare professionals who have significant contact with
people diagnosed with Inflammatory Bowel Disease (IBD) we have identified that
patients with Ulcerative Colitis (UC) feel their treatment options are unequal to those
with Crohns disease (CD).

We are concerned that the current Appraisal Consultation Document does not
address medical options after failure of conventional therapy. It appears to assume
that patients will respond to a re-trial of medications to which they have previously
been refractory. Clinical experience tells us this is not the case. Therefore the
current document does not provide options for patients’ refractory to conventional
therapy that are unsuitable for, or unwilling to have, surgery.

sections 4.61 and 4.69 of the FAD.

The Committee understood that the rate of surgery
is higher among children and young people than
adults. For further details, see section 4.61 of the
FAD.

The Committee concluded that all the models
presented to it had shortcomings that inhibited the
accurate estimation of the cost-effectiveness of
TNF-alpha inhibitors for ulcerative colitis. It was
also unclear to the Committee if and how the
uncertain aspects in the model would differ for
children and young people because much of the
evidence did not relate to this population. For
further details, see section 4.78 of the FAD.

The Committee heard that the younger the patient,
the more likely surgery will impact on their life in
terms of education and ability to form relationships
and start a family. It concluded that TNF-alpha
inhibitors are important treatment options that could
allow patients to avoid surgery. For further details,
see section 4.61 of the FAD.

The NICE reference case stipulates that the
perspective on costs is that of the NHS and
personal social services. For further details, see
sections 5.1.9 and 5.1.10 of the Guide to the
methods of technology appraisal 2013.

The Committee concluded that infliximab,
adalimumab and golimumab could be
recommended for treating moderately to severely
active ulcerative colitis, in line with their marketing
authorisations. It also concluded that infliximab
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It is likely that this cohort will require management with on-going steroids. The
overarching aim of ulcerative colitis management is steroid-free remission.
Repeated or long-term exposure to steroids is associated with potentially irreversible
complications including osteoporosis, diabetes, hypertension, increased
susceptibility to serious infection, adrenal insufficiency and hepatic and
ophthalmologic effects.

We are not clear that the economic models used have taken these factors, and
costs treating them, into account. The modelling tool also does not appear to have
considered the financial impact when patients are unwell such as the loss of
earnings, lack of productivity, loss of education and general impact on family life.
People with chronically active disease may be unable to work, or work full time due
to severity of symptoms, such as urgency, faecal incontinence or fatigue.

Patients with ulcerative colitis are at an increased risk of colorectal cancer. That risk
increases with duration, anatomical extent and activity of disease. Therefore people
who have chronically active, poorly controlled disease are at significantly increased
risk of developing bowel cancer. These are a group who may require annual
surveillance colonoscopies with associated costs, impact on service and,
importantly, morbidity.

We also have concerns regarding the lack of weight given to the effects of pelvic
surgery on fertility. The economic model made the presumption that 47.3% and 5%
of patients going to colectomy will develop transient or chronic post-surgical
complications respectively. With regards to colectomy and lleo-anal pouch
procedure (IAAP), the British Society of Gastroenterology Guidelines (2011) state
that complication rates can be significant and pouchitis remains a persistent and
difficult problem following surgery, therefore incurring on-going costs through
complex medical and often surgical management and follow-up. The ACD goes
further to state fecundity of young women may be reduced by 40-50% following
IAPP, probably as a result of pelvic surgery and subsequent pelvic adhesion and
that an exploration of alternative medical or surgical options should be undertaken in
women of childbearing potential before IAPP. The European evidenced-based
consensus on reproduction in inflammatory bowel disease (2010) report that pelvic
surgery may lead to impotence or ejaculatory problems in men and that those who
undergo ileoanal pouch surgery for UC, may experience retrograde ejaculation and
erectile dysfunction.

Pelvic surgery for IBD increases the incidence of subfertility in females and previous
systematic reviews including the ECCO guidelines (2010), conclude that the fertility
of women with UC was reduced after restorative proctocolectomy. A meta-analysis

could be recommended for treating severely active
ulcerative colitis in children and young people aged
6-17 years whose disease has responded
inadequately to conventional therapy, or who
cannot tolerate, or have medical contraindications
for, such therapy. For further details, see sections
4.81 and 4.82 of the FAD.

The Committee agreed that it would be difficult to
capture all aspects of the patient’s quality of life
after surgery in the descriptive system of the EQ
5D, particularly the emotional aspects and the long-
term effects such as reduced fertility. It concluded
that these are important issues which should be
taken into account, particularly for young people.
However, on this occasion, the Committee was not
satisfied that they had been adequately captured in
the economic analysis. For further details, see
section 4.74.
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Royal College of
Nursing (cont.)

found that ileal pouch-anal anastomosis (IPAA) conferred a three-fold increased risk
of infertility compared to medical management.

It is essential for this to be considered in greater depth within the appraisal as the
long-term effects of colectomy and IAAP must be considered against the use of Anti-
TNF treatment for prevention of hospital admission and colectomy.

The draft ACD states that “conventional therapy was an on-going option throughout
the treatment pathway for moderately to severely active ulcerative colitis because
most patients are unlikely to consider surgery until later (unless the patient has
acute disease, which is not covered by this appraisal)”. The European evidenced-
based consensus on reproduction in inflammatory bowel disease (2010) state there
are no data to support the approach of subtotal colectomy with rectal stump and
ileostomy during childbearing years and then creating an IPAA later in life to help
reduce infertility rates. They note the drawbacks of the latter procedure include
ileostomy complications during pregnancy such as obstruction and stoma related
problems.

The aims of IBD management is to significantly improve the quality of life for
patients, eliminate or reduce costs associated with emergency admissions, repeated
endoscopies, conditions associated with the use of long term steroids, major surgery
and follow-up care.

In our experience, the provision of anti-TNF (infliximab ) therapy in appropriate
patients:
e Impacts on disease prevention by reducing the risk of complications and co-
morbidities associated with severe ulcerative colitis
e Impacts on health inequalities through equitable treatment access (to
people with CD)
e Improves outcomes, quality and/or safety
o reduces the risk of complications and co-morbidities associated with severe
ulcerative colitis
e Improves patient experience. The treatment can potentially reduce the need
for repeated hospital admissions for the patient group in question, thereby
improving quality of life and allowing them to be managed in an outpatient
setting
e Improves cost efficiency by reducing admissions, in -patient care, reducing
diagnostic endoscopies and avoiding surgery
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Surgery may require a 3-stage procedure: a sub total colectomy, followed by a
second operation at 6 months for stoma and pouch formation and a third operation
at 12 months for stoma reversal. There is a 40% risk of pouchitis which requires
further intensive intervention and monitoring. These are all factors which should be
considered within the economic modelling.

iii) Are the provisional recommendations sound and a suitable basis
for guidance to the NHS?

No. This will have a profound and significant impact on all paediatric
gastroenterology teams treating children with UC in the NHS. There will be no other
option for these children but to have a colectomy. The suggestion that these children
could be maintained on “conventional” therapy is incorrect particularly if it has failed
before. Surgery does not provide a cure and there are significant complications and
consequences both acute and longer term. The psychological impact of the disease
is most profound in this age group and there is no recognition of the negative impact
of having a stoma (even if temporary) in a developing child or teenager. In addition,
the longer term impact of surgery on fecundity is not considered or it would seem
costed.

The recommendation as is would put the UK paediatric IBD care significantly
outside the care offered in other European countries and would be against the
recommendations of the European guidelines for the care of children with UC.(4)

The recognition that the price of this treatment dropping significantly with the launch
of biosimilar infliximab in February 2015 in the UK has also not been factored in.
The failure to consider optimising treatment response by trough level and antibody
measurement also means the guidance is not reflective of current UK practice. The
fact that there are so few medical options for this group of patients who have
extensive and severe disease makes this proposed guidance all the more
challenging. This decision would therefore condemn a generation of children with
UC to higher rates of ill health and colectomy given the lack of any new therapies on
the horizon.

There is a psychological risk to patients who reluctantly have a colectomy if they feel
they have no other choice. People often wish to exhaust all possible medical option
before contemplating major surgery.The idea of an ileostomy to some is unthinkable
and can impact on the ability to form and maintain relationships.

Patients are increasingly aware of variations in treatments for their UC across the
country and internationally. It is unacceptable to patients with UC that patients with

The Committee concluded that the cost of surgery
was underestimated in the model. For further
details, see section 4.77 of the FAD.

The Committee concluded that infliximab could be
recommended for treating severely active ulcerative
colitis in children and young people aged 6-17
years whose disease has responded inadequately
to conventional therapy, or who cannot tolerate, or
have medical contraindications for, such therapy.
For further details, see sections 1.3 and 1.4 of the
FAD.
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Colonic Crohns disease can access Anti-TNF, yet patients with Ulcerative Colitis
cannot, despite the similarities between the two diseases.

We note that the draft guidance does highlight that there are patients who require
biological therapy for a period of time before surgery. The advantage of this is to
decrease/stop the steroids as well as allowing the patient to mentally be prepared
for surgery. These two things have a positive effect on the surgical outcome.
Surgery is not always the most appropriate course of action, particularly in patients
who have received high dose corticosteroids, such as those with acute
exacerbations of refractory ulcerative colitis. Corticosteroids steroids give more
potential risk of post-operative complications. First-stage surgery for refractory
ulcerative colitis is a sub total colectomy and ileostomy. According to national
guidelines, a large proportion of patients with moderate to severe active UC patients
have left sided disease. While the draft guidelines explain that surgery in proctitis is
not considered due to disease distribution, the same must be said of left sided
disease. Following initial stage of surgery, patients are left with a rectal stump in
preparation for the second stage and pouch formation. There are variations of the
stump size depending on the surgical findings and individual surgeons. Post-surgical
complication of diversion proctitis and inflammation of the rectal stump can occur.
This may be a contraindication for the final completion stage of the pouch, as
described in the draft guidelines but can have on-going costs associated with further
surgical intervention, medical management and patient distress and quality of life
issues.

We also express great concern over the initial recommendations and think they will
unfairly deny access to infliximab in children with chronic active ulcerative colitis
(UC) as outlined below:

[Section 1.2 of the ACD was included in the response but is not reproduced here.]

In conclusion, the current guidance does not accurately or fairly summarise all of the
relevant evidence, the assumptions used to model the costings are flawed and it
does not reflect current UK paediatric practice. We would suggest children be
allowed access to an induction course of infliximab for chronic active UC with the
option for responders only to carry on treatment with reassessment at one year in
line with the current NICE guidance on infliximab for paediatric Crohn’s disease.

iv)  Are there any aspects of the recommendations that need particular
consideration to ensure that NICE avoids unlawful discrimination
against any group of people on the grounds of race, gender, disability,
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religion or belief, sexual orientation, age, gender reassignment,
pregnancy and maternity?

General Comments

The emphasis of the use of anti-TNF therapy in UC has been placed on the patient
with severe disease requiring hospitalisation. We would suggest that in the current
climate where the role of the specialist nurse is to reduce admission rates and
length of stays for patients with IBD, as a result patients with moderate/ severe
disease are being kept out of hospital for longer periods than previously with regular
reviews in outpatients. The proposed guidance does not support this practice and
has the potential to increase hospitalisations to provide patients with access to these
therapies.

We believe there are other exceptional circumstances that need to be highlighted.
For example, we see at least 5 patients per year who are hospitalised on their first
presentation of ulcerative colitis and who historically would have undergo a
colectomy during this period of hospitalisation. The availability of biologic therapies
in this scenario is invaluable, in that patients are given time to absorb their diagnosis
and the implications of diagnosis which although may only delay surgery gives
patients the time and opportunity to psychologically adjust to their change in health
and longer term are more accepting of surgery.

Throughout the document there is reference to Ulcerative Proctitis, this is one of the
most challenging presentations of UC to manage in that only 40% of the dose of oral
medical therapies are able to promote healing within this affected this area. We
would suggest that a substantial number of patients require immunomodulating
therapy and this is a mainstay of treatment of this patient group beyond the implied
topical steroids advocated in the document.

This group of patients have immense problems after colectomy in that their retained
rectal stumps/ mucus fistula remains problematic with rectal bleeding and loss of
mucus remaining a problem. This longer term influences surgical management.

Conclusion

In light of the comments and recommendations above the Royal College of Nursing
do not support recommendations provided within the ACD of the above appraisal.

Comments noted.
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Royal College of The RCP is grateful for the opportunity to respond to the above ACD consultation.
Physicians We wish to fully endorse the submissions made by the BSG and Crohn’s and Colitis
ILIJSKD(CCL_JK). In addition, we would like to add a supporting statement from the UK The Committee concluded that infliximab could be
audit. ; ; ;
recommended for treating severely active ulcerative
colitis in children and young people aged 6-17
The UK IBD audit collects data on people with inflammatory bowel disease (Crohn’s | years whose disease has responded inadequately
and Ulcerative colitis). Patients newly starting on biological therapies are included in | to conventional therapy, or who cannot tolerate, or
the national audit. These drugs have a potentially positive impact, they are a vital have medical contraindications for, such therapy.
part of treatment and if withdrawn could be detrimental to the quality of life of For further details, see sections 1.3 and 1.4 of the
patients. It is likely the cost of these drugs will decrease with the imminent FAD.
introduction of biosimilars.
UK Clinical Response to the specific questions that you ask:
Pharmacy . Has all of the relevant evidence been taken into account?
Association . Are the summaries of clinical and cost effectiveness reasonable

interpretations of the evidence?
. Are the provisional recommendations sound and a suitable basis for
guidance to the NHS?

Has all of the relevant evidence been taken into account?

e It has been felt that patients view has not been taken into account at an
adequate and proportional level. It is acknowledged that there is not sound
clinical evidence of the long-term impact of uncontrolled disease and/or
surgery on patient quality of live, but ignoring patients views clearly voiced
through Crohn’s and Colitis UK and other patient representatives groups is
in our view not acceptable.

e Inview of the impact that uncontrolled disease and/or surgery has on the
patient reviewing short term outcomes based on current trials only does not
represent patients reality.

e Surgery as an event rather than comparator seems to be acceptable as
acknowledged during the scoping workshop, data on the long-term effect of
surgery is scant and it seems that the major impact of surgery on this young
patient group at the beginning of their lives is ignored.

e Pouch surgery, as reported by the pouch registry, had major impact on the
quality of patients’ lives in view of reduced female fertility by 40-50%,
unacceptable high number of daily defaecation rates, high occurrence of
pouchitis (50%) and recurrent need for surgery.

e ltis unclear why for the modelling it was chosen to enter the patient at age
of 40 as the main manifestation of UC is between the ages of 15 and 25.

The Committee discussed with patient experts the
nature of the condition and their experience with
treatment. It also considered the value placed on
the benefits of infliximab, adalimumab and
golimumab by patients. For further details, see
section 4.58 of the FAD.

The Committee heard that the younger the patient,
the more likely surgery will impact on their life in
terms of education and ability to form relationships
and start a family. For further details, see section
4.61 of the FAD.

The Assessment Group assumed that patients
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UK Clinical Trials do not represent normal population but are trying to prove that they enter the model at the age of 40 years, in line with
Pharmacy work at any age. So basing the model on an artificially aged patient group is | the patient characteristics in the RCTs. The

Association (cont.)

not acceptable.

e Crohn’s and Colitis showed in 2011 that uncontrolled disease has an 50-
70% productivity loss for the most sever affected patients. Educational
attainment is curtailed, carrier options restricted and starting work life
curtailed. This comes at a considerable cost to society which is difficult to
guantify but of considerable size. Just to ignore this hidden cost due to
difficulties of modelling is not acceptable.

e Itis debatable if conventional therapy is appropriate as a comparator. As UK
patients would have failed conventional therapy prior to starting biologics it
can safely be assumed that they would need continuous or repeated
tretemtns with steroids incurring considerably long-term adverse effects of
this therapy option. Alternatively it would mean surgery with the long-term
impact outlined above. Surgery is not a cure but a therapy option with
considerable detrimental impact on patients’ lives and negative long-term
outcomes. The current modelling does not take this into account as it
assumes that patients would continue with conventional therapy and behave
in the same way as the initial patients group. The right comparator would be
patients failed on conventional therapy not treated with biologics.

e Stopping rules may not have evidence from RCTs but there is enough
evidence to show that stopping biologics once patient is in deep remission is
an effective treatment strategy. (Molander, IBD 2014, Steenholdt Scand J
GE 2012, Farkas Scand J GE 2013, Villafranca JCC 2014). STORI data has
been shown to stratify patients successfully in Crohn’s disease and similar
studies show that stopping rules can be developed for UC.

Are the summaries of clinical and cost effectiveness reasonable
interpretations of the evidence?

It is felt that extrapolating trial data from international trials to the reality of UK
practice is not useful. In the UK only patients having failed conventional therapy
would be offered biologics. Trials include treatment naive and patients failed on
conventional therapies. It is very likely that treatment failure patients behave
differently to patients who would have responded to conventional therapy but were
offered biologics straight away. We are not yet in the situation where we can predict
which patients respond to certain therapies but it is evident that there are distinct
patient subgroups that behave differently and have a different disease progression
and response to treatment.

Committee was aware that the effectiveness of
TNF-alpha inhibitors in the model related to patients
with moderate to severe disease, and not to those
with more severe disease who would start
treatment at a younger age than patients in the
trials. For further details, see sections 4.43 and 4.70
of the FAD.

The NICE reference case stipulates that the
perspective on costs is that of the NHS and
personal social services. For further details, see
sections 5.1.9 and 5.1.10 of the Guide to the
methods of technology appraisal 2013.

Having heard that conventional therapy is generally
regarded as an ongoing option throughout the
treatment pathway for ulcerative colitis, the
Committee concluded that conventional therapy is
an option at the same stage at which TNF-alpha
inhibitors would be considered. It appreciated,
however, that for some patients in whom
conventional therapy had failed, continuing the
same type of therapy may be suboptimal. For
further details, see section 4.62 of the FAD.

The Committee noted the evidence on stopping
rules. Without further evidence on the cost
effectiveness of continuing or stopping TNF-alpha-
inhibitor therapy in different clinical circumstances,
it concluded that the criteria in NICE’s technology
appraisal guidance for TNF-alpha inhibitors for
treating Crohn’s disease could also be applied in
this appraisal. For further details, see sections 4.64
and 4.71 of the FAD.

All patients had to have taken conventional
therapies before. These therapies varied across the
trials but generally included corticosteroids,
aminosalicylates and/or a drug that affects the
immune response. For further details, see section
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UK Clinical Are the provisional recommendations sound and a suitable basis for guidance | 4.2 of the FAD.
Pharmacy to the NHS?

Association (cont.)

It is felt that too many maybe difficult to assess factors have been neglected or
omitted in the final modelling that the model as it stands is neither representing the
reality of the patient population nor the current UK practice and assumptions based
on inappropriate data sources have been used to populate the model.

Recommendation 1.3 is ambiguous as it is not clear which patient group is meant
with current.

It could be interpreted as patients started on infliximab under TAG 163 then could
continue with the treatment as they were started within the NHS.

In addition by adopting these MTA the UK would be at odds with the international
IBD community ignoring consensus statements and guidelines such as ECCO 2102
and American College of Gastroenterology UC guidelines 2010.

We would like to ask the committee to take the concerns about the appraisal
process into consideration when finalising the guidance.

After considering the consultation comments and
the views of the experts, the Committee concluded
that all the models presented to it had shortcomings
that inhibited the accurate estimation of the cost-
effectiveness of TNF-alpha inhibitors for ulcerative
colitis. The Committee noted that the uncertainty
around the costs and QALYs for TNF-alpha
inhibitors, in addition to the potential uncaptured
QALY benefits, meant that the costs are likely to be
overestimated and the QALYs underestimated,
which when taken together, would improve the cost-
effectiveness of TNF-alpha inhibitors. For further
details, see sections 4.78 and 4.80 of the FAD.

Comments received from commentators

There were no comments from commentators.

Comments received from members of the public

Role’ Section Comment Response

NHS | have been a Consultant Gastroenterologist for over 12 years and working | The Committee concluded that infliximab,
Professional in a unit with a large population of patients with UC have dealt with many adalimumab and golimumab could be

1 cases of moderate to severe UC. Itis perhaps difficult to articulate the recommended for treating moderately to severely

Conflict — yes

distress and disruption that this condition causes to people. Education is
interrupted, employers lose patience and patients lose employment,
relationships with friends and families are stretched to breaking point.

active ulcerative colitis, in line with their marketing
authorisations. For further details, see section 4.82
of the FAD.

" When comments are submitted via the Institute’s web site, individuals are asked to identify their role by choosing from a list as follows: ‘patent’, ‘carer’, ‘general public’, ‘health
professional (within NHS)’, ‘health professional (private sector)’, ‘healthcare industry (pharmaceutical)’, ‘healthcare industry’(other)’, ‘local government professional’ or, if none of
these categories apply, ‘other’ with a separate box to enter a description.
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| have received
an educational
grant to attend
European
Gastroenterology
week this year

Thankfully, nowadays, very few people die as a consequence of their
disease but many many lives are adversely affected and many days of
useful employment are lost. While for many individuals a colectomy with or
without subsequent restorative (pouch) surgery is a good option when
conventional therapy fails or isn't tolerated, this seldom results in
restoration of normal physiological function and further inmpairment of
quality of life and educational and employment potential results. Many

The Committee heard that surgery, although
potentially curative, does not fully restore the
patient’s quality of life. The Committee concluded
that surgery was not an appropriate comparator for
TNF-alpha inhibitors for most patients in whom
TNF-alpha inhibitors would be considered in clinical

from Abbvie colectomised patients are deeply traumatised by their surgery and would practice. For further details, see section 4.60 of the
have given anything for the opportunity to avoid it. It is simplistic to see FAD.
colectomy as an end point especially when looking at long term health
related QoL. The effects of surgery on days off work, impaired social
functioning continue well beyond the immediate post operative recovery
period. Gretaer emphasis needs to be given to the deleterious effects of
surgery on long term QoL
It is deeply iniquitous to deny access to a group of highly effective drugs to | The Committee concluded that infliximab,
UK patients when experience of their use and utility continues to build up adalimumab and golimumab could be
in other civilised countries in Europe, North America and beyond recommended for treating moderately to severely
active ulcerative colitis, in line with their marketing
authorisations. For further details, see section 4.82
of the FAD.
Already we are seeing a situation where patients from other EU countries Comment noted.
are coming to live and work in the UK already established on anti TNF
therapy for their UC
Many patients have struggled on with ineffective conventional therapy, The Committee concluded that infliximab,
putting up with unpredictable, frequenct loose stools, abdominal pain and adalimumab and golimumab could be
incontinence, running the risk of chronic poor health, reduced social recommended for treating moderately to severely
functioning and the risk of bowel cancer because of the absence of any active ulcerative colitis, in line with their marketing
middle ground between conventional therapy and surgery. | will be deeply | authorisations. For further details, see section 4.82
disappointed to have to spend the next few years of my working life of the FAD.
dealing with these problems in the knowledge that such an alternative
exists but cannot be used in the UK because of an economic model which
does not take account of all the factors involved in this illness
NHS General I am extremely concerned that NICE have once again taken the decision The Committee concluded that infliximab,
Professional to deny anti-TNF drugs to patients with moderate-severe ulcerative colitis adalimumab and golimumab could be
2 (UC). Not only is this is out of step with European and American practice it | recommended for treating moderately to severely

is also against UK clinical experience with these drugs in this setting.
In essence anti-TNF drugs are being compared against colectomy which is

active ulcerative colitis, in line with their marketing
authorisations. For further details, see section 4.82
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not a fair or valid comparison. Many patients who have UC which is not
responsive to so called conventional therapy or who are unable to tolerate
these drugs very reasonably do not want to have a colectomy especially
when knowing that they might derive significant benefit from an anti-TNF
agent. Indeed some will refuse colectomy and carry on with debilitating
symptoms, more frequent hospital contact, absence from work and
ongoing steroid use with all the associated long term side effects. This is
an intolerable and cruel situation when drugs are available from which
some of these patients will derive life-changing benefit.

The decision from NICE appears to be based on cost-benefit modelling,
not lack of efficacy. Consequently patients who have ongoing
symptomatic disease, unresponsive to currently &€ recommended
treatments, have to be told, in the clinic, that while there are drugs
available that might literally transform their lives and allow them to keep
their colons NICE have said that they cant have them because its
apparently cheaper, based on a mathematical model, to offer a colectomy.
Of course not all patients with UC will respond to anti-TNFs. But some do.
Denying these patients a chance of a symptom free, steroid side effect
free, life, based on a mathematical model of an unpredictable disease
whose course varies enormously between different patients is not only
ludicrous but unconscionable.

of the FAD.

The Committee heard that conventional therapy is
generally regarded as an ongoing option
throughout the treatment pathway for ulcerative
colitis. For further details, see sections 4.59 and
4.62 of the FAD.

The Committee noted that the uncertainty around
the costs and QALYs for TNF-alpha inhibitors, in
addition to the potential uncaptured QALY benefits,
meant that the costs are likely to be overestimated
and the QALYs underestimated, which when taken
together, would improve the cost-effectiveness of
TNF-alpha inhibitors. For further details, see
section 4.80 of the FAD.

NHS
Professional

3

Conflict — yes

| do not work for
the manufacture
of these
medications but
Abvie
(adalimumub) do
sponsor
educational
events that |
attend and have
sponsored

"it is difficult to extrapolate from seemingly uniform clinical trials, with rigid
inclusion criteria, to assess the impact of TNF-alpha-inhibitor therapy on
patients quality of life compared with surgery."

Just because it is hard to compare this information it doesn't mean it needs
to be unregognised. Instead efforts to find out this information should be
sort. | am unsure if you have taken into account the cost of complications
due to surgery, cost of possible depression when trying to adapt to body
image issues and being unable to face work.

| appreciate that unless you have got the condition or work with patients
that have the condition it is hard to appreciate the full benefit of having the
above medications available instead having to go through major life
changing surgery. With this in mind | am also puzzled to the fact that in the
titles | would have thought you would have had gastroenterology
consultant involvement on the apraisal committee | can not see any
gastroenterology consultants listed.

In my experience, some patients do choose collectomies, they feel they
can deal with a stoma but for others - to take away the chance to retain

The Committee concluded that considering the
clinical trial data was useful because these
represented the key evidence on the clinical
effectiveness of TNF-alpha inhibitors for ulcerative
colitis. For further details, see section 4.66 of the
FAD.

The Committee was not satisfied that all aspects of
the patient’s quality of life after surgery had been
adequately captured in the economic analysis. For
further details, see section 4.74.

The Committee considered evidence on the nature
of ulcerative colitis and the value placed on the
benefits of infliximab, adalimumab and golimumab
by patient and clinical experts.
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meetings at my

their body image and gain control of their symptoms by having the stated

work place. medication seems wrong.
NHS General This is an incredibly dissapointing and short sighted decision on behalf of The Committee concluded that infliximab,
Professional NICE. My working day is taken up with caring for these patients, many of adalimumab and golimumab could be
4 whom have a very poor quality of life. This decision means there is nothing | recommended for treating moderately to severely
else to offer them when Aza/6MP fail/are intollerant too. This results in active ulcerative colitis, in line with their marketing
either risking their health on long term steroids or major surgery, and for authorisations. For further details, see section 4.82
some this last option is the worst possible scenario. | implore you to put of the FAD.
the patient at the heart of the decision and to consider the effect your
decision will have, by taking away a potentially life changing treatment
option from them.
NHS The impact on a patients quality of life of active Ulcerative colitis should The Committee heard that symptoms of ulcerative
Professional not be underestimated, often the severe urgency resulting in incontinence | colitis can profoundly affect the patient’s quality of
5 and severe fatigue result in patients living a hermits existence. many will life and disrupt their education, employment and
do badly in GCSEs and A levels detrimentally affecting the rest of their family and social life. For further details, see
careers, they may not go to university as planned as a result and suffer section 4.58 of the FAD.
huge loss of potential earnings. Many will have to give up work and do not
leave the house and so have no social life often resulting in depression.
The impact of these costs on the person involved and on the economy in
general must not be underestimated.
For those who will not consider colectomy, or in whom it is contraindicated | The Committee noted that corticosteroids are
due to co-morbidities or extent of disease (i.e. proctitis) long term steroids | associated with multiple consequences that can be
are often the only option. These have major potential health implications costly, and these costs were not included in the
such as osteoporosis, glaucoma and diabetes all of which have major cost | model. The Committee was also aware that a utility
implications. decrement would be associated with the side
effects of corticosteroids, which would favour
treatment with TNF-alpha inhibitors. For further
details, see section 4.75 of the FAD.
| would ask the committee to put themselves in the patients shoes, can The Committee concluded that infliximab,
they imagine being told in your teenage years or early twenties that you adalimumab and golimumab could be
need to have major surgery and a colostomy bag. These patients are just | recommended for treating moderately to severely
embarking on education, work life and building relationships. They are just | active ulcerative colitis, in line with their marketing
discovering who they are as a person and building their self esteem, body | authorisations. For further details, see section 4.82
image and self confidence. For many the idea of a colostomy is an of the FAD.
unthinkable scenario and they cannot imagine how they would function or
meet new people with a colostomy in situ.
NHS General The overall conclusions seem reasonable, although the continued The Committee concluded that the economic
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Professional

emphasis on the economic costs of colectomy are disappointing. What

analysis had tended to underestimate the cost

6 seems to be missing in this document, especially related to service effectiveness of TNF-alpha inhibitors. It further
provision effects, is the interactions with clinical research networks. As the | thought that the cost effectiveness of TNF-alpha
) document states the optimal management for thiopurine non-responding inhibitors could improve by applying a stopping rule
npthlng to patients is not certain and whilst the ant-TNF drugs are theoretically an similar to that recommended in NICE’s technology
disclose option, it must be agreed they are no that effective at all. There are many | appraisal guidance for TNF-alpha inhibitors for
ongoing clinical trials supported by the Gastroenterology Research treating Crohn’s disease.
network of novel agents, the majority of these seem to be considerably The Committee concluded that infliximab,
more effective that any of the anti-TNFs in inducing both clinical remission | adalimumab and golimumab could be
and improvement. The whole point of the NIHR infrastructure was to recommended for treating moderately to severely
support clinical research and increase the availability of clinical trials to active ulcerative colitis, in line with their marketing
potential patients. The correct option for the patients surely should not be | 5 thorisations.
have anti-TNFs of modest efficacy and great cost, or a colectomy but to . .
enter a clinical trial, which actually offers greater chance of benefit? By not For further details, see sections 4.80 and 4.82 of
e . A . A the FAD.
driving a increase in clinical trial participation in this important group, the
NICE guideline group are condoning less than optimal practice and
disadvantaging the patients. There is already too much reluctance to refer
patients elsewhere, perhaps for better care, and certainly insufficient
patients are referred to centres recruiting patients to trials. This then
clearly creates post-code prescribing: patients in the local area of research
active units, get better drugs and better results. Those patients local but
not quite local enough, will just get a colectomy.This guidance is very
much a missed opportunity to reinforce the benefits of clinical trial
participation and involvement in the research network, when this will be a
clear benefit to individual patients.
NHS I have significant concerns that the recommendations as stated are based | The Committee concluded that all the models
Professional upon inappropriate evidence / assumptions and that the previously presented to it had shortcomings that inhibited the
7 highlighted issues have not been taken into consideration. As it stands accurate estimation of the cost-effectiveness of

Conflict — yes

| have received
honoraria for
speaking and
served on
advisory boards
for
manufacturers of

this guidance will cause huge harm to patients with ulcerative colitis and
mandate patients with otherwise treatable disease to undergo mutilating
surgery which is associated with a significant burden of side effects.
These patients are often adolescent / young adults, and the implications
for their social and work productivity are immeasurable

1) The model as it stands is unintelligible to most clinicians / patient
groups, and the outputs seem to bear no relation to the clinical trial data as
| understand it.

2) The patient groups included in the analysis are taken from the clinical
trials which include patients who have simply failed a 5ASA. UK practice
would be to treat patients with more severe disease (who have more to

TNF-alpha inhibitors for ulcerative colitis.

The Committee noted that the uncertainty around
the costs and QALYs for TNF-alpha inhibitors, in
addition to the potential uncaptured QALY benefits,
meant that the costs are likely to be overestimated
and the QALYs underestimated, which when taken
together, would improve the cost-effectiveness of
TNF-alpha inhibitors.

For further details, see sections 4.78 and 4.80 of
the FAD.
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this technology

gain from therapy).

3) The side effects and costs of surgery are underestimated by a
significant margin. Patients often have 3 major surgeries after colectomy.
Costs of complications post surgery are not adequately considered. Nor
are the costs of stoma appliances etc

4) Patients who fail anti TNF therapy do NOT simply go back to
conventional therapy many will undergo surgery and others will remain
with chronic un treated disease (and its associated appalling quality of life)
in order to avoid this.

5) Patients who respond to anti TNF induction therapy have a much better
long term outcome would it be possible to approve use for patients in the
category?

| would urge you to re-consider this decision

NHS
Professional

8

General

within our trust we do not use maintenance therapy for our UC patients.
the acute and sub acute follow the same pathway. 2 doses of Infliximab, a
repeat sigmoidoscopy then +/- a 3rd dose. if no improvement after 2nd
dose they are then referred to the surgeons. Bridging with Infliximab for
sub acute patietns allows us to introduce immunosuppressent therapy
which can take up to 12/52 to have full effect. patients feel better faster
and can return faster to their work/school or homelife. we undertook a
prospective study looking at our UC patients that had been treated with
Infliximab and the results were as follows:

Efficacy of infliximab therapy in acute and sub-acute ulcerative colitis: A
single centre retrospective study

Cheema D, Harrison E, Nizamuddin M, Slater J, Wood L, Ishag S, Cooper
SC, de Silva S

Abstract:

Background: Ulcerative colitis (UC) is a chronic relapsing and remitting
disease with almost a third of acute severe cases needing rescue therapy.
Infliximab is NICE approved in the UK for treating acute severe UC and
moderate to severely active UC that is nhon-responsive to conventional
therapy, however limited data exists with respect to long term outcomes.

Methods: We conducted a single centre retrospective review of patients
with UC who received infliximab between July 2006 August 2013. Patients
were grouped according to whether they had received infliximab for either
an acute or sub-acute exacerbation. Data gathered included all treatment,
colectomy rates, CRP and platelets at presentation and smoking status.

Comment noted.
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Fishers exact or Mann-Whitney U analyses were performed.

Results: 50 patients received 1-6 doses of infliximab in the 85 month
period studied, 23 for acute and 27 for sub-acute UC. 70% received 3
loading doses only, then up to 3 further maintenance doses if indicated. In
the acute group 15 patients (65%) avoided colectomy, with a median
follow-up of 38 months. 73% of the acute patients who avoided colectomy
were immuno-naive. In the sub-acute group 21 patients (78%) avoided
colectomy, with median follow-up of 29 months. All patients in the sub-
acute group had previously been exposed to immunomodulators.

Conclusions: Infliximab has potential benefits in the treatment of both
acute and sub-acute UC. Immuno-naive patients with acute ulcerative
colitis are more likely to benefit from infliximab than those patients
previously exposed to immunomodulator therapy (p=0.04). This supports
the use of infliximab in these groups of patients with UC.

this study is continuous so more data has been collated and currently
being written up.

admitting every patient to hospital for inflxiimab is not cost effective for the
Trust due to pressures on beds but also for the impact on the patients
loss of earnings/education and social life all of which can have longer term
implications. loss of education can lead to reduced capacity to get a job
and so they may become more financially dependent upon society. for
those patietns who do not wish to have a colectomy this could have long
term consequences on their disease activity, increased disease activity
and being diagnosed at a young age can both lead to an increased risk of
colon cancer.

The Committee concluded that infliximab,
adalimumab and golimumab could be
recommended for treating moderately to severely
active ulcerative colitis, in line with their marketing
authorisations. For further details, see section 4.82
of the FAD.

NHS
Professional

9

General

Very disappointing.
1: 1 don't think patients will accept this.

2: The cost of surgery seems to have been vastly underestimated and the
assumption made that it is a panacea - what about pouchitis, peristomal
hernia, high output problems - all are costly and involve admission to
hospital.

3: Finally, the report is written in unintelligible language with the findings

hidden in obscure, poorly worded sentences. Since when has 'dominated’
been part of the scientific lexicon when considering the efficacy of

The Committee concluded that infliximab,
adalimumab and golimumab could be
recommended for treating moderately to severely
active ulcerative colitis, in line with their marketing
authorisations. For further details, see section 4.82
of the FAD.

The Committee concluded that the cost of surgery
was underestimated in the model. For further
details, see section 4.77 of the FAD.
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medicines?

NHS
Professional

10

Conflict — yes
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Most patients are diagnosed in their late teens, early twenties before they
are settled in a career, university or within a relationship. The
unpredictability of the disease blights their career prospects, university
attendance and causes self-esteem problems that make it difficult to
establish a settled relationship. Faecal incontinance is common.

The Committee heard that symptoms of ulcerative
colitis can profoundly affect the patient’s quality of
life and disrupt their education, employment and
family and social life. For further details, see
section 4.58 of the FAD.

Steroids are not recommended as a long term treatment for Ulcerative
Colitis.

The Committee acknowledged that some patients
would rather not have corticosteroids because of
the potential long-term consequences on their
health. For further details, see section 4.62 of the
FAD.

delivered Surgery can be complex and may result in a permanent ileostomy which The Committee heard that surgery, although
lectures has it's own financial and emotional costs. Poor pouch function following potentially curative, does not fully restore the
regarding surgey affects 10% of patients with a pouch. Fertility can be affected and patient’s quality of life. For further details, see
biological most women are advised to complete their family prior to opting for pouch | section 4.60 of the FAD.
therapies to IBD surgery.
Nurses at For those patients who either refuse surgery or are not suitable due to The Committee appreciated that, as the peak age
B”’_‘dfo“_’ other co-morbidities, long term steroid use often results in osteoparosis, of onset of ulcerative colitis is 15-30 years, the
University. diabetes and hypertension increasing the risk of strokes and cardiac side effects of using corticosteroids for prolonged
events. periods, as well as having ulcerative colitis, can
severely damage the patient’s confidence and self-
esteem at a critical point in life. For further details,
see section 4.58 of the FAD.
NHS General We believe that antiTNF biologic therapy should be available to patients The Committee concluded that infliximab,
Professional with moderate to severe disease, for whom failure of established medical adalimumab and golimumab could be
11 therapy currently mandates colectomy. This is important as there are other | recommended for treating moderately to severely
novel therapies in development that patients who have conserved their active ulcerative colitis, in line with their marketing
colon might respond to; whereas a colectomy is a finite treatment with risk, | authorisations. For further details, see section 4.82
following which novel treatments that may be effective and less expensive | of the FAD.
would not be possible to use.
NHS I do not feel that the complications (specifically Surgical Site infection and | The Committee concluded that the cost of surgery
Professional adhesions) post-surgery have been given enough consideration. Surgical was underestimated in the model. For further
12 site infections in bowel surgery and are underestimated my national details, see section 4.77 of the FAD.
surveillance schemes at approx 9%. These schemes look only at inpatient
) data and high quality surveillance undertaken as part of research studies
Conflict - yes put the rate at 27% (Tanner J, Khan D, Aplin C, Ball J, Thomas M,
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My daughter has
UC. Biologics
have
transformed her
quality of life

Bankart J. Post-discharge surveillance to identify colorectal surgical site
infection rates and related costs. Journal of Hospital Infection.
2009;72(3):243-50.)

The cost associated with these SSls was A£ 10, 523 per case. The cost
associated with abdominal pain and adhesions requiring further surgery
also should be considered.
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13

General

6th October 2014

Dear NICE

Today we had a meeting of the British Society of Gastroenterology
Inflammatory Bowel Disease (IBD) Clinical Research Group. At the end of
the meeting many opinion-leading IBD gastroenterologists (including
Doctors Mansfield (Newcastle}, Lees [Edinburgh], Bloom [UCH, London],
Lindsay [Barts and the London], Probert [Liverpool], Moran [Nottingham],
Ahmad [Exeter], Raine [Cambridge], and Hart [St Marks, London])
expressed substantial concern at the draft NICE guidance relating to the
use of anti-TNF therapy in ulcerative colitis. In particular was concern at
the complexity and tangential relevance of the modelling used to
interrogate costs and benefits (making the analysis all but impenetrable
even to experts in IBD management highly familiar with the literature on
this topic) and the flawed assumptions on which it seems to be based,
seemingly failing to recognise that:

1. The patients included in the published studies of anti-TNF therapy
were NOT representative of the patients who would be considered for this
treatment in the UK [ie mild disease refractory just to mesalazine treatment
vs &€7end of the line patients often refractory to steroid and azathioprine
and in whom surgery is the only remaining option]

2. A smarter treatment algorithm could be implemented, for example
allowing patients an induction course of anti-TNF therapy and only
allowing maintenance in those who clearly make a complete response
having a dramatic impact on the cost-benefit analysis

3. The arrival of bio-similars in Q2 2015 will inevitably reduce the
costs associated with anti-TNF therapy and substantially alter assumptions
made in the current cost-benefit analysis

4. Critically, many patients who undergo colectomy for ulcerative
colitis are NOT cured and do NOT return to a normal quality of life. 39%1
are incontinent of faeces overnight and 26% suffer some daytime
incontinence2. 20% suffer from sexual dysfunction3 with only 56% being
able to conceive at 2 years4. 20% of patients have on-going problems
relating to inflammation in the pouch at 1 year5. Many of these are
managed with anti-TNF therapy and 13% require further surgery to
remove the pouch2. Thus the evidence from the literature and the large

1. The Committee noted that most patients in the
trials had moderate disease that was stable,
whereas in UK clinical practice, patients in whom
TNF-alpha-inhibitor therapy would be considered
are more likely to have severe, rather than
moderate, disease. For further details, see section
4.66 of the FAD.

2. In the Assessment Group’s model, all patients
started in the induction phase. If the TNF alpha
inhibitor led to a clinical response or remission, the
patient continued on the same treatment in the
maintenance phase; if not, they stopped that
treatment and had conventional therapy. For
further details, see section 4.43 of the FAD.

3. The Committee concluded that its
recommendations for infliximab could apply both to
the reference product and to its biosimilars. For
further details, see section 4.81 of the FAD.

4. The Committee heard that surgery, although
potentially curative, does not fully restore the
patient’s quality of life. It also heard that several
studies illustrated the poor quality of life of patients
after surgery, resulting from post-surgical
complications including reduced fertility and faecal
incontinence. For further details, see sections 4.60
and 4.73 of the FAD.
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collective experience of our panel is that the traditional assumption

a€ colectomy = cure is deeply flawed, and that a modelled dysutility value
for post surgery of 0.75 based on the paper by Woehl presents a hugely
optimistic assessment. Accurate assessments of the costs and morbidity
associated with post-surgical complications and care must be included in
the model.

We would strongly urge your committee to reconsider its analysis and the | The Committee concluded that infliximab,
details of its modelling, and further engage experts in the gastroenterology | adalimumab and golimumab could be

and IBD community to input into the process. Otherwise we fear a grave recommended for treating moderately to severely
injustice being done to this predominantly young and economically active active ulcerative caolitis, in line with their marketing
patient group which would put UK practise at variance with the rest of authorisations. For further details, see section 4.82

Europe and North America, and which risks undermining confidence in the | of the FAD.
undoubted strengths of NICE.

Thank you for taking these views into consideration
Yours truly

Chair, British Society of Gastroenterology IBD Clinical Research Group

1. de Buck van Overstraeten A, Wolthuis AM, et al. Long-term
functional outcome after ileal pouch anal anastomosis in 191 patients with
ulcerative colitis J Crohns Colitis. 2014 Oct 1;8(10):1261-

2. Wheeler JM, Banerjee A, Ahuja N, Jewell DP, Mortensen NJ.
Long-term function after restorative proctocolectomy. Dis Colon Rectum.
2005 May;48(5):946-51.

3. Chapman JR, Larson DW, Wolff BG, Dozois EJ, Cima RR,
Pemberton JH, et al. lleal pouch-anal anastomosis: does age at the time of
surgery affect outcome? Arch Surg 2005;140(6):5349

4. Hueting WE, Gooszen HG, van Laarhoven CJ. Sexual function
and continence after ileo pouch anal anastomosis: a comparison between
a meta-analysis and a questionnaire survey. Int J Colorectal Dis
2004;19(3):2158.

5. Hahnloser D, Pemberton JH, Wolff BG, Larson DR, Crownhart BS,
Dozois RR. Results at up to 20 years after ileal pouch anal anastomosis
for chronic ulcerative colitis. Br J Surg2007;94(3):33340.
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| have read the document in some detail and | am afraid that | believe
many of the assumptions made are incorrect such that the conclusions
drawn are unsafe. One of the biggest flaws relates to the outcome after
failure of anti-TNF. As | understand, it is assumed that the majority of such
patients will simply go back onto conventional therapy and that it will work.
This is ludicrous. The only remainiing option currently after failure of anti-
TNF is surgery. Returning to conventional therapy is not a treatment option
in this situation. The fact that some patients choose to refuse surgery at
that time prefering to live with chronic ill health, often with ongoing steriod
exposure is simply a reflection of tthe unwillingness of patients to undergo
surgery. As a treating physician, there is currently no other NICE approved
therapy in this situation although if vedolizumab was approved, this would
be an apppropriate traement at that time. To suggest that only 1% of this
cohort go to surgery is grossly misleading. Again, one could argue that
1100% of such patients should go to surgery - | would imagine that
probably 50-70% actually choose surgery within 12 months in this
situation.

The Committee agreed that there was a high
degree of uncertainty associated with the
assumptions about the sequencing and timing of
conventional therapies in the pathway of care for
ulcerative colitis. For further details, see sections
4.59 and 4.78 of the FAD.

The Committee concluded that infliximab,
adalimumab and golimumab could be
recommended for treating moderately to severely
active ulcerative colitis, in line with their marketing
authorisations. For further details, see section 4.82
of the FAD.

As far as | can tell, the costs of chronic active disease and ongoing steroid
dependency in the group mentioned above are not accurately considered.
Chronic active disease is associated with an increased risk of malignancy,
with very poor quality of life with disease related complications such as
poor nutrition, aextraintestinal manifestations, an increased risk of
thromboembolism, reduced fertility, osteoporosis etc. In addition, many of
these patients will also be steroid dependent increasing the risk of chroinc
disease including diabetes, hypertenision, osteoporosis and cataracts. Has
this been introduced into the costing model?

The symptoms of ulcerative colitis should be
captured in the QALY estimates. The Committee
agreed that there was a high degree of uncertainty
associated with the utility values for patients at the
different points in the pathway of care for ulcerative
colitis, particularly for patients who had surgery. For
further details, see sections 4.73 and 4.78 of the
FAD.

Neither the cost of corticosteroids nor the costs of
their consequences were included in the model.
The Committee concluded that the model should
include higher rates of corticosteroid use among
patients having conventional therapy than among
those having TNF-alpha inhibitors, together with
the cost of treating the side effects of
corticosteroids. For further details, see section 4.75
of the FAD.

It would appear that the costs of surgery are not fully considered. Most
surgery is done as a 3 stage procedure (occasionaly to stage). But this is
not a cure for the disease. Pouchitis is common and often recurrent.
Pouch failure occurs. Increased use of fertility treatment as well as

The Committee concluded that the cost of surgery
was underestimated in the model. For further
details, see section 4.77 of the FAD.

The Committee was not satisfied that all aspects of
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treatemnt for erectile dysfunction needs to be considered. Admission with
intestinal obstruction also needs to be considered

the patient’s quality of life after surgery had been
adequately captured in the economic analysis. For
further details, see section 4.74.

As far as | can tell, no consideration has been given to the possibility of
discontinuing thearpy with anti-TNF. In general, as for Crohn's disease, it
would not be unreasonable to consider a model in which treatment is
reconsidered in patients in remission after 1 year of therapy

The Committee concluded that the criteria in
NICE’s technology appraisal guidance for TNF-
alpha inhibitors for treating Crohn’s disease could
also be applied in this appraisal. For further details,
see sections 4.65 and 4.71 of the FAD.

Ulcerative colitis is a young person's disease. The cost to society of
preventing people from reaching their full educational achievement
through school and tertiary education as well as work absence cannot be
forgotten. Whilst | accept that this may be difficult to model, ignoring this
important matter discriminates against young people and people with UC

The NICE reference case stipulates that the
perspective on costs is that of the NHS and
personal social services. For further details, see
sections 5.1.9 and 5.1.10 of the Guide to the
methods of technology appraisal 2013.

| find it difficult to understand how the ACERSs can be so drastically
different to Crohn's disease. Whilst the trials are somewhat different, the
differences in response and effects on disease activity and quality of life
are not in reality so great. This suggests that there must be something
wrong with the models

The Committee concluded that all the models
presented to it had shortcomings that inhibited the
accurate estimation of the cost effectiveness of
TNF-alpha inhibitors for ulcerative colitis. For
further details, see section 4.78 of the FAD.

NHS
Professional

15

Committee agrees that there is evidence for clinical effectiveness of all
three anti TNF agents in this group of patients with moderate to severe
UC. Cost analysis is flawed - conventional therapy as a comparitor is
fundamentally a flaw as by definition these are patients who are failing on
conventional therapy - if the conventional therapy was working they would
not need anti-TNF. | understant the committee is not strictly using surgery
as a comparitor but would like to state that it must not be seen as an
alternative to anti TNF as many patients refuse this and would not
consider it, also costs of surgery grossly underestimated (drug cost of
zero, single surgery rather that 3 visits (pouch), cost of onging post
surgical care (stoma issues, pouchitis etc) not adequately included. |
would argue that a subgroup of patients should be allowed anti-tnf - those
who refuse surgery and in whom conventional therapy (steroids,
mesalasines, thiopurines and sometimes calcineurin inhibitors) have failed
to work (on going need for high dose steroids, no mucosal healing with
severe symptoms.

The Committee concluded that all the models
presented to it had shortcomings that inhibited the
accurate estimation of the cost-effectiveness of
TNF-alpha inhibitors for ulcerative colitis.

The Committee noted that the uncertainty around
the costs and QALYs for TNF-alpha inhibitors, in
addition to the potential uncaptured QALY benefits,
meant that the costs are likely to be overestimated
and the QALYs underestimated, which when taken
together, would improve the cost-effectiveness of
TNF-alpha inhibitors.

For further details, see sections 4.78 and 4.80 of
the FAD.

NHS
Professional

General

| am concerned that patients who fail conventional treatment will be denied
bio logics which do have evidence for their effectiveness. tHis could lead
to patients becoming dependant on steroids, increasing their risk of long

The Committee concluded that infliximab,
adalimumab and golimumab could be
recommended for treating moderately to severely
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term side effects such as diabetes and osteoporosis which will Impact on
the health economy. they will have to endure poor health, poor quality of
life, and be unable to work. Patients will require more hospital follow ups.
There will probably be an increase in patients requiring colectomy, which
is mutilating surgery for this group of patients who are generally of a
younger age, there will most likely be an increase in patients requesting
ileoanal pouch reconstruction, therefore more investment into centres that
provide this surgery will be required. There will also be an massive
increase in the individual funding requests to the clinical commissioning
groups, adding extra work load to the clinicians involved with these
patients

active ulcerative colitis, in line with their marketing
authorisations. For further details, see section 4.82
of the FAD.

NHS
Professional

17

Conflict — yes

Received
honoraria to
speak from
MSD.

I am concerned that the models are flawed, the 100-year time horizon is
too long and that to condemn all patients who fail to respond to
conventional therapy to surgery is grossly unfair.

The Committee concluded that the extrapolation of
short-term trial data over a lifetime time horizon
introduced further uncertainty about the health
benefits of TNF-alpha inhibitors estimated by the
model. For further details, see section 4.70 of the
FAD.

NHS
Professional

18

General

As a health professional and a sufferer of UC | am saddened to read this
document and the conclusions. As a health professional | have seen
numerous UC patients improve and thrive on these biologics, not only in
regards to their medical health but also their QOL. From a personal point
of view | have received Infliximab and adalimumab which have provided
me with an excellent QOL and enabled me to continue my working role in
the NHS. | received 4 infusions of Infliximab 4 years ago and remained in
remission until a surveillance colonoscopy triggered a moderate to severe
flare this year. | was very fortunate to be enrolled on a humira trial for 6
months this year and the response was immediate. | am now in remission
and did not miss 1 day of work, avoided a hospital admission and avoided
an increase in my medications. | did not need to see my GP nor
consultant about my UC during the trial and only saw the trial doctor as per
trial protocol. Surgery is not an option for me, ever.

| find it hard to believe in todays medical world that biologics are not the
most cost effective way forward. As a health professional with an interest

The Committee concluded that all the models
presented to it had shortcomings that inhibited the
accurate estimation of the cost-effectiveness of
TNF-alpha inhibitors for ulcerative colitis.

The Committee noted that the uncertainty around
the costs and QALYs for TNF-alpha inhibitors, in
addition to the potential uncaptured QALY benefits,
meant that the costs are likely to be overestimated
and the QALYs underestimated, which when taken
together, would improve the cost-effectiveness of
TNF-alpha inhibitors.

The Committee concluded that infliximab,
adalimumab and golimumab could be
recommended for treating moderately to severely
active ulcerative colitis, in line with their marketing
authorisations.
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in IBD | have read numerous international papers demonstrating a medical | For further details, see sections 4.78, 4.80 and
benefit, cost benefit and QOL benefit. From my case alone | have proved | 4.82 of the FAD.

how cost effective it can be which compares well with what research is
demonstrating.

This is a very sad step backwards for IBD patients and to see NICE
choosing to restrict UC patients to surgery (or at best 3 infusions of
Infliximab) if second line treatment fails is very upsetting and prejudice to
this group of patients. This will lead to poorer patient-doctor relationship
and increased stress in this patient group due to the limited options
available.

Yes, | know that side effects are expected with most drugs. However the
1st and 2nd line treatments for UC are not without their own devastating
side effects which impact upon QOL e.qg. steroids and their known
negative impact on bone health as well as development of diabetes in
some patients both of which are also costly for the NHS.

To conclude, I am immensely disappointed in NICE from both a patient
perspective but also as a health professional who strives to first do no
harm, puts patients first and takes on board patient choice and overall well
being. This proposed guidance will do harm, does not put patients first,
removes patient choice and will lead to reduce QOL and well being. Itis in
short shameful.

Summary of comments received from members of the public

Theme Response

The positive experience of The Committee heard from patient experts about the nature of the condition and the experts’ experience with treatment. It also
patients with TNF-alpha- considered the value placed on the benefits of infliximab, adalimumab and golimumab by patients. The Committee concluded that
inhibitor treatments the economic analysis had tended to underestimate the cost effectiveness of TNF-alpha inhibitors. It further thought that the cost

effectiveness of TNF-alpha inhibitors could improve by applying a stopping rule similar to that recommended in NICE’s technology
appraisal guidance for TNF-alpha inhibitors for treating Crohn’s disease. The Committee concluded that infliximab, adalimumab
and golimumab could be recommended for treating moderately to severely active ulcerative colitis, in line with their marketing
authorisations. For further details, see sections 4.58, 4.80 and 4.82 of the FAD.

"Health & Social Care Information Centre. Hospital Prescribing: England 2012. 13 November 2013. Available at http://www.hscic.gov.uk/catalogue/PUB12651/hosp-pres-eng-
2012-rep.pdf. Accessed 14/10/2014.
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National Institute for Health and Care Excellence

Multiple Technology Appraisal

Infliximab, Adalimumab and Golimumab for Treating Moderately to Severely
Active Ulcerative Colitis after the Failure of Conventional Therapy
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Executive Summary

AbbVie welcomes the opportunity to comment on the Appraisal Consultation Document (ACD).

We are disappointed with the preliminary decision not to recommend adalimumab, infliximab or
golimumab for treating moderately to severely active ulcerative colitis (UC) after the failure of
conventional therapy. We are committed to working with NICE in order to address the Committee’s
key uncertainties as outlined in the ACD and we hope NICE can work with us to find a solution that
will enable appropriate UC patients to access anti-Tumour Necrosis Factor (anti-TNF) therapy.

The negative recommendations for anti-TNF therapy are based on the ICERs not representing a cost-
effective use of NHS resources. AbbVie disagrees with this conclusion and is concerned that the
appraisal decision has been made without taking sufficient time to do so. We are also disappointed
that the Institute has failed to take into consideration all the evidence provided by consultees in
response to the Assessment Report. Consequently, the ACD lacks clarification on a number of critical
issues raised in response to the Assessment Report.

We will revisit the evidence that was provided, but not considered, in Error! Reference source not
found.. As we believe that the impact of all the evidence on the estimates of cost effectiveness was
not fully explored, we will also address the relevant issues. Lastly for section 1 and in Appendix 1, we
will provide additional evidence on the efficacy of adalimumab and UC-related cost applicable to the
NHS.

We are also concerned that the summaries of clinical and cost-effectiveness evidence are not
reasonable interpretations of some of the evidence and this will be addressed in Error! Reference
source not found.. In this section we will also highlight our concerns relating to the presentation of
the ICERs in the ACD and the definitions of health states in the Assessment Group model. As an
Appendix to this document, we have highlighted factual inaccuracies identified in the ACD.

Therefore, we do not believe that the provisional recommendations are sound or a suitable base for
guidance to the NHS. Anti-TNF therapy is a step change therapy for people who have failed
conventional therapy and are left with no treatment options other than surgery. We consider it is
important for patients to have the opportunity to receive anti-TNF therapy particularly as those who
subsequently fail anti-TNF therapy will still be left with surgery as a last resort. In contrast, surgery is
irreversible and patients consistently show a strong preference for exhausting all medical options first.

Anti-TNF therapies such as adalimumab are considered as effective treatment options for people with
moderate to severe UC who have failed conventional therapy and used in these patients as standard
of care across Europe. Anti-TNFs are also widely reimbursed in major European countries. AbbVie
believes that patients in the UK should have the opportunity to receive the same standard of care as
in the rest of Europe.





Section 1. Has all of the relevant evidence been taken into account?

1.1 All the evidence presented has not been considered

1.1.1 No consideration was given to the updated model submitted by AbbVie in response to the
Assessment Report critique

AbbVie notes that the Committee considered the most likely ICER for adalimumab compared with
conventional therapy (£34,400 in the AbbVie model and £50,600 in the Assessment Group model) to
be in excess of the NICE thresholds for cost-effectiveness.

However, there appears to have been no consideration of the results from the updated AbbVie model
that was developed in response to the Assessment Group’s critique and submitted on the 5" of
August. AbbVie is therefore concerned that the ACD recommendations have been developed without
assessing the updated AbbVie model and the most likely ICER from the updated AbbVie’s model for
adalimumab vs. conventional care was not referred to in the ACD.

We therefore again present a short discussion of the updated model and the results.

The updated AbbVie model incorporates changes in response to the critique from the Assessment
Group regarding the NICE Reference Case and final NICE scope by extending the time horizon to
lifetime.

The critique that AbbVie used a questionable source of surgery rate is also addressed in the updated
model. This has been achieved by using a surgery rate that was amended to reflect a sample-
weighted average of the surgery rates in Actis et al. (2007), Molnar et al. (2011), Mocciaro et al.
(2012), and Gustavsson et al. (2007) - publications from the list of literature summarized in Table 67
of the Assessment Report. The Gower-Rousseau et al. publication was excluded because it focused
on paediatric UC patients rather than adult UC patients. Solberg was excluded as AbbVie maintains
that the study underestimates the rate of surgery in the evaluation population: Solberg et al. focuses
on newly diagnosed UC patients, it includes patients of all severity levels, the majority of patients
appeared to have mild UC and surgery rates were not reported by disease severity. AbbVie did
however include Solberg in the sample-weighted average in a sensitivity analysis. We believe, in light
of the uncertainty around the true surgery rates in this population, that the sample-weighted average
is the most appropriate approach.

The discontinuation rate for adalimumab after year 2 has also been modified in the updated AbbVie
model in order to align this with the Assessment Group model. In the original submission model, the
discontinuation rate from the ULTRAS trial was used; in the updated submission model, adalimumab-
treated patients who relapse to a moderate-to-severe UC disease state after year 2 will discontinue
adalimumab - the same rule for discontinuation that was utilised in the Assessment group model.

We report the results from this model again and request due consideration is given to the revised
AbbVie model results in the Institute’s deliberations.





Table 1 on the next page reports the base case ICER for the anti-TNF naive population in the
updated AbbVie model. It shows that adalimumab adds 2.71 quality adjusted life years (QALYSs) at an
additional cost of £62,409, resulting in an ICER of £23,027/QALY when comparing adalimumab with
conventional therapy at lifetime

Table 1. Cost-effectiveness output from updated AbbVie model comparing adalimumab with
conventional therapy

Adalimumab + | Conventional Adalimumab +
Conventional therapy Conventional therapy
therapy vs. Conventional
therapy
Costs
Pre-surgery costs £134,816 £53,364 £81,452
Adalimumab costs £90,349 £0 £90,349
Standard of care costs £6,826 £4,823 £2,003
Pre-surgery medical costs £37,641 £48,541 -£10,900
Surgery and post-surgery costs £34,021 £52,961 -£18,941
Terminal care costs £1,099 £1,201 -£103
Total costs £169,935 £107,527 £62,409
Effectiveness
Life years (LYS) 20.00 19.16 0.84
QALYs 14.25 11.54 2.71
Incremental Cost-Effectiveness Ratio
Incremental cost per QALY gained £23,027

Several deterministic sensitivity analyses have been added to the updated AbbVie model in response
to other points of criticism in the Assessment Report. A complete description was provided in the
AbbVie response to the Assessment Report and is summarised briefly below Table 2.

These sensitivity analyses showed that the ICER was robust, ranging from £18,218 to £25,594 per
QALY gained. The probability that adalimumab is cost-effective at the willingness to pay threshold of
£30,000 per QALY gained was 73% compared with conventional therapy ( Figure 1).

Table 2. Deterministic sensitivity analyses comparing adalimumab with conventional therapy

ICER
Parameter Using the lower | Using the higher
input value input value

Treatment regimen

Dose escalation for ADA (£5% points) £21,627 £24,426
Medical costs and resource utilisation

Disease state costs (i25%)i £25,594 £20,459

Hospitalisation costs (£25%) £23,212 £22,841

Hospitalisation rate (As reported by Tsai et al. 2008) £24,301






Utilities

Pre-surgery disease states and surgery state use values £92 113
reported by Tsai et al. 2008 '

All disease states use values reported by Tsai et al. 2008 £24,378

All disease states as per Assessment group model £25,470

Chronic complication utility as per Assessment Group £23,652
model
Transition probabilities
zolgg)ti(ia of surgery (combined base case and Solberg et al. £25.030

Moderate-to-severe patients switch directly to surgery

. - i £18,218

after induction

Inductliovn period transition probabilities based on trial £23.115
data only
Model population

All patients (anti-TNF naive and experienced)” £22,809
Annual discount rate (1.5%, 6%) £21,542 ‘ £25,001

Costs for all disease states (pre-surgery, surgery and post-surgery disease states) were varied here.

The 2-week transition probability from moderate-to-severe UC patients on both the adalimumab arm and
conventional therapy arm to surgery was varied here. Briefly, in this sensitivity analysis, the surgery rate was
calculated based on the rates reported in Actis et al. 2007, Gustavsson et al 2007, Molnar et al. 2011,
Mocciaro et al. 2012, and Solberg et al. 2009, weighted by the sample size in each study.

All patients who relapse to moderate-to-severe disease state in both arms switch directly to surgery after the
induction period of 8 weeks. This is in contrast to the assessment group model assumption that anti-TNF
patients switch to surgery ONLY after failing anti-TNFs AND failing conventional treatment, and then only 1%
per year of those that have failed conventional treatment, proceed to surgery.

During the induction period of 8 weeks, patients only transition at the end of the induction period (i.e. at week
8). Using this assumption, all transition probabilities during the induction period are based on the ULTRA2
trial data, and there is no use of external data. This is comparable to using an 8-week cycle for the induction
period as was done in the Assessment model.

Transition probabilities and dose intensities were estimated based on the entire trial population consisting of
both anti-TNF-a naive and experienced patients. The dose escalation rates for adalimumab were estimated
based on the observed dose escalation in ULTRA 2 (year 1) and ULTRA 1/2 extension (year 2 and onward)
trials.

Probability of ADA being cost-effective
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Figure 1. Cost-effectiveness curve for adalimumab compared with conventional therapy






AbbVie believes that the revised model represents the most likely ICER for adalimumab vs.
conventional therapy, based on the following:

e The model reflects the patient treatment pathway whereby some patients who fail on
adalimumab, proceed directly to surgery whilst the remainder proceed to conventional therapy

o The clinical experts AbbVie have consulted, the British Society of Gastroenterology
(BSG) and the clinical expert at the Appraisal committee meeting have stated that
patients who fail anti-TNFs will go on to receive alternative treatments immediately
thereafter, including surgery.

o Results from small observational studies further support this view. In an observational
study with 88 patients treated with adalimumab Armuzzi et al.* found that surgery was
performed after a median of 5.5 months in 22 patients who required colectomy after
treatment failure. Garcia-Bosch et al.? reports in their study on 48 patients treated
with adalimumab that colectomy was required in 11 patients, with a significantly
reduced time free of colectomy in week 12 non-responders (148 days) compared to
responders (226 days). Similarly, in a study with 30 patients the median time to
colectomy was 16 weeks in six patients who failed to respond to adalimumab after 12
weeks of therapys. In their study with 23 patients, McDermott et al. report that 9 out
of 15 patients who failed treatment with adalimumab required a colectomy, with a
median time to colectomy of 5 months from commencing adalimumab. Another small
observational study5 with 13 patients on adalimumab found that the probability of
undergoing colectomy after treatment failure was 7.7%, 15.4% and 30.8% at 1, 3 and
6 months, respectively. Lastly, Gies et al.’ state in their prospective study that 3 out of
10 patients choose to undergo surgery as therapy after loss of response to either
adalimumab or infliximab.

o Clinical opinion, strongly supported by observational studies, therefore highlight that
patients who do not respond to anti-TNFs or loose response later on, proceed to
surgery relatively shortly thereafter. They do not necessary receive conventional
therapy after treatment failure nor do they remain on conventional therapy for lengthy
periods before receiving a colectomy. A treatment pathway whereby some patients
who failed anti-TNF therapy proceed to surgery and others to conventional therapy is
therefore the most appropriate representation of clinical practice.

e The model uses health states that corresponds to clinically meaningful disease states

o The health states in the model used the absolute Mayo scores the patient presented
with at the time of evaluation, to classify the patient’'s pre-surgery health state as “In
remission”, “Mild” or “Moderate to severe”. Not only does this provide a clinically
meaningful indication of the symptoms and the severity thereof, it also allows the
health states to be linked to utility scores for remission, mild, moderate and severe
UC reported in the literature.

e The model allows for the effect of dose escalation for adalimumab to be incorporated should a
patient who initially responded, lose response after week 8

o The Summary of Product Characteristics for adalimumab states that some patients
who experience a decrease in their response may benefit from an increase in dosing
frequency to 40mg every other week. Using the data from the ULTRAZ2 study, the
AbbVie model incorporates this recommendation.

e The model incorporates chronic complications of surgery such as infertility, sexual dysfunction
and chronic pouchitis that have a significant effect on patients’ quality of life and on health
care costs.

e The model uses observed UC-related hospitalisation rates from the pooled data of ULTRA1
and ULTRAZ trials

o Mixed effects regression models were used to estimate the frequency of
hospitalisations among UC patients, given a patient's treatment arm (adalimumab or
placebo) and disease severity (remission/mild, moderate, or severe) at the beginning
of each cycle. Additionally, because UC severity was evaluated at varying intervals
throughout the trials, the model controlled for the length of each time interval (i.e., the





number of weeks from a particular evaluation until the next evaluation or end of the
follow-up period).

The model uses a surgery rate that correspond to colectomy outcomes observed in the

ULTRAZ study

o In the model the predicted percentage of patients who underwent surgery (using the

sample weighted average method previously explained), at one year was 4% in the
adalimumab cohort and 5% in the conventional therapy cohort. This corresponds with
the results reported by Feagan’ from ULTRA2 at week 52 for the adalimumab and
conventional therapy arm: 4% and 5%, respectively. Both the predicted and
observed surgery rates quoted above are lower than the observed rate in the ACT1
and 2 studies (10% vs. 17% for infliximab and conventional therapy, respectively).
However, in the ULTRA studies patients were allowed to cross over to adalimumab
from the placebo arm, thus the rates may appear artificially low compared to ACT 1
and 2, where patients could not cross over to infliximab. Nonetheless, the surgery
rates in the ACT and ULTRA studies illustrates that the rate of surgery in one year is
higher than the 1% observed by Solberg et al.

The colectomy rate over the life time horizon corresponds with trends seen in clinical practice.

o Predicted results in the model showed that fewer patients will undergo surgery in the

adalimumab arm (61.1%) compared with the conventional therapy arm (89.6%) over
the life time horizon. This is similar to the trend reported in a recent publication which
found that since the introduction of anti-TNF therapy, the rate of total colectomgl
decreased for medically refractory UC as the use of anti-TNF therapies increased".
This high rate of surgery in patients who failed anti-TNFs and conventional therapy is
also reflective of comments made by the BSG in response to the Assessment Report
that the majority of patients who fail treatment will eventually undergo surgery. Data
from the Stockholm County Council® from 2012 also demonstrated 76% of patients
who received colectomy had never received a TNF whereas 24% had received anti-
TNF. Therefore, also suggesting the use of anti-TNF may have an impact on surgery
rates for patients with UC.

The cost of surgery in the model reflects clinical practice whereby some patients undergo

more than one surgical procedure.

We also note that the updated AbbVie model is similar to the Assessment Group model in the
following aspects:

Both models use a life time horizon

Both models include natural mortality and mortality due to surgery

Both models consist of an induction and maintenance phase

Both models have an on-treatment phase with biological and conventional therapy and a
surgical / post-surgical phase incorporating complications

In both model patients who do not respond at 8 weeks discontinue treatment as per the
adalimumab SPC

In both models adalimumab-treated patients who relapse to a moderate-to-severe UC
disease state after year 2 will discontinue adalimumab

Both models estimate service usage such as consultant visits, blood tests, elective and
emergent endoscopy based on the publication by Tsai et al.

To conclude, the Institute should reconsider the conclusion that the results from the AbbVie model is
in excess of the NICE cost-effectiveness threshold based on the updated model and the results
presented above.

1.1.2

The correct assumption for adalimumab dose escalation in the Assessment Group model was
not considered

We agree with the Assessment Group that it is reasonable that the rate of dose escalation in the
Assessment Group model should be based on the ULTRA2 study, given that all efficacy figures in the
model were also derived from the ULTRA studies.





However, it appears to AbbVie that the Assessment Group misunderstood our comment that the
modelled assumption relating to dose escalation in the Assessment Group model (27%) does not
employ an escalation rate that is reflective of the population under evaluation.

AbbVie therefore wishes to re-emphasize and clarify this point. The 27.4% dose escalation rate used
in the Assessment Group model is derived from both week 8 responders and non-responders in the
ULTRAZ2 trial, for ant-TNF naive and experienced patients. As non-responding patients in the
Assessment Group model discontinue adalimumab therapy at week 8 in line with the licence, the
dose escalation rate for only the week 8 responders should be used. And as the base case ICER is
for the treatment naive population, only the dose escalation rate in the anti-TNF naive population
should be used. The dose escalation rate in this population was 14/88 (15.9%) as shown in Table 3.

Table 3. Adalimumab subjects who dose escalated to every week administration

Anti-TNF naive Anti-TNF experienced Subtotal ™
Week 8 responders 14/88 (15.9%) 6/35 (17.1%) 20/123 (16.3%)
Week 8 non-responders 22/62 (35.5%) 26/63 (41.3%) 48/125 (38.4%)
Subtotal 36/150 (24.0%) 32/98 (32.7%) 68/248 (27.4%)

*Additional analyses on patient level data conducted by AbbVie.
“Pyblished by Wolf et al.*

As a result of the Assessment Group model applying the higher dose escalation rate (27.4%), the cost
of adalimumab in the model has been overestimated and the ICER is higher than it should be.

AbbVie requests that the dose escalation rate in the Assessment Group model be corrected to 15.9%
to reflect the clinical trial evidence and dosage and administration guidance.

1.1.3 It has not been taken into account that the most appropriate hospitalisation rate for
adalimumab was not used in the Assessment Group model

AbbVie is disappointed that the Assessment Group model used a hospitalisation rate that is not
reflective of the most appropriate evidence. Whilst we note in their response that the Assessment
Group used the results reported in the MSD submission, they also stated that "Arguably the Feagan
reference should be used however this was not included in the NMA [network meta-analysis] by
MSD.” And although the response states that “If the relative risk is assumed to be 50% this has a
negligible impact upon the model results.”, this effect on the model has not been quantified nor does it
appear that was it discussed at the Appraisal Meeting.

AbbVie wants to reiterate that it is not appropriate to use the hospitalisation rate from the MSD NMA
for adalimumab. We request that the relative risk from the Feagan publication7 be used in the model
as this is the most relevant and appropriate hospitalisation data for adalimumab compared with
conventional therapy.

1.1.4 The assumptions on types of surgical complications and complication rates employed in the
Assessment Group model were not considered

AbbVie notes that several comments on the types and rates of post-surgical complications were sent
by consultees in response to the Assessment Report. We understand that the Assessment Group did
not undertake a systematic review of studies reporting post-surgical complications and they have
acknowledged awareness of further studies on complication rates. However, it does not appear that a
clinical viewpoint had been sought before or during the Appraisal Meeting regarding surgical
complications. It would appear necessary to gain a greater understanding on the complication types,
which complications have the biggest impact on patients’ quality of life or most costly to the NHS
should be gained. Nor does it appear that any sensitivity analyses have been conducted to explore
the impact of incorporating the most relevant complications and the rates thereof.






AbbVie therefore suggests that consideration should be given to using more appropriate sources for
post-surgical complications and that clinical input be sought on this point. The ICER should then be
updated to incorporate all relevant chronic complications, including the cost of treating these
additional complications. Consideration of chronic complication risk such as infertility, pouch failure,
increased faecal frequency, faecal incontinence and chronic pouchitis appears to be critical in
patient’s preference for medical therapy versus surgery and the wish to delay or avoid this surgery if
possible.

1.1.5 The impact of the cost of death due to surgery was not considered

AbbVie notes the Assessment Group’s opinion that the cost of death is not routinely incorporated into
cost-effectiveness analyses, but disagrees with this viewpoint.

It would be reasonable to assume that some deaths in UC patients occur in hospital and as such,
would incur costs to the NHS. This assumption is supported by results from the 2014 IBD audit™
which showed that of those who were admitted to hospital and subsequently died, the median length
of stay was 26 days. Similar data is not available for those patients who underwent surgery and
subsequently died, but it could reasonably be assumed that there is a cost associated with terminal
care due to surgery related death in addition to the cost of the surgical procedure. Not incorporating a
cost of death due to surgery underestimates the true costs of the treatment options.

It does not appear that this point was discussed during the Appraisal Meeting and AbbVie suggests
that consideration should be given to incorporating this cost to the ICER.

1.2 The impact on the estimates of cost effectiveness using all the evidence was not
fully considered

1.2.1 The Assessment Group model does not take into account feedback from consultees that
when patients on anti-TNF therapy relapse, they could receive alternative therapies other
than conventional therapy.

AbbVie understands that the treatment pathway in the Assessment Group model is an assumption.
However, AbbVie also notes that the ACD provides information on the patient pathway based on
clinical expert input on clinical practice at the Appraisal Meeting (relevant text underline):

“4.53. The Committee discussed with the clinical expert the treatment pathway for moderately to
severely active ulcerative colitis. It heard that in UK clinical practice, standard practice for patients
with moderately to severely active ulcerative colitis (but not acute disease) would be to start on
conventional therapy. This may include corticosteroids and/or 5-aminosalicylates (for example,
mesalazine), with the possibility of then adding on azathioprine. The clinical expert indicated that
approximately 8 t010% of patients cannot tolerate azathioprine. At this point in the pathway, treatment
becomes individualised and may include long-term corticosteroids or ciclosporin. Alternatively, a
patient with ulcerative proctitis (where the inflammation is limited to the rectum) may use topical
enemas. The Committee understood that if response to conventional therapy was inadequate,
patients may have TNF-alpha-inhibitor treatment. After subsequent relapses, patients could have an
alternative TNF-alpha inhibitor, conventional therapy or colectomy.”

The ACD corroborates feedback that AbbVie received from clinical experts that patients who failed
conventional treatment then subsequently failed anti-TNFs could proceed directly to surgery. The
current patient pathway in the Assessment Group model moves all anti-TNF failures to conventional
therapy. AbbVie wants to reiterate that in a population who has already failed or are intolerant to
conventional therapy it seems counterintuitive to require that all patients who failed anti-TNFs return
to a failed treatment or one they are intolerant to. Therefore, in line with clinical expert comments, it





would be appropriate that other treatment options, such as surgery directly after anti-TNF failure,
should be considered in the Assessment Group model.

Data from patients who had failed adalimumab and went on to colectomy during ULTRA 1&2,
demonstrated the duration of time from last dose of adalimumab to colectomy ranged from 5-41days.
During this time, the most frequently prescribed therapy was corticosteroids, with a duration ranging
from 2-19 days. This theme has also been reinforced by clinical expert comments. Therefore it seems
appropriate that other treatment options, such as surgery, directly after anti-TNF failure, should be
considered in the Assessment Group model. It should be borne in mind that the population under
evaluation in this appraisal have failed all other treatment and should they also fail anti-TNFs, they are
more likely to proceed directly to surgery as conventional therapy has not previously worked

As noted in point 1.1.1 of this document, evidence from the literature also supports surgery as a
treatment option shortly after anti-TNF failure. Armuzzi et al. found that over a five year period,
surgery was performed after a median of 5.5 months in 22 out 88 patients who required colectomy
following adalimumab treatment failure, a similar rate to the study by McDermott et al. which report a
median time to colectomy of 5 months from commencing adalimumab in 9 out of 15 patients who
failed treatment over the two year follow up period. Taxonera, in a study with 30 patients and a
median of 48 weeks’ follow up, found that the median time to colectomy was 16 weeks in six patients
who failed to respond to adalimumab. Another small observational study with 13 patients on
adalimumab found that 6 out of 13 patients underwent colectomy during the 100 week study period,
with the probability of undergoing colectomy being 7.7%, 15.4% and 30.8% at 1, 3 and 6 months,
respectively. Lastly, Gies et al."? state that in their prospective study, 3 out of 10 patients choose to
undergo surgery as therapy after loss of response to either adalimumab or infliximab.

AbbVie is therefore concerned that the Institute has not taken into account that the Assessment group
model does not reflect the patient treatment pathways and as such, reached a conclusion on the cost
effectiveness of anti-TNF therapy that does not reflect all the evidence.

AbbVie requests that the treatment pathway in the Assessment Group model be amended to reflect
the comments received on this matter.

1.2.2 The ACD acknowledges that certain input parameters in the model may be different than
those which the Assessment Group modelled, but the effect of these on the ICER were only
considered in isolation

AbbVie notes the conclusion in the ACD that the actual surgery rate and cost of conventional
therapies may be higher than that used in the Assessment Group model, but we are unable to
determine the impact on the ICER as it does not appear that the Assessment Group reported the
resulting ICER.

Additionally, after receiving feedback that the cost of surgery was underestimated and that the cost of
caring for stoma and maintaining the ileostomy was not included in the Assessment Group model, the
ACD concluded that the cost of surgery was not a key driver in the cost-effectiveness model.

Whilst AbbVie agrees that in isolation these parameters may not have a substantial effect on the cost-
effectiveness of anti-TNFs, we believe that the impact of varying a number of these parameters
combined in scenario analyses should be explored. This will provide an ICER that reflects the most
relevant evidence.

1.2.3 An ICER from a model which has a number of programming errors was evaluated in the
appraisal

AbbVie notes that MSD has identified a number of small errors with calculations within the
Assessment Group model. The Assessment Group agrees that there were minor programming errors;
however, based on the version of the model AbbVie received, these errors have not been corrected.
To our knowledge based on our attendance at the open session of the Appraisal Meeting, this has not
been discussed.
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AbbVie therefore believes that ICERs were provided based on a model with minor programming
errors and requests that these be corrected so that the revised estimates can be used in the
Institute’s decision.

1.3 AbbVie has obtained additional evidence on cost and efficacy for adalimumab

1.3.1 The Assessment Group requested amended data from AbbVie where dose-escalators are
categorised based on their Mayo scores

As noted in the AbbVie response to the Assessment Report, the definition of treatment efficacy of
adalimumab in the ULTRAL1 and 2 studies were based on non-responder imputation (NRI). NRI
categorises all patients who dose-escalate on adalimumab as non-responders irrespective of Mayo
scores. In the Assessment Group model patient data based on NRI results was used. As highlighted
by AbbVie, the cost of dose escalation was captured but not the effect of improved efficacy in those
that dose escalated. AbbVie suggested that the appropriate approach would be not to incorporate the
cost of dose escalation, or that the model incorporates the additional benefit that dose escalation with
adalimumab offers.

The Assessment Group has indicated that they understood the difficulties the NRI dataset poses in
determining the efficacy of adalimumab. In order to model the outcome of dose escalation on
response rates, the Assessment Group has requested that AbbVie provide the dataset where patients
who have dose escalated, are categorised based on their Mayo scores.

AbbVie therefore provides additional data using dose escalators’ Mayo scores for week 8 to 52, for
the ITT population (anti-TNF treatment naive and experienced patients) and the anti-TNF treatment
naive subgroup. We are still looking into obtaining the breakdown of the data according to week 8-32
and weeks 32-52 for both populations.

The data provided illustrate the difference between using the NRI approach and the approach
whereby dose-escalators’ Mayo scores are used (i.e. when they are not classed as non-responders).
Table 4, for example, show that there was a decrease from the NRI patient numbers for those who
were considered non-responders at week 52 when dose escalators were classified according to their
Mayo score (107 decreased to 98, 51 decreased to 42, 15 decreased to 14). As expected, the same
number or more patients were classed as achieving remission or response when dose escalators’
Mayo scores were used.

Table 4. ULTRA 2 trial (week 8 to 52 weeks) - Anti-TNF treatment naive and experienced
patients

Adalimumab (160mg/80mg/40mg)

NRI analysis —dose | Additional analysis —
escalators counted | Dose escalators’
as non-responders Mayo score are used

Number of patients who had neither response nor

remission at 8 weeks who had not responded at 52 107 98
weeks

Number of patients who had neither response nor

remission at 8 weeks who achieved response 9 17

(without remission) at 52 weeks

Number of patients who had neither response nor

remission at 8 weeks who achieved remission at 52 7 8
weeks

Number of patients who had response (without

remission) at 8 weeks who lost response at 52 51 42
weeks

Number of patients who had response (without

remission) at 8 weeks who maintained response 18 24
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(without remission) at 52 weeks

Number of patients who had response (without
remission) at 8 weeks who achieved remission at 15 18
52 weeks

Number of patients who had remission at 8 weeks

who lost response at 52 weeks 15 &
Number of patients who had remission at 8 weeks

who maintained response (without remission) at 52 5 5
weeks

Number of patients who had remission at 8 weeks 21 29

who achieved remission at 52 weeks

The same pattern was observed in the subgroup of patients who were anti-TNF naive (Table 5):
Fewer patients were considered non-responders by week 52 and the same or a higher number of
patients achieved remission or response.

Table 5. ULTRA 2 (week 8 to 52 weeks) — Subgroup of patients who were anti-TNF naive

Adalimumab (160mg/80mg/40mg)
NRI analysis - Additional analysis —
dose escalators dose escalators’
counted as non- Mayo score are used
responders
Number of patients who had neither response nor
remission at 8 weeks who had not responded at 52 50 45
weeks
Number of patients who had neither response nor
remission at 8 weeks who achieved response 6 10
(without remission) at 52 weeks
Number of patients who had neither response nor
remission at 8 weeks who achieved remission at 52 5 6
weeks
Number of patients who had response (without
remission) at 8 weeks who lost response at 52 32 26
weeks
Number of patients who had response (without
remission) at 8 weeks who maintained response 13 16
(without remission) at 52 weeks
Number of patients who had response (without
remission) at 8 weeks who achieved remission at 52 12 15
weeks
Number of patients who had remission at 8 weeks
13 12
who lost response at 52 weeks
Number of patients who had remission at 8 weeks
who maintained response (without remission) at 52 3 3
weeks
Number of patients who had remission at 8 weeks
. .. 16 17
who achieved remission at 52 weeks

1.3.2 Results from an interim analysis of INSPIRADA have been presented by AbbVie to provide
further information on real world evidence on efficacy, quality of life and resource use in UK
patients who received adalimumab

INSPIRADA (M13-045) (NCT01550965) is an open-label multicentre observational study to evaluate
the impact of adalimumab on quality of life, health care utilisation and costs of UC subjects in the
usual clinical practice settingls. Although it is estimated to complete 2015, AbbVie has conducted an
interim analysis on available data for UK patients in order to inform areas of uncertainty within the
Assessment Group model.
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Patients eligible for the study were those with moderate to severe disease activity as per physician's
global assessment (PGA) and an Short Inflammatory Bowel Disease Questionnaire (SIBDQ) score of
< 45, aged 18-75 years with a confirmed diagnosis of UC greater than 90 days prior to baseline and
who have failed conventional treatment. Patients with a history of surgery for UC or planned bowel
surgery were excluded, as were those who have previously received treatment with adalimumab.
Patients were also excluded if they have previously used any other anti-TNF within 56 days of
baseline or who have used anti-TNFs and have not clinically responded at any time unless they
experienced a treatment limiting reaction. Subjects who have received cyclosporine, tacrolimus, or
mycophenolate mofetil within 30 days of Week 0 were also excluded. The complete inclusion and
exclusion criteria are included in presented in Table 7, Appendix 1.

The primary outcome measures were change in the SIBDQ at Week 26 from baseline and change in
costs of UC-related medical care excluding adalimumab costs'®. The SIBDQ is the shortened form of
the Inflammatory Bowel Disease Questionnaire (IBDQ) and provides a gauge of the subjective health
status of quality of life in patients with inflammatory bowel disease (IBD). It measures the impact of
IBD on social and emotional domains as well as physical symptoms using 10 questions from the
IBDQ, which explain 90% of the variance in the IBDQ of UC patients. The total score ranges from 10
(worst health) to 70 (best health). The SIBDQ can be administered and scored quickly and easily and
therefore is of potential value to the physician in the clinical setting.™*

Secondary outcome measures related to change in UC and non-UC related resource use prior to and
after the start of adalimumab and change in disease measures, quality of life and work productivity
from the start of adalimumab therapy.

Baseline and demographic results are reported in Table 8, Appendix 1. It shows that the mean age for
patients in the study was 38.5 years, with a mean disease duration of 7.7 years. The majority (78.8%)
of the patients were considered to have moderate disease, with the remainder (21.3%) having severe
disease. About half of the patients had extensive UC and the quality of life was reported to be low as
demonstrated by a mean SIBDQ of 29. Almost all the patients took concomitant conventional therapy
at baseline with about two thirds of patients being on corticosteroids and more than half of the
patients receiving thiopurines. Nineteen (23.8%) patients had previous exposure to an anti-TNF.

Results for the SIBDQ primary endpoint show that use of adalimumab was associated with a
statistically significant improvement at week 26 from baseline: 18.36 (95% CI: 14.89-21.84; p<0.001).
Adalimumab use six months after start of treatment was also associated with a statistically significant
reduction in UC-related cost compared with the six months prior to the start of treatment: -£1,296
(95% CI: -£1,729 to -£863; p<0.001). Statistically significant improvements in SIBDQ, Simple Clinical
Colitis Activity Index (SCCAI)', EQ5D-5L and PGA" were seen as early as week 2 and these
statistically significant improvements were maintained at week 26. At Week 26, 55.0% of patients
were in SCCAI remission (defined as a SCCAI < 2). Lastly, using the SCCAI and PGA as measures of
response, 62 of 80 (77.5%) and 54 of 80 (67.5%) participants were considered responders at week 8
and 26, respectively.

Full results are reported in Appendix 1.

In conclusion, the INSPIRADA study provides data from a more real-world experience of adalimumab
in patients with UC in the UK, complimenting data from the ULTRA studies. Adalimumab led to

'The SCCAI (0-19) is based on five clinical criteria: bowel frequency at day (0-3 points), , bowel frequency at
night (0-2 points), blood in stool (0-3 points), urgency of defecation (0-3 points), general well-being (0-4 points)
and extra-colonic features (1 per manifestation). (Walmsley RS et al. A simple clinical colitis activity index. Gut.
1998;43:29-32; D’Haens et al. A review of activity indices and efficacy end points for clinical trials of medical
therapy in adults with ulcerative colitis. Gastroenterology. 2007;132(2):763-86.)

" The PGA considers subject reported information such as number of stools, rectal bleeding, abdominal
discomfort and functional assessment during the previous day prior to the visit, and other observations such as
physical findings, and the subject's performance status at the time of the visit. The score indicates: 0= Normal, 1=
Mild disease, 2= Moderate disease, 3 = Severe disease
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significant reduction in UC-related costs and clinically meaningful improvements in quality of life as
well as disease activity measures.
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2 Are the summaries of clinical and cost-effectiveness reasonable
interpretations of the evidence?

2.1 The ACD does do not reasonably interpret some elements of clinical and cost-
effectiveness associated with adalimumab

2.1.1 Misunderstanding of how the Mayo scores were used in the anti-TNF clinical trials

It appears, in the way the ACD is written, that there is a misunderstanding about the difference
between the Mayo scoring methods used across the adalimumab, infliximab, and golimumab trials.

Section 4.4 in the ACD states “To assess clinical response or remission, all trials except the study by
Probert et al. used the Mayo score, which the Assessment Group considered to be applied
consistently in the individual trials”.

As per our response to the Assessment Report, AbbVie maintains that the differences in Mayo
scoring methods across the adalimumab, infliximab, and golimumab trials can cause the efficacy for
adalimumab to be underestimated relative to the other anti-TNFs and placebo. This point was not
addressed by the Assessment Group or discussed during the Appraisal Meeting but we consider this
merits detailed analysis when comparative effectiveness across trials is being assessed.

2.1.2 Misinterpretation of surgery rates modelled by AbbVie

AbbVie would like to clarify a statement from the Assessment Report, which may influence the current
and future interpretation of the AbbVie model results.

Please refer to the underlined text from Section 4.34 below:

“In addition, it stated that the company used a shorter cycle length than the time point for assessing
induction in ULTRAZ2 (6 weeks); did not transform the data collected in ULTRAZ2 using SF-36 to SF-6D
utility values; assumed that surgery improves the utility score by only 0.06 compared with active
disease; and inaccurately modelled the rate at which patients had surgery.”

AbbVie did not inaccurately model the surgery rates. “Inaccurately modelled” implies that the
modelling method used was wrong, incorrect or imprecise but it should be noted that the Assessment
Report guestioned the study used by AbbVie in the AbbVie model. Subsequently it was
acknowledged by the Assessment Group in their response to comments that the surgery rate is very
uncertain. This uncertainty was also acknowledged in Section 4.70.

AbbVie wishes the Institute to understand that AbbVie considers the statement in Section 4.34 of the
ACD to be misleading and requests that our comments on this matter be borne in mind when
considering the results from the AbbVie models.

2.2 Presentation of the ICERs in the ACD

AbbVie is concerned about the presentation of the results from the pairwise analyses comparing
adalimumab, golimumab, and infliximab head-to-head with conventional therapy using direct evidence
from the respective randomised controlled trials.

The ACD states that the ICER vs. conventional therapy in the head to head trials was £70,075,
£90,720 and £96,682 for adalimumab, golimumab and infliximab, respectively. This appears to be the
results from the deterministic ICER, whereas other ICERs presented in the ACD were probabilistic.

We have noted that for the base case ICER for adalimumab, there is a large and unexplained
difference between the deterministic ICER (£68,890/QALY) and probabilistic ICER (£50,624/QALY)
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vs. conventional therapy. We are concerned that there appears to have been no consideration of the
differences between the probabilistic and deterministic ICERs from the Assessment Group model and
that the deterministic ICERs are cited interchangeably with the probabilistic estimates. As such
AbbVie is unable to understand which ICERs are being considered by the Institute as the best
estimates of the cost effectiveness of adalimumab vs. conventional therapy.

AbbVie does not believe that presenting the probabilistic ICER for the base case analysis and then
presenting the deterministic ICER for this sensitivity analysis allows a reasonable interpretation of the
cost-effectiveness evidence. AbbVie therefore requests that the probabilistic ICER results are
consistently calculated for each sensitivity analyses and presented as such so that the cost-
effectiveness results can be clarified.

2.3 The health states used in the Assessment Group model may not be reflective of
the disease impact on quality of life and therefore may not offer a reasonable
interpretation of the clinical effectiveness of the treatments under evaluation

In the Assessment Group model, health states are defined as remission, response, and non-response
based on relative improvement from baseline Mayo score. AbbVie believes this is problematic as it
may not offer a reasonable interpretation of the clinical effectiveness of the treatments under
evaluation.

To illustrate the limitation of this approach, an example using two hypothetical UC patients, A and B
are provided in the table below.

Table 6. Illustrative example of the limitations of the approach taken to defining health states
in the Assessment Group model

Patient | Baseline | 1year A | Assessment Group | Utility” | AbbVie model Utility ™
Mayo and model states:
Score onward states: Remission, Remission, mild,
Mayo Response, Non- moderate-severe”
Score responder’
A 8 5 3 | Responder 0.76 Mild 0.76
B 7 5 2 | Non-responder 0.41 Mild 0.76

* Based on decrease from baseline Mayo i.e. A in this example
** Based on the abstract by Woehl, used in the Assessment Group model
*** Based on absolute Mayo score at the time of measurement i.e. 1 year and onward Mayo score

In this example, both patients A and B have a Mayo score of 5 points at the end of 1 year and for all
the remaining time in the model as long as they continue on treatment, i.e. before switching to surgery
or death. In the Assessment Group model patient A had a baseline score of 8 and is classified as a
responder at the end of year 1 and for all the remaining time on treatment and patient B has a
baseline Mayo score of 7 and is classified as a non-responder at the end of year 1 and for all the
remaining time on treatment. Using this approach, patient B will have a worse quality of life score at
the end of year 1 than patient A (0.41 vs. 0.76), even though they both have the same disease
severity (Mayo score 5)

In contrast, the AbbVie model uses absolute Mayo scores to define health states, and both patients
will be classified as being in the mild disease state in the model based on their Mayo scores of
5. This, in our view, is a more reasonable assumption.

It should also be noted that the Woehl utility is estimated based on remission, mild and moderate-to-
severe disease states and not based on remission, response and non-response states.

AbbVie understands that a similar approach to the one used in the Assessment Group model in this
appraisal was considered problematic by the Assessment Group in the Crohn’s Disease appraisal of
infliximab and adalimumab. In the Crohn’s appraisal responders were defined as patients whose
Crohn’s Disease Activity Index (CDAI) improved by a pre-specified amount following administration of
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anti-TNF, based on clinical trial results. This approach was found to be problematic because it says
nothing about the relative improvement in health in an individual for any given reduction in CDAI
score. Defining responders using a pre-specified improvement in disease score also does not
differentiate between patients for whom treatment controls the disease and patients for whom
treatment merely reduces the severity of the symptoms. Thus it is not possible to ascribe a robust
utility value for the health of responders defined in this way. As a result, the health states in that
appraisal were defined based on the absolute CDAI score, not the relative change.15

AbbVie therefore believes the approach in the Assessment Group model may not offer a reasonable

interpretation of the clinical effectiveness of the treatments under evaluation and requests that this
point be considered when evaluating their clinical and cost-effectiveness.
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3. Are the provisional recommendations sound and a suitable basis for
guidance to the NHS?

Due to the points discussed above, AbbVie does not believe that the provisional recommendations
are sound or a suitable basis for guidance to the NHS.

As noted in the ACD, UC shares common genetic factors with Crohn’s disease and is characterised
by the same chronic symptoms which, in some patients, cannot be treated effectively by conventional
therapy. In Crohn’s disease the use of infliximab and adalimumab is currently recommended by NICE
and AbbVie believes that UC patients should have the same treatment opportunities as Crohn’s
patients.

AbbVie also believes that the current analysis does not capture the benefits of anti-TNFs on
improving work productivity and activity, a benefit to society which is not incorporated through the
Institutes’ reference case which only considers the costs incurred by the NHS.

There is currently a high unmet need for patients in the UK with moderately to severely active UC who
have failed on standard of care with no recommended non-surgical options in this patient population.
Anti-TNF therapy offers a step change therapy for people who have failed conventional therapy and
are left with no treatment options other than surgery. We consider it is important for patients to have
the opportunity to receive anti-TNF therapy as those who fail anti-TNF therapy will still be left with the
surgical option as a last resort. Surgery compromises multiple procedures, is irreversible and when
done as an emergency procedure, is associated with poor outcomes. Data from the IBD Audit used in
the Assessment Group model indicates that 3 in 100 patients die due to surgery. It is therefore not
surprising that patients show a strong preference for exhausting all medical options first. The
availability of anti-TNF therapy for the treatment of moderate to severe UC gives patients and
clinicians the opportunity to delay this irreversible and life changing surgery.

Anti-TNF therapies such as adalimumab are considered as effective treatment options for patients
with moderate to severe UC for whom conventional treatment is not an option and use in these
patients are recommended by the European Crohn’s and Colitis Organisationle. Use of these agents
is standard of care across Europe and is also widely reimbursed in major European countries. AbbVie
believes that patients in the UK should receive the same standard of care as in the rest of Europe.
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4. Are there any aspects of the recommendations that need particular
consideration to ensure NICE avoid unlawful discrimination against any group
of people on the grounds of race, gender, disability, religion or belief, sexual
orientation, age, gender reassignment, pregnancy and maternity?

AbbVie has no comments on this point.
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Inclusion and exclusion criteria

Table 7. Inclusion and Exclusion Criteria for the INSPIRADA study

Inclusion criteria

Exclusion criteria

1. Subjects must be male or female between the
ages of 18 and 75 years old at the time of the
Screening Visit.

2. Subjects must have a diagnosis of UC greater
than 90 days prior to Week 0 (Baseline) and
failed conventional treatment.

3. Subjects' diagnosis of active UC must be
confirmed by a colonoscopy with biopsy or
flexible sigmoidoscopy with biopsy.

4. Subjects must have active UC with a PGA
score of 2 or 3 and SIBDQ < 45 at Week 0
(Baseline).

5. Subjects have a negative tuberculosis (TB)
Screening Assessment including a PPD test
and/or QuantiFERON-TB Gold test (or
equivalent) and negative chest x-ray
(posteroanterior [PA] and lateral view) at
Screening. If the subject has a positive PPD
test (or equivalent), has had a past ulcerative
reaction to PPD placement and/or a chest x-
ray (CXR) consistent with prior TB exposure,
the subject must initiate and complete a
minimum of 2 weeks of anti-TB therapy (or
prophylaxis per local guidelines) prior to
starting study therapy or have documented
completion of a course of anti-TB therapy
because of evidence of a latent TB infection
prior to Baseline.

6. Subjects must have had at least one episode
of rectal bleeding within 7 days of Screening
(i.e., at least blood streaks in stool is reported)
and within 7 days of Week 0 (Baseline).

7. Subjects must be on a concurrent treatment
with at least one of the following (oral
corticosteroids or immunosuppressants or both
as defined below):

e Stable oral corticosteroid dose
(prednisone = 20 mg/day or equivalent)
for at least 14 days prior to Baseline.

or

e Stable oral corticosteroid dose
(prednisone < 20 mg/day) for at least 21
days prior to Baseline.
and/or

e At least a consecutive 12 weeks (84
days) course of azathioprine or 6-
mercaptopurine  (6-MP)  prior  to
Baseline. Concurrent therapy will not be
required for subjects who were
previously treated with corticosteroids or
immunosuppressants (azathioprine or 6-

1. Subjects with a history of subtotal colectomy
with ileorectostomy or colectomy with ileoanal
pouch, Kock pouch, or ileostomy for UC or
planned bowel surgery.

2. Subjects received previous treatment with
adalimumab or previous participation in an
adalimumab clinical study.

3. Subjects who have previously used infliximab
or any anti-TNF agent within 56 days of
Baseline (Week 0).

4. Subjects who have previously used infliximab
or any anti-TNF agent and have not clinically
responded at any time ("primary non-
reponder”) unless they experienced a
treatment limiting reaction.

5. Subjects received cyclosporine, tacrolimus, or
mycophenolate mofetil within 30 days of
Week 0 (Baseline).

6. Subjects received intravenous (V)
corticosteroids within 14 days of Screening or
during the Screening period.

7. Subjects with a current diagnosis of fulminant
colitis and/or toxic megacolon.

8. Subjects with disease limited to the rectum
(e.g., ulcerative proctitis).

9. Subjects with a current
indeterminate colitis.

10.Subjects with a current diagnosis and/or have
a history of Crohn's disease.

11.Subjects currently receiving total parenteral
nutrition (TPN).

12.Subjects with positive Clostridium difficile (C.
difficile) stool assay at Screening.

13.Subjects have infections requiring treatment
with the following:

¢ |V antibiotics, IV antivirals, or IV antifungals
within 30 days prior to Week 0 (Baseline), or

e oral antibiotics, oral antivirals, or oral
antifungals within 14 days prior to Week 0
(Baseline).

14.Subjects have evidence of dysplasia or a
history of malignancy (including lymphoma
and leukemia) other than a successfully
treated non-metastatic cutaneous squamous
cell or basal cell carcinoma and/or localized
carcinoma in situ of the cervix. Note: If the
Screening colonoscopy/flexible
sigmoidoscopy shows evidence of dysplasia
or a malignancy, subjects may not be
enrolled in the study.

15.History of demyelinating disease (including

diagnosis  of
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MP) and, in the judgment of the
investigator, have failed to respond to or
could not tolerate their treatment.

8. Subjects must be able and willing to self-
administer subcutaneous (SC) injections or
have a qualified person available to administer
SC injections.

9. Subjects must be able and willing to give
written informed consent and to comply with
the requirements of this study protocol.

10.Female subjects must be either not of
childbearing potential, defined as
postmenopausal for at least 1 year or
surgically sterile (bilateral tubal ligation,
bilateral oophorectomy or hysterectomy), or is
of childbearing potential and practicing an
approved method of birth control throughout
the study and for 150 days after the last dose
of study drug. Examples of approved methods
of birth control include the following:

e Condoms, sponge, foams, jellies with
diaphragm or intrauterine device (IUD);

e Oral or parenteral or intravaginal
contraceptives for 90 days prior to study
drug administration;

¢ A vasectomized partner.

11.Female subjects’ serum pregnancy test
performed at the Screening Visit and urine
pregnancy test performed at the Week 0
(Baseline) Visit must be negative.

12.Subjects who are judged to be in generally
good health by the investigator based upon the
results of the medical history, laboratory
profile, physical examination, CXR, 12-lead
electrocardiogram (ECG) performed during
Screening.

13.Subjects or their physicians must be able to
provide complete medical care resources
utilisation information of the previous 6 months
from the Screening Visit.

myelitis) or neurologic symptoms suggestive
of demyelinating disease.

16.History of invasive infection (e.g., listeriosis
and histoplasmosis) or positive for human
immunodeficiency virus (HIV).

17.Subjects with an active systemic viral
infection or any active viral infection that,
based on the investigator's clinical
assessment, makes the subject an unsuitable
candidate for the study.

18.Hepatitis B: HBs Ag positive (+) or detected
sensitivity on the HBV-DNA PCR qualitative
test for HBc Ab/HBs Ab positive subjects.

19.Chronic recurring infections or active TB.

20.Positive pregnancy test at Screening or
Baseline.

21.Female subjects who are breast-feeding or
plan to breast-feed within the 150-day period
after the last dose of study drug.

22.Subjects who have poorly controlled medical
condition(s), such as uncontrolled diabetes,
unstable ischemic heart disease, moderate to
severe congestive heart failure (NYHA class
Il or 1V), recent cerebrovascular accident,
and any other condition, which in the opinion
of the investigator, would put the subjects at
risk by participation in the protocol.

23.Subjects who received any investigational
agent or procedure within 30 days or 5 half-
lives prior to Week 0 (Baseline), whichever is
longer.

24.Subjects who have a history of clinically
significant drug or alcohol abuse during the
past year.

25.Subjects with known hypersensitivity to the
excipients of adalimumab as stated in Section
26. Subjects with any prior exposure to
Tysabri® (natalizumab).
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Baseline demographics and clinical characteristics results

Table 8. Baseline demographics and clinical characteristics

ITT analysis (N=80, unless indicated
otherwise)
Male: n (%) 46 (57.5)
Age, years: mean (SD) 38.5 (14.5)
Weight, kg: mean (SD) 75.6 (15.7)
. o Extensive 38 (47.5)
Disease location: n (%) Leftsided 42 (52.5)
Disease duration, years: mean (SD) 7.7 (8.7)
SCCAI (0-19)": mean (SD) 8.3 (2.4)
Normal 0
i, Mild 0
PGA (%) Moderate 63 (78.7)
Severe 17 (21.3)
SIBDQ total (10-70): mean (SD) 29.0 (7.6)
EQ-5D-5L predicted value: mean (SD) 0.6 (0.2) [N=79]
Current smoker: n (%) 6 (7.5)
Prior ant-TNF exposure: n (%) 19 (23.8)
Concomitant medication, any*: n (%) 75 (93.8)
Aminosalicylates: n (%) 61 (76.3)
Corticosteroids**: n (%) 54 (67.5)
Thiopurines (Azathioprine or 6-mercaptopurine): n (%) 44 (55)
Methotrexate: n (%) 12 (15)

*|t is possible that some a patient may have taken several medications, thus the sum of the number of patients
from different categories may be higher than the number of patients.
**Route of administration not specified

' The SCCAI (0-19 points) is based on five clinical criteria: bowel frequency at day (0-3 points), bowel frequency
at night (0-2 points), blood in stool (0-3 points), urgency of defecation (0-3 points), general well-being (0-4 points)
and extra-colonic features (1 per manifestation). (Walmsley RS, Ayres RC, Pounder RE, Allan RN. A simple
clinical colitis activity index. Gut. 1998;43:29-43:29D’Haens et al. A review of activity indices and efficacy end
points for clinical trials of medical therapy in adults with ulcerative colitis. Gastroenterology. 2007;132(2):763-86)
" The PGA considers subject reported information such as number of stools, rectal bleeding, abdominal
discomfort and functional assessment during the previous day prior to the visit, and other observations such as
physical findings, and the subject's performance status at the time of the visit. The scores indicate: 0= Normal, 1=
Mild disease, 2= Moderate disease, 3 = Severe disease
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Primary endpoint results

Table 9. Change in SIBDQ at Week 26 from Baseline

ITT analysis (N = 80)
Visit Mean SD Range Change from baseline 95% CI p-value
Baseline 29.0 7.64 14-43 - - -
Week 26 47.4 15.72 20-67 18.36 14.89, 21.84 <0.001

p-value from paired t-test

Table 10. Change in costs' of UC-related medical care excluding adalimumab and other
concomitant medication costs

ITT analysis (N = 80)

Period Mean SD Range Difference 95% CI p-value

6 months prior to £2,204 | £1,551 | £151-£7,300 - - -
adalimumab
treatment

6 months after £908 | £1,486 £2 - £8,828 -£1,296 -£1,729, -£863 <0.001
adalimumab
treatment

p-value from paired t-test

Other endpoint results

Table 11. Responder" status by visit

Visit ITT analysis

Week 2 N=80 Responder; n (%) 62 (77.5)
Non-responder n (%) 18 (22.5)

Week 8 N=79 Responder n (%) 62 (78.5)
Non-responder n (%) 17 (21.5)

Week 26 N=60 Responder n (%) 54 (90)
Non-responder n (%) 6 (10)

Percentages calculated based on non-missing values

Table 12. Change in SIBDQ from baseline over time

ITT analysis (N = 80)
Visit Mean | SD Range Change from baseline 95% ClI p-value
Baseline 29.0 7.64 14-45 - - -
Week 2 39.2 11.59 14-64 10.23 7.99, 12.46 <0.001
Week 8 45.5 13.74 10-70 16.46 13.25, 19.67 <0.001
Week 26 47.4 15.72 18-70 18.36 14.89, 21.84 <0.001

p-value from paired t-test

"All costs were obtained from the 2012-13 National Schedule of Reference Costs for NHS trusts and NHS
foundation trusts with the exception of outpatient primary care costs. Available from:
https://www.gov.uk/government/uploads/system/uploads/attachment data/file/260405/2012-

13 _national_schedule_of reference_costs.xls [Accessed October 2, 2014]. Outpatient primary care cost data
was obtained from: http://www.pssru.ac.uk/project-pages/unit-costs/2013/ [Accessed October 2, 2014].

" A Non-Responder was defined as a subject who has a PGA score = 2 and does not achieve a SCCAI response
[not achieving a decrease of = 2 points compared to Baseline (Week 0)]. A Responder was defined as a subject
who does not meet the Non-Responder definition.
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Table 13. Change in costs of UC-related medical care excluding adalimumab and other
concomitant medication costs — Participants who completed the study

ITT analysis (n = 61)*

Visit Mean SD Range Difference 95% ClI p-value
6 months prior to 2121 | £1,581 | £151 - £7,300 - - -
treatment

6 months after 692 £813 £2 - £4,999 -£1,429 -£1,826, -£1,033 | <0.001
treatment

p-value from paired t-test
* Of the 61, 54 participants were considered responders at week 8

Table 14. Change in costs of UC-related medical care excluding adalimumab and other
concomitant medication costs — Participants who prematurely discontinued study

ITT analysis (n = 19)*

Visit Mean | SD Range Difference | 95% CI p-value
6 months priorto | £2,472 | £1,457 | £479 - £5,603 - - -
treatment
6 months after £1,603 | £2,612 | £55-£8,828 -£869 -£2,262, - £524 0.207
treatment
p-value from paired t-test
* The majority of these participants were considered non-responders at week 8.
Table 15. Change from baseline in SCCAI

ITT analysis (N = 80)
Visit Mean | SD Range Change from baseline 95% CI p-value
Baseline 8.3 2.38 2-13 - - -
Week 2 4.9 2.77 0-11 -3.34 -3.90, -2.77 <0.001
Week 8 4.2 3.54 0-13 -4.08 -4.93, -3.22 <0.001
Week 26 4.1 3.72 0-13 -4.18 -5.11, -3.24 <0.001
p-value from paired t-test
Table 16. Change from baseline in EQ5D-5L -predicted values

ITT analysis (N =79)
Visit Mean | SD Range | Change from baseline 95% ClI p-value
Baseline 0.6 0.18 0.0-1.0 - - -
Week 2 0.7 0.17 0.0-1.0 0.09 0.05, 0.12 <0.001
Week 8 0.8 0.20 -0.2-1.0 0.11 0.06, 0.16 <0.001
Week 26 0.7 0.23 -0.1-1.0 0.10 0.05, 0.16 <0.001
p-value from paired t-test
Table 17. Change from baseline in PGA

ITT analysis (N = 80)
Visit Mean | SD Range Change from baseline 95% CI p-value
Baseline 2.2 0.41 2-3 - -
Week 2 1.6 0.55 0-3 -0.65 -0.79, -0.51 <0.001
Week 8 11 0.93 0-3 -1.09 -1.31, -0.87 <0.001
Week 26 1.2 0.97 0-3 -1.05 -1.27,-0.83 <0.001

p-value from paired t-test
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Appendix 2

Factual inaccuracies identified in the ACD

Original Text

Correction / Query

Section 3.10:

“The price of infliximab is £419.62 for a 100 mg
vial containing powder for reconstitution
(excluding VAT; BNF edition 67). Assuming the
patient weighs 77 kg and the recommended
dosage for infliximab is followed (see section
3.8), the cost of infliximab induction therapy is
£5035; the monthly cost of infliximab
maintenance therapy is £210. Costs may vary in
different settings because of negotiated
procurement discounts.”

AbbVie’s calculations for infliximab’s monthly cost
during maintenance shows it to be £839.

1 unit = 100mg infliximab = £419.62

77kg patient x 5mg/kg dose = 385mg = 4 units
4 units x £419.62 = £1678.48

Dose frequency = every 8 weeks

Monthly cost = £1678.48 / 2 = £839.24

Section 4.3:

“The Assessment Group noted that none of the
trials included patients who had been treated
before with corticosteroids and mercaptopurine
or azathioprine, even though adalimumab,
golimumab and infliximab are licensed for
patients whose disease has had an inadequate
response to, or who are intolerant to or have
medical contraindications for, such therapies”

This statement is incorrect, as patients in the
ULTRA studies would have moderate-severe
disease despite either still receiving corticosteroids
or immunomodulators or had previously failed
them.

Eligibility for ULTRA studies states “Adult
ambulatory patients with moderately to severely
active ulcerative colitis, defined by a full Mayo
scorel6 (including endoscopic assessment) of 6-
12 with an endoscopy subscore of 2-3, despite
concurrent and stable treatment with oral
corticosteroids and/or immunomodulators, were
included... Concurrent therapy was not required
for patients who failed to respond to or could not
tolerate previous corticosteroid or
immunomodulator treatment, as judged by the
investigator.”

Section 4.6:

“The most frequently reported adverse event in
both RCTs was worsening or flare up of
ulcerative colitis (ULTRAL: adalimumab 5.8%,
placebo 9.4%; ULTRAZ2: adalimumab 22.6%,
placebo 29.2%)”

“The most frequently reported adverse event in
both RCTs was worsening or flare up of ulcerative
colitis (ULTRAL: adalimumab 3.6%, placebo 4.0%;
ULTRAZ2: adalimumab 22.6%, placebo 29.2%)

Additionally, we are unable to determine where the
29.2% in the placebo are is quoted from and
question whether this is accurate.

Section 4.7:

“In ULTRAZ2, however, changes in IBDQ scores
at week 52 were higher in the adalimumab
group (27 compared with 19; p<0.05).”

In ULTRA2, however, changes in IBDQ scores at
week 52 were higher in the adalimumab group vs.
placebo (27 compared with 19; p<0.05).

Section 4.19:

“Maintenance of clinical response or remission
at week 32 for patients starting in remission at
week 8: golimumab 50 mg had the greatest
effect compared with placebo, but the effect
was not statistically significant (=0.36, 95% Crl
-1.33 to 0.62).

From p100 in the Assessment Report:

“All  treatments except adalimumab were
associated with beneficial treatment effects relative
to placebo with the greatest effects being
associated with golimumab 50mg (-0.63; 95% Crl:
-1.36, 0.11) and golimumab 100mg (-0.61; 95%
Crl: -1.32, 0.11).”

Section 4.19:

From p104 in the Assessment Report:
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“Maintenance of clinical response or remission | Infliximab was associated with the greatest effect -
at week 52 for patients starting with a clinical | 0.36 (95% Crl: -1.33, 0.62) and was most likely to
response at week 32: infliximab had the | be the most effective treatment (probability of
greatest effect compared with placebo, but the | being the best = 0.56).

effect was not statistically significant (—=0.42,
95% Crl -1.06 to 0.21).“

Section 4.53: AbbVie was unable to replicate this result for
golimumab using the updated Assessment Group
“Compared with conventional therapy, the ICER | model provided and we therefore question whether
for adalimumab was £70,075 per QALY gained | this is accurate.

for golimumab it was £90,720 per QALY
gained, and for infliximab it was £96,682 per
QALY gained.”

! Armuzzi A et al. Adalimumab in active ulcerative colitis: A “real-life” observational study. Dig Liver
Dis 2013; 45 (9): 738-743

% Garcia-Bosch O et al. Observational study on the efficacy of adalimumab for the treatment of
ulcerative colitis and predictors of outcome. J Crohn’s Colitis 2013; 7: 717-722.

® Taxonera C et al. Adalimumab induction and maintenance therapy for patients with ulcerative colitis
previously treated with infliximab. Aliment Pharmacol Ther 2011; 33: 340-348

* McDermott E et al. Efficacy of Adalimumab as a long term maintenance therapy in ulcerative colitis.
J Crohn’s Colitis 2013; 7: 150-153

® Qussalah A et al. Long-term outcome of adalimumab therapy for ulcerative colitis with intolerance or
lost response to infliximab: a single-centre experience. Aliment Pharmacol Ther 2008; 28: 966—972

® Gies N et al. Treatment of ulcerative colitis with adalimumab or infliximab: long-term follow-up of a
single-centre cohort. Aliment Pharmacol Ther 2010; 32: 522-528

! Feagan BG et al. Adalimumab therapy is associated with reduced risk of hospitalization in patients
with ulcerative colitis. Gastroenterology 2014; 146(1):110-118

® Reich KM et al. The incidence rate of colectomy for medically refractory ulcerative colitis has
declined in parallel with increasing anti-TNF use: a time-trend study. Aliment Pharmacol Ther 2014,
40: 629-638

° Lordal, M. et al; Health care consumption and treatment of ulcerative colitis in Stockholm County; J Crohn’s
Colitis 2014, 8S1: S329

% \Wolf D et al. Escalation to weekly dosing recaptures response in adalimumab-treated patients with moderately
to severely active ulcerative colitis. Aliment Pharmacol Ther. 2014. EPub ahead of print

! Royal College of Physicians. National clinical audit of inpatient care for adults with ulcerative colitis:
UK inflammatory  bowel disease (IBD) audit. June 2014. Available  from:
https://www.rcplondon.ac.uk/sites/default/files/adult ibd inpatient care audit web.pdf [Accessed: 24
July 2014]

' Gies N et al. Treatment of ulcerative colitis with adalimumab or infliximab: long-term follow-up of a
single-centre cohort. Aliment Pharmacol Ther 2010; 32: 522-528

13 ClinicalTrials.gov. A multicenter study to evaluate the impact of adalimumab on quality of life, health
care utilization and costs of ulcerative colitis subjects in the usual clinical practice setting (InspirAda).
Available from: http:/clinicaltrials.gov/show/NCT01550965 [Accessed 6 October 2014]

" Jowett S et al. The short inflammatory bowel disease questionnaire is reliable and responsive to
clinically important change in ulcerative colitis. Am J Gastroenterol 2001; 96: 2921-2928

'* NICE Technology Appraisal Guidance 187. Infliximab (review) and adalimumab for the treatment of
Crohn's disease. http://www.nice.org.uk/quidance/tal87/resources/qguidance-infliximab-review-and-
adalimumab-for-the-treatment-of-crohns-disease-pdf

'® Dignass A et al. Second European evidence-based consensus on the diagnosis and management
of ulcerative colitis part 2: current management. J Crohns Colitis. 2012 Dec; 6(10):991-1030.
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NICE Review of Infliximab, Adalimumab and Golimumab — Public Call for Evidence

October 2014

Individual submission forwarded via Crohn’s and Colitis UK

Ref: NICEMTAO001

| am a 67 year old male and have had Ulcerative Colitis since | was 21. For the last 46 years the
disease has controlled my life (and the lives of family members) - absolutely! It has affected both
my work life and social life.

The impact on my working, social and family life has been considerable

Impact of UC on my life - UC had an adverse bearing on how | performed my job and my
confidence levels on a daily basis. My career as a marketing manager was severely impacted.
During meetings | needed to leave the room several times an hour to relieve myself. Colleagues
were aware | was unwell but | was too embarrassed to tell them why.

When travelling for work, | had to plan journeys using motorways. This enabled me use WC'’s at
motorway service stations en-route. On occasions, | was also forced to stop by the roadside so |
could relieve myself on the hard shoulder, crouching between open front and rear doors. Probably
illegal - definitely embarrassing.

| have had to abandon meetings through feeling unwell so | could return home (sometimes over
100 miles away) to meet with my consultant for emergency treatment.

When experiencing a flare up | need to remain housebound to stay near toilet facilities. When able
to leave the house | need to find where public toilets are located in case | get the urgent need to
go. Attimes | have forgone holidays abroad because of toilets restrictions on airplanes.

The Progression of My UC Flare ups were less common in the early years and were controlled
by Asacol, prednisolone and Predsol enemas. All the while | was taking using codeine phosphate
and Loperamide to control the frequency of my bowel movements which during a flare up are
around 8 to 20 times daily, sometimes more.

Prednisolone caused mood swings and | put on several stone in weight. My mood swings had a
severe impact on my family life and marriage.

As my disease progressed, my life became one continuous flare up with all the attendant pain,
discomfort and embarrassment. My consultant continued to prescribe steroids (prednisolone and
predsol enemas) but in the end they were having no effect.

Eventually, | was forced to retire at the age of 56 when the affects of the disease grew so bad my
working life became impossible. As steroids were not having any affect my consultant prescribed
cyclosporin, which proved ineffective. My consultant then prescribed azathioprine but this caused
unbearably severe headaches and nausea.

If you have not experienced it, UC is a painful miserable life limiting disease. With all the pain,
tiredness and limitations on my life | became very depressed and | began to consider the futility of
carrying on.

My consultant said the next step would be surgery. | have resolutely tried to avoid surgery due to

the additional negative impact it would have on my family/social life. So a last resort my consultant
prescribed infliximab.
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October 2014

Individual submission forwarded via Crohn’s and Colitis UK

Ref: NICEMTAO001 (cont’d..)

Infliximab worked liked a miracle - After just ONE infusion my Colitis symptoms almost
disappeared and my life almost normalised. After the second infusion my Colitis was under
control. | lead an almost normal life. | could leave the house without having to plan potential toilet
stops and was free of the pain that had impacted my life for the last 40 years. Nor was |
experiencing the loss of blood, tiredness and anaemia that had been a feature of my life for so
long. In addition, subsequent colonoscopy examinations revealed that my bowel showed
no active sign of the disease.

After a couple of years on infliximab, my consultant asked me to change to Humira. | believe the
change was due to cost savings. So around two years ago | was prescribed Humira which

has proved very effective in keeping the worst of my UC symptoms at bay. | still lead an almost
normal life.

| am still resisting surgery because | have been informed that my ability to recover from surgery
is reduced because of my age.

I have not suffered any apparent side affects using infliximab or humira. | am aware that my
immune system is reduced and take great care to stay away from people with obvious illnesses,
e.g. cold symptoms or cold sores, etc. | have noticed though that | take longer to recover from any
common illnesses that | get.

| am also aware that | am more prone to other more serious illnesses and cancers. But | rely on
my consultant to monitor and screen me for potential side effects.

MY PLEA TO NICE UC and Crohns are always mentioned in the same breath. They have similar
symptoms and causal factors. . | cannot see the logic and fairness of funding Crohns and not UC.

My UC symptoms would return if NICE were to withdraw funding for my Humira. Conventional
treatments are no longer working for me and surgery in not an option. Please continue funding for
Biologics for UC.

This submission focuses on the impact of the Personal Independent Payment (PIP) assessment
on people with Inflammatory Bowel Disease (IBD).
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October 2014
Individual submission forwarded via Crohn’s and Colitis UK

Ref: NICEMTAO002

I was first diagnosed with pancolitis in November 2011 aged 28. | was treated with IV steroids in
hospital and mesalazine. This worked for about 9 months after | was discharged. In January 2013 |
had to start on oral steroids again due to a flare up and every time | came off the steroids between
January and November that year my UC would flare up again. In November my consultant said he
was not happy to prescribe me any more steroids. | was also unable to take aziothiaprine as | also
had pancreatitis at the time of diagnosis and aziothiaprine is not compatible with this. So, my
consultant wanted me to start methotrexate and infliximab as my next best option. | started
methotrexate in November 2013 and have been trying to secure funding for infliximab ever since. |
have been refused funding by the CCG but am now waiting to hear the decision from the individual
funding team for me as a special case.

Currently the methotrexate is working ok for me but it is incompatible with pregnancy. | was
married in April 2014 and my husband and | would like to start a family. We cannot do this while |
continue to take methotrexate. | feel that the decisions (based on the current NICE guidelines) are
preventing me from having the opportunity to have a family of my own. If the NICE
recommendations are upheld after this consultation, there would not be any benefit to me. Surgery
is a very serious consideration for me and not a decision | would take lightly, particularly as |
haven't had a family yet. There is no alternative for me at the moment than to stop taking
methotrexate and hope my colitis will not relapse in the 6 months | need to clear the drug from my
system in order to try to get pregnant.

The NICE view that using biologics for patients like myself is not cost-effective seems very harsh to
me and feels like it prejudices those who have not already had children. Surgery options will
permanently affect people's quality of life and should always be a last resort. If there are drug
treatments that can delay or prevent this outcome then | believe people should be offered the
opportunity to try biologics if they could work for them and they cannot take other options. | would
imagine the costs of fertility treatment for those who cannot use biologics would be extremely high
so wonder if NICE have compared the cost of allowing short-term use of biologics for people such
as me, i.e. 9-12 months coverage, to get pregnant, versus the cost of a surgical plus fertility
treatment option. If they have not then maybe they should be encouraged to do so otherwise there
is a risk that their proposals discriminate against women of child-bearing age.
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Ref: NICEMTAO03

Having being diagnosed with UC 3 years ago | was given all the normal medication which for 2
years held my condition at bay. At the end of last year | had a massive flare up which resulted in
medication no matter what doses | had would not control the flare up. | was left not being able to
work as to the frequent need for the toilet anything up to 20 times a day. This left me losing lots of
weight, feeling permanently tired , fatigued and depressed. After many appointments at the
hospital and many tests It was agreed that | could have infusions of infliximab. | had the first of 3
on the 12th June within 48 hrs the improvements were remarkable, | then had another 2wks later
then 4wks after that.

Since then | have returned to a normal life almost as good as before | was taken ill over 3yrs ago.

It may be expensive but if the results are as good as most sufferers of UC report this must in the
long term be very cost effective to the NHS.
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Ref: NICEMTAO004

| was put on infliximab in August 2013 after being taken into hospital as an emergency very ill. |
had 17 BM the first day admitted. Cortisone did not work for me after 5 days. It was then | was put
forward for infliximab. It was administered at 7 pm over 2 hours. By

5 am the BM had almost ceased. | could not believe it was happening to me but it did.

The relief was fantastic.

I have suffered with UC for about 45 years the doctors in the olden days said it’s just one of those
things and did not take much notice of me. Never had any treatment over about 30 years.

My mother suffered with it and eventually had an iliostomy for 26 years, this was what was facing
me if infliximab did not work. | know how my mother suffered with it | did not want to go down that
route. | looked after her the later part of her life and changed her bag for her on many occasions
so | knew what | would be facing.

Little did I think | could be facing the same situation near the end of my life If infliximab was taken
away from me | am sure | would not cope with an iliostomy .

I have never felt better in my life . | am so grateful to being on infliximab. Please use this email to
show NICE my views and thank them for me to able to put on it.
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Ref: NICEMTAO005

In 2012 | had severe UC it had become steroid resistant and | couldn't tolerate 6MP azathioprine |
was put on 6 weekly infusions of Infliximab as a last hope solution! Within days my 20+ toilet visits
per day were down into single figures Within 6 weeks | was normal | had a colonoscopy 3 months
later and my colon looked normal! | was in remission | have stayed this way ever since | have
received 7-8 weekly infusions now for 22 months and only had | minor flare up in March this year
which was the direct result of trying to make me go 9 weeks between infusions If | have an infusion
every 7 weeks | don't have UC Infliximab has given me my life back Its been my wonder drug
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Ref: NICEMTAOQOQG6

As a patient who has UC and has been treated with Infliximab, all be it privately through health
insurance, I'm very concerned that this treatment will not be made available to all suffers who do
not respond to conventional medicines as myself. My experience of Infliximab is indeed that it is a
wonder drug, one that prevented surgery and effectively brought a normal life back to me.

| was diagnosed with UC finally after 2 years of visits to my GP where very little was done, |
managed to persuade my GP to refer me to a consultant, Mr Przemioslo in August 2012 where the
disease was confirmed, after treatment with Asacol, Salofalk, Prednisolone and Azathioprine failed
to control the condition over the next 12 months the decision was made for me to begin a course of
3 Infliximab infusions over a 6 week period.

There was an improvement a short while after the first infusion, with the condition finally under
control by the end of the 6 weeks, and has been in remission since then simply controlled with
Asacol and Azathioprine once dalily.

It is not difficult to relay the difference that Infliximab made to my life, | could return to work on a
normal basis, which as it happened was working on Bristol’s new super hospital, rather than pretty
much confined to home working, it meant that normal bowel function was returned at a healthy
frequency, not the 20 times a day just 6 weeks previous. Infliximab allowed me to have a normal
life, enjoy days out and simply not worry anymore, obviously my mental state was so much better
as well as my physical state.

To take this opportunity away from sufferers of this cruel condition is not acceptable and NICE
must acknowledge the amazing benefits this drug can bring to UC patients. To differentiate
between UC and Crohn’s patients is also not correct, however why is this not obvious to NICE?
Sometimes | wonder if those making decisions for NICE actually know what the acronym means, it
is certainly not clinically excellent to deny UC suffers a life changing therapy, one that may prevent
major surgery, one that can allow an ongoing normal life to be maintained afterwards by simply
taking some very inexpensive medicines.
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Ref: NICEMTAOO7

| am speaking as a concerned mother of a sufferer of UC. My daughter was diagnosed with UC
following a prolonged bout of bloody diarrhoea and 2 visits to A&E and a stay in hospital.

It was only thanks to very understanding teachers and the Gastro staff at Queens Hospital,
Romford, that my daughter Aimee, was able to complete her A levels and obtain a place at her
chosen University. It is only through her ongoing drug regimen that her health remains fairly stable
and that regimen is Pentasa, Azathioprine and Humira. Without the Humira added to her regime,
she would neither be able to continue her studies, nor lead a fairly normal life and a very valuable
life experience would not be open to her. She is now 19 and has, hopefully, a long and active life
ahead of her. To consider denying her that because of a money saving exercise is unacceptable
to us. There are many sufferers in similar positions | am sure and | believe that those with the
ability to help have the responsibility to help. They ALL deserve more from their health service, not
less.

IBD is a nasty set of conditions, under-publicised, under-researched and totally undeserving of this
kind of cruel and senseless treatment. You cannot let this happen. You must not let this happen.
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Ref: NICEMTAO008

| currently take Humira (adalumimab) and have done for over 2 years, without this | would have
already had to have surgery. Instead | still have all my insides and am able to lead a normal life.

My experience of living and dealing with UC is a slow degeneration in the function of the colon
which has impacted every area of my life. | have had to systematically work my way through all
conventional treatments with varying degrees of success, but none which have successfully got my
UC into remission.

I have suffered severe side effects to the medications prescribed and have often had to take
multiple medications at the same time - some to treat the UC and others to treat the side effects of
the other drugs. As a result, | have suffered eczema and psoriasis, extreme hair loss, depression
and low mood, weight gain due to fluid retention and 'puff' (made worse by having to take steroids
for a number of years), extended periods of proctitis, severe anaemia, insomnia, chronic and
debilitating fatigue, at times chronic constipation and at others lengthy extreme bouts of explosive
diarrhoea.

Since | received my diagnosis in 2007 and | have been on several kinds of mesalazine (currently
mezovant), azathioprine (I reacted badly to it), mercaptopurine, methotrexate, regular extended

courses of prednisolone. When none of this worked effectively my anaemia become so bad | was
hospitalised and had to have a blood transfusion of 2 units of blood along with fluids and steroids.

After this | was tried on Infliximab and had one transfusion which seemed to have an almost
immediate positive effect, all symptoms settled right down and | seemed to be going into remission
for the first time since diagnosis - but then within 6 weeks my liver stopped working properly and |
was hospitalised again with jaundice and suspected liver failure (it didn't fail but was definitely
struggling for a few weeks). | was hospitalised twice more (roughly every 6 months over a 2 year
period) as we struggled to get my UC controlled, regular colonoscopies and sygmoidoscopies
showed ongoing large areas of low-to-medium inflammation no matter what we tried.

When | was last admitted my consultant discussed remaining options, | am almost out of drug
options and surgery was given as a very serious alternative if things did not improve. | chose to
meet with one of the surgeons and a nurse practitioner in aftercare so that understood fully the
implications and what would lie ahead. | agreed to try the last option available to me, which was
the Humira injection - | figured | had nothing to lose and if it didn't work for me then at least | knew
I'd exhausted every possible alternative.

The positive effect of the Humira was a slow burner, rather than being a radical overnight change it
took several months to see that slowly things were settling down - my blood counts became more
normal, 1 no longer needed iron supplements, my fatigue levels became more manageable and my
last colonoscopy was completely normal. | have also managed to reduce my tablet load to 2
mezovant per day with one injection per fortnight, | stopped taking steroids 13 months ago too.

I have done a lot of work on improving my health and fitness levels, | have lost over 1.5 stone in

weight and now exercise daily. | am careful with my diet, but can eat more or less normally without
any problems.
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NICEMTAO0O08 (cont’d..)

| really feel that | have been given my life back with Humira - without it I would have been
subjected to surgery by now and would either be living with am ileostomy or may possibly have
had more surgery to reconnect my colon or what was left of it. This is incredibly invasive with an
extended recovery period each time, which would have a massive impact on my life and my
relationship with my partner and family.

| do not currently have children as my health previously was always so poor | doubted my ability to
fall pregnant or be able to maintain a pregnancy, never mind get through a birth and be able to
look after a newborn while trying to get my UC under control again. Surgery would have a major
negative impact on whatever fertility levels | have left after years of toxic medications. Now that my
health has improved and stabilised, | am hoping to be able to start a family in the near future, a
position | don't think | would be in if | had been denied the opportunity to try Humira.

I understand that this may not be a long term fix for all patients, but it has made a massive
difference to my health and enabled me to get stronger and fitter for whatever lies ahead - if my
future involves surgery after all then | am a stronger, fitter person now and better able to cope with
the recovery than | would have been a couple of years ago before | started on Humira.

I would like to see a faster route for patients to treatments such as infliximab and humira, as the
current conventional treatments are hit-and-miss at best and quite often have side effects worse
than the symptoms already being experienced. | know | personally spent years feeling like | was
being fobbed off each time there was a medication change, frequently being put on the highest
dosage allowed only for it not to work effectively for me and then have to go onto the next thing -
each time having to endure this for a minimum 6 months each time so that the drug could build up
in my system before its effectiveness could be properly measured. The drugs currently used for
conventional treatment have extreme side effects and in some cases are used for cancer
treatment and chemotherapy, so they are in a very different league entirely to popping a couple of
paracetomol.

If Humira was no longer available on the NHS, | would not be able to continue taking this treatment
and would have to again suffer the slow decline of my UC. This would lead to surgery which would
mean | would be reliant on my partner and family for an extended period as | would not be able
work, | would also be unable to pay my mortgage or bills and would be reliant on benefits while
recuperating. It is unlikely | would be able to fulfil my dream of having a family of my own.
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Ref: NICEMTAO009

| am age 33, and | was diagnosed with colitis aged 20. | now have an amazing career, a loving
fiancé, a really nice kind family and | also have my health. However, at age 20, little did | know of
the roller coaster of events that would follow, and | am glad of that!

| was diagnosed with colitis whilst completing a year placement as part of my degree, where | was
working away from home. The first symptom was complete overwhelming tiredness. Then |
noticed blood on the toilet roll. | went to see the doctor twice where | was accused of having had
anal s*x! He said he would refer me to a surgeon, but the referral never came through in 6 months
despite me going back to see him. Clearly not a clued up doctor about such a serious illness.

| then went back to my university town doctor in Lancaster, and they were a lot more clued up.
They sent me straight to see a gastro consultant in Lancaster hospital, and on the spot | was told |
had proctitis. Things quickly got worse in that year though and | ended up on steroids as | was
bleeding quite heavily. | needed an extension to complete my dissertation whilst at university - |
was very lucky as university obliged, and | still came out with a first class degree and | then landed
my dream job at KPMG. However, after not having worked there for too long, | unfortunately
ended up in hospital back up in Lancaster as the doctor in London thought it would be nicer for me
to be nearer to home. He always told me | was such a pale girl and always looked so unwell and
that he was very concerned if | would not admit myself into hospital.

Whilst in hospital, the steroid experience was awful for me. | had hallucinations in hospital and
then there was extreme mood swings from a complete lack of sleep. | probably slept about only 10
hours in over a month. | was shaking and then laughing uncontrollably and then crying at nothing.
What a really horrible experience and | don’t know why it affected me so badly, the doctors
seemed to shrug it off as steroid mania! | also lost my memory, to the point, | never have felt it has
come back completely. Again | was lucky, as KPMG treated my very well and | went back to work
on a phased return. However, due to my medication which was azathioprine, asacol and steroids
again at the time, my head was literally falling onto the table with tiredness. | decided to relocate
to Manchester office back home so | could be with my family and be well looked after.

| struggled on for about 6 more years and was bleeding heavily each day and was completely
exhausted but was managed as an out-patient of Blackburn hospital, perhaps inappropriately at
this time. | studied in nutritional therapy, paid for acupuncture, homeopathy, all sorts of probiotics
from America, and had all kinds of other therapies desperate to get better, spending a large part of
my wage on this, well into several thousands of pounds. However, after a trip to Mexico and
contracting Salmonella, then | was severely ill. 1 ended up in intensive care and was told by then
my colon was affected the whole way round. | was too poorly to even have a colonoscopy as the
doctors feared my colon would rupture. | had a sigmoid scope and was not allowed sedation as |
was so poorly, and surgery was on the cards, but | was lucky | just escaped. My mum, dad and |
had to literally beg the surgeon not to do it, we said | wasn’'t married, and too young to have this
happen. | was very unwell though at this point at 7 stone, 12 pounds, and | had formed a large
abscess that needed to be drained and peritonitis to go with it from what the doctor described as a
small rupture.

Thereatfter, | still wasn’t well, | also came down with C Diff, and the days in work and the

embarrassment of having to permanently sneak about and run to the toilet, mid-way through
meetings was extremely embarrassing. | also remember numerous accidents in the car, literally
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walking into work etc. Despite all this, I still worked full time in a pressured job, and had moved to
Deloitte. | didn’t want the illness to stop my career.

However, | then became ill again, going to the toilet once more over 30 times per day, and this
time, having just bought my first apartment, | ended up in hospital in Manchester. | had a bath the
morning before | went to A&E, knowing what would likely happen, but hoping that because things
were so severe perhaps it was C Diff again, and could they just check that out, as | didn’t feel |
could have more time off work in hospital again? | said to who became my new consultant at the
time, | cannot stay in hospital; | am working on an important job. He told me | had to stay in
because if not my colon would rupture and | would be in surgery, and | was potentially only hours
away from that.

| stayed in hospital for 2 weeks and again went through my 3 horrific steroid experience with all
the emotions and memory loss that went with it once again. | also got terrible depression once |
got out of hospital and didn’t care for my job or much else. Totally off character for me, and
certainly a side effect of the drugs needed to get me better. The positive however, was that the
consultant told me they couldn’t be sure if | had Crohn’s or colitis, but that they had a drug that
would likely cure me of my iliness, infliximab. | cried my eyes out in hospital, reflecting on the last
10 years and how ill | had been and wondering why the other hospitals hadn’t helped me to get
better.

I am now 2.5 years on from that experience. | have met my wonderful fiancé, who would now put
up with me even if | did have to have the dreaded operation. However, had he met me prior to
that, maybe it sounds superficial, but he probably would have not been with me. We have a
wonderful new home, 2 kittens, and as you will guess, | also have my health. | couldn’t be more
grateful to the wonderful consultants at Manchester Royal Infirmary who have literally changed my
life. | spent the last 18 months on secondment to Barclays, where | was able to sit through 3 or 4
hour meetings without going to the toilet. | would not have been able to do this before infliximab
and it would have been one of the most embarrassing parts of my career ever had that not been
the case, as | was working closely with one case director every day that would have spotted this
happening, and | wouldn’t have been able to hide it at this point. There is no blood now and | am
so grateful for this. | am still extremely tired, but | can cope with that, | mean | have everything else
at least for now. | do sometimes fear my illness coming back, but | know that whilst on infliximab
this appears unlikely given | have been well for so long. This also means | contribute a significant
amount in taxes, as | earn more than £80k so hopefully | am at least doing my bit for the NHS in
this manner, and who knows maybe | will move on to more that will mean | can continue to
contribute even more. | don’t think this would have been at all possible had | had surgery, and |
also don’t think | would have met the man | am marrying too. Decisions as immense as
considering to remove infliximab from those who really need it should be considered with this
context and thought. How from the above can you possibly even believe it might not work?

I know a friend who had surgery who suffers with her confidence terribly. She is my year at school
and was born the day after me. She is single and is still very unwell with pouchitis and also
overwhelming tiredness. Perhaps | got lucky by the nature of the consultant and the drug he gave
to me but | do believe this serves as a stark contrast.

Please, do not take this drug away from me, or from those that need it most.
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| was diagnosed with UC at the age of 60, which had a huge impact on my life. | was treated with
Mesalazine from the onset which eventually controlled the disease, but not before | experienced
the stress and inconvenience of urgently visiting the toilet between 9 - 13 times before midday,
watching everything | consumed for anything that might trigger, or cause the condition to worsen.
This resulted in huge weight loss, weakness and fatigue, not to mention complete loss in control of
my life. | was given anti depressants as | was off work and unable to return until a suitable
hours/post was found 14 months later!

I do not have firsthand experience of the drugs in question, but | cannot emphasise enough the
devastation that this disease causes and my heart goes out to those who are diagnosed at a far
younger age. People do not choose to take these medications, but without them they lead
difficult lives and make exceptionally hard choices on a daily basis. The effect on other family
members, loss of job/earnings and the general taboo from other sources cannot be under
estimated, nor the impact it has on individuals.

NICE should ask themselves how they would feel if a drug that allowed near normal lifestyle, such
as work, leisure, taking a holiday, or a day's outing was removed.

Please support those effected and allow them to lead as normal a life as possible; they are usually
determined to work and do not want to be supported by the British tax payer.
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I had 3 loading doses of infliximab back in early 2014 to control a severe flare up of UC and to
prevent further surgery. | had a subtotal colectomy and ileostomy formation last year. It worked
brilliantly and | was amazed at my quality of life! For the first time in ages, | felt ‘normal’. Then the
funding ran out. Unfortunately, | received no further funding despite my consultants and IBD
team’s best efforts. I've been keen to avoid further surgery as it carries the risk of infertility amount
other things. Finally, 3 or 4 months after my last dose, | was in one of my worst flare ups and
stayed in hospital for 12 days. | was having reactions to azathioprine and 6MP and we’d tried
everything else. Doctors somehow managed to secure a further 3 doses but there was no point.
Being off it so long gave my body the chance to start fighting it and it's no longer so effective. |
was absolutely gutted. I'm now scheduled to have surgery to remove my rectal stump in less than
2 weeks and it's awful knowing that it could have been avoided. Of course, I'd like to have children
one day, but I'm not sure I'll be able to accept it if things go wrong, especially knowing that all this
could have been avoided. My surgeon also wasn't keen to operate at first. I'm bleeding so much -
up to 4 or 5 times a day. I'm exhausted and can't leave the house for days. I'm having severe
anxiety issues and | think that it could have been so much easier had | been allocated more
funding rather than being to feel so worthless.
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| am a male UC patient, diagnosed 10 years ago when | was 50 years old. At that time | was living
and working in the USA and for the first 4/5 years the occasional flare-up was treated successfully
with prednisone. In 2010 the prednisone stopped being fully successful and the condition
worsened to the point that | was admitted to the MAYO clinic in Jacksonville Florida for treatment. |
had been taking Asacol regularly and the treatment was changed to Azathioprine, unfortunately |
was immediately ill and the Azathioprine stopped. My work entailed a great deal of international
travel and any form of transfusion products would be difficult.

Fortunately Humira had just been approved as a medication for Ulcerative Colitis by the major US
insurance companies and | started the treatment with great success, no side effects and very easy
to travel with the medicine in a cold bag.

In 2012 I returned to the UK and was unable to continue with the Humira and immediately became
ill. 1 have had 2 colonoscopies on the NHS, a five day stay in hospital and am still experiencing
flare-ups which never really get cured.

I am an extremely active 60 year old and am not ready for surgery, It would be good if Humira was
made available for UC in the UK.
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I have suffered with ulcerative colitis for five years and my father had had the condition for over
twenty years. My Father’s UC never responded to conventional therapies resulting in him having to
undergo an ileostomy 15 years ago. With the benefit of hindsight he feels that this decision was
made to quickly and without proper consultation and understanding. As a result of this surgery my
father had to take on a less demanding job eventually resulting in early retirement through poor
health due to an infection. His surgery also resulted in marriage difficulties.

My condition in comparison has been controlled using medication. It has taken a period of
approximately 2-3 years to get my UC properly under control. The medication that | use enables
me to maintain a career as a professional engineer including foreign travel and contribute to
society and pay my National Insurance contributions. | persevered with azathioprine but eventually
had to stop it because of sickness. | was lucky again after many months of perseverance a
concoction of drugs held my condition at bay. This was almost my last chance at treatment but it
kept me positive when my consultant said there was infliximab, adalimumab and golimumab.
Clearly the National Health only use these drugs as a very last resort and sparingly. In my
experience they are a better alternative to surgery especially with regard to quality of life.

After witnessing the negative effect of surgery on my father’s life | would avoid surgery at all cost in
favour of any medication.

| also have a work colleague whose partner works as a professional for a leading pharmaceutical
company who uses infliximab. She lives a great life and is the life and soul of every social function
thanks to infliximab. She suffers no negative side effects.

| think it is morally wrong to compare surgery to drug treatment purely on commercial levels;
everybody should have the basic right of the best available quality of life. Even after surgery my
Father has suffered from numerous infections and has had problems with his bags. This has
resulted in him no longer travelling abroad and is reluctant to visit all but the closest family
members.
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Following years of misdiagnosis from our GP and getting progressively worse my husband was in
and out of hospital all year for treatment to get this condition under see control.

He was on a number of different drugs and nothing was working. He was so ill and as his wife and
with our small child life was extremely difficult and upsetting. It wasn't until he was finally given
(and not given lightly) infliximab that his quality of life improved by getting it under control. Sadly
his condition was already so bad after being left for so long he had to have the surgery a year later.
However it was a respite miracle for our little family after he had this drug. He wasn't able to take it
again as second time around he had a bad reaction to it. However it completely eased his pain and
suffering for a good amount of time. This is more valuable than anything and it saddens me to think
others may not get its help.

I know it's expensive but if the people making the decision to withdraw it could really see and
understand the relief and control it gives for the sufferer and their families they wouldn't withdraw it.
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| was diagnosed with this condition in April 2009 and with the exception for two periods of
remission | have been continually unwell since then and my life has become almost unbearable.
I have 3 children aged 6, 4 and 2 and my family live 240 miles away in North Yorkshire which
means that the help they are able to afford me is very limited.

My day to day life involves driving my eldest child to school as | can’t walk the 2 mile there as |
wouldn’t make it without needing the toilet. | then | have to drive a further ¥% mile to my 2™ child’s
pre-school, again for the fear that | would need the toilet as | have less than 10 seconds from
needing to go before | do actually open my bowels. At least if I'm in the car | can drive straight
home if the worst does happen. | then stay at home with my 2 year old before | have to pick up my
pre-schooler. While my youngest sleeps after lunch | put on the TV for my middle child so | can try
and have a nap on the sofa as | am so badly anaemic | can’t stay awake. The school pick up
follows and then | drive straight home again.

| can’t take my children to the park, for a walk or play date or any of the other simple things that |
used to take for granted. | do nearly all my grocery shopping on line and | cannot visit any shop
that doesn’t have a car park and a toilet on-site. This makes buying things such as a birthday card
or school shoes nearly impossible unless | buy them from the local supermarket. It goes without
saying that | do not have any kind of social life myself as it is simply not possible for me to go out
when | may need to open my bowels with no warning. My relationship with my husband is also
under a lot of pressure for obvious reasons.

| am 35 years old and feel like an old woman. Instead of being in the prime of my life, my world
has become so small due to this horrific disease and therefore so have the lives of my children.
The constant tiredness and the mood swings caused by all the steroids | take have made me a
pretty poor mum. Recently my 2 year old son had to have an operation and | was too ill to stay with
him in hospital overnight. It broke my heart. | want to get a job, enjoy my children and just start
living again.

I have tried Mezevant XL, Pentasa, Steroid enemas, Non-steroid enemas, suppositories,
Methotrexate, Azothioprin, Prednisolone

After receiving Humira during my recent admission to UCLH my life changed dramatically and
thankfully the timing couldn’t have been better as | have been able to lead a normal life during the
school holidays. When | say ‘normal life’, | do actually mean normal in terms of park trips, picnics
and going out for a coffee rather than anything out of the ordinary but it has been amazing. | feel
like a huge weight has been lifted off my shoulders and it feels fantastic. When | am unwell the
constant anaemia make everyday life feel like wading through treacle, the pain can be crippling.
The very real concern of faecal incontinence gives me physical symptoms of stress as well as
affecting me emotionally and mentally. The isolation | have felt has been over-whelming.

While | am still well currently, | have noticed some small changes which in the past have been the
start of a flare up. | count every single day that | lead a normal life as a blessing and a bonus and |
am asking you from the bottom of my heart to re-consider your decision to decline further funding. |
do understand that Humira hasn’t been approved by NICE for my condition and know that you
have every right to turn me down. | also fully understand that there has to be a cost / benefit ratio
but considering the amazing response | have had to the initial doses and the cost involved in a
hospital admission (I have been admitted to hospital at least 7 times) | believe my case may be
exceptional.
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I have had Ulcerative Colitis for the past eleven years and have been treated for my condition in
many ways including drugs, infusions, enemas and injections. | have had quite a few serious flare
ups over the years.

These flare ups make me feel quite ill needing the toilet many times a day and leaving me tired
and weak. This does have a negative effect on my family and my ability to work.

| was first treated using anti inflammatory drugs and later steroids. The steroids do help to clear the
flare up but inevitably | become steroid dependant and when the dose is reduced the flare up
returns. It has taken up to two years to get off the steroids without a flare up.

In the first instance | was treated privately on my medical insurance but latterly | have been treated
on the NHS. | have only praise for the treatment | have received.

I have been prescribed azathioprine but reacted against this drug. | also tried infliximab infusions
but | developed antibodies and had to stop this treatment.

Steroids have been prescribed in my latest flare and | have been able to reduce the dose to almost
nothing with the help of Humera injections every two weeks.

| am not happy about the effect of long term use of steroids on my body and am pleased to be on a
low dose.

Obviously | would prefer to take medication to deal with my Ulcerative Colitis but am concerned

that if | am unable to continue with my injections | may face surgery in the future which | want to
avoid.
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Since | was diagnosed with UC in 2008, | have found that | am completely intolerant to mesalazine
(suffering every side effect possible) and have struggled to contain my UC with azathioprine and
topical steroids. The latest treatment | tried was alicaforsen and this had no effect whatsoever.
Withdrawing drugs like Infliximab takes me one step closer to surgery which | dread so please do
not take away such opportunities when there are success stories out there to show that it can
work.

Page 20 of 68





NICE Review of Infliximab, Adalimumab and Golimumab — Public Call for Evidence

October 2014

Individual submission forwarded via Crohn’s and Colitis UK

Ref: NICEMTAO018

My fiancé suffers from severe UC. It began in her early 20's and had plagued her for a decade
before she was offered Infliximab. This was a decade that was nothing less than a nightmare.

My fiancé is an intelligent girl. She worked hard at school and later at university, achieving a first
class degree and masters. This achievement is all the more impressive considering that she would
be running to the toilet some 20-30 times a day, without warning, to pass blood.

This was pretty much the theme for my fiancé's 20's, a time that should have been spent enjoying
life. It was a very difficult period in her life and her general health was atrocious, with her ending up
in intensive care twice and spending weeks in hospital.

Please try and understand how hard life would be if at any time and without warning, on a regular
day, you could find yourself seconds away from involuntarily passing blood from your back
passage. You could be anywhere, at work, out shopping, on a plane, anywhere! This was my
fiancé's life for a decade, not a nice thing to happen to a young girl, a very nice young at that.

One day my fiancé was laying in a hospital bed, completely fed up, surrounded by doctors who
were drawing pictures of her colon on a whiteboard and telling her she was going to surgery to
have it removed, and would have to carry a bag with her for the rest of her life. Her parents begged
the doctors for an alternative and it was decided that the one last option that remained would be
given a chance but if it failed surgery would go ahead. This last option was Infliximab.

Infliximab worked. For the first time in just over ten years my fiancé's symptoms ceased. She could
go out without fear, she could do the most basic things in life that other people take for granted.
She was cured. There were a lot of tears, all of joy and not only from my fiancé, but from her whole
family and friends. Everyone breathed a massive sigh of relief and said a prayer of thanks for this
miracle.

My fiancé is a good person, she has a heart of gold and deserves this chance of a better life.
There is no price you can put on the happiness she had found in Infliximab, each visit to receive
her infusion is its own miracle.

I know the country has a deficit. | know cuts are required and we all need to make small sacrifices,
but please, please let's keep the sacrifices that we all make small, let's not take the second chance
at life away from people like my fiancé.

| am begging you. You can email me, | will come to your home and get down on my knees and kiss
your feet. Please, for the love of everything sacred in this world, please don't take Infliximab away
from my fiancé. She didn't deserve to have UC, she didn't deserve the years of ill health and the
embarrassment that would often come with it. Please don't send her back there. Please!

I have no idea who you are or what your circumstances are, and | am very grateful that you have
read this email, but if you could just do one last thing for me. Imagine that my fiancé is your
daughter, that she is your little girl. It's a cruel and desperate request but please just imagine that
she was your own blood and ask yourself then if Infliximab is worth the cost.
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| was diagnosed with Ulcerative Colitis (UC) in 1997 and later diagnosed with Primary Sclerosing
Cholangitis(PSC) in 2010.

In order to manage my UC, | have been prescribed a number of medications over the years. From
that age of 7-18, | had been prescribed Sulphasalazine and numerous courses of both oral and
rectal steroids in an attempt to manage symptoms and to prevent subsequent flares.

| was teased at school, mainly name calling, which | guess was my first experience of “but you
don’t look sick” and | relied heavily on my parents throughout school years, often reluctant to
socialise with my peers due to a fear of not knowing where my nearest toilet would be, coupled
with a fear of not making it to the toilet in time. After contracting noravirus in January 2008, my UC
flared to the point where | was unable to walk the 15-20minutes it took for me to get to school due
to crippling stomach pains and excessive diarrhoea.

After a course of steroids was unable to control my symptoms, | was commenced on
Mercaptopurine in August 2008 and | appeared to respond well, although in April 2008 | started to
experience flu like symptoms and in May 2009 | was admitted to hospital with neutropenia sepsis,
due to the mercaptopurine.

At this point | was prescribed mezevant XL 2.8g with a course of steroids and | started to respond
well and managed to reduce my steroids by 5mg on a weekly basis until the course was finished. |
required an increase of my mezevant XL due to personal stress causing a flare of my UC and |
also required another course of steroids at this time. Over the years | have become dependent
upon steroids, whether it be prednisolone or budoneside. Since 2008, | have only managed a
period of 6months being steroid free, but even then, I still suffered the side effects (moon face,
mood swings, acne), which left me with low self esteem and low confidence.

In December 2013, | suffered another flare and was commenced on steroids once more. In April
2014, | required a course of rectal steroids to better manage my inflammation, but by May/June
2014, | was still losing a lot of blood and experiencing chronic diarrhoea and at this point Infliximab
was discussed as a possible course of treatment.

Since December 2013, | have been in regular contact with my IBD nurse and in July 2014, she
requested hospital admission, where | was given an IV course of steroids, however this started to
affect my mental health and after discussion with my consultant, this was stopped an oral steroids
commenced again.

| was granted approval for Infliximab on August 1% 2014 and had my infusion on August 7. It
wasn’t until | received my second dose on August 21 that | started to notice an improvement, |
was no longer experiencing blood or mucus with my bowel movements and | noticed that | started
to have more energy, for a period of time, | couldn’t stand for more than 5minutes without being in
excruciating pain.

| do notice that for 3-5 days before I'm due an infusion, my symptoms reoccur, however once |
have my infusion, these quickly settle and | find I’'m not as fearful to socialise with my peers.
Family, friends and colleagues have commented on how well | look compared to before my
admission, and | believe Infliximab has been responsible for this marked improvement.

I’'m aware that surgery is in my future, but given the low self esteem and low confidence | have
experienced over the 17yrs, I'm psychologically prepared for it and | find Infliximab is less invasive
and allows me to get on with my life as fully as possible.
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My daughter was diagnosed with moderate ulcerative colitis more than two years ago, and had
symptoms for at least two years prior to the diagnosis being made. As the disease developed, she
was given various medications to help manage her condition. Until May this year (2014) the
medication she was taking did not really work. With constant flare ups of her disease and effective
control through azathiaprine, asacol and steroids not working, my daughter at the age of 15 - just
before her GCSE exams - was offered infliximab as her ulcerative colitis had become steroid
dependent. The centre where my daughter is receiving treatment did not enter into this course of
action without assessing the chances of success, and having carried out their analysis, it was
deemed that my daughter was a good candidate for having infliximab which would continue to be
effective after a year of use.

Since having regular infusions of infliximab the impact on my daughter’s day to day living has been
a revalation. Not only does she now look more normal as she doesn’t have the side effects from
the steroids, she has stabilised her weight and has been able to attend school regularly. Prior to
her infliximab infusions she had extended periods of time away from school which isolated her
from her peer group and had a very negative impact on her self esteem and her ability to maximize
her potential in her school work. My daughter was a very sporty child before diagnosis, however,
since her diagnosis her engagement in sporting activity has been hugely reduced - that is until now
and since she has been on infliximab. My daughter is now able to participate in sport like any
other child at her school, and this has had a very positive effect on her. Now my daughter comes
home from school tired because she has been active, not because she is exhausted from just
having her disease.

There are also other benefits of having infliximab, which includes the potential healing properties of
this biologic medication. It is clear to me that the possibility of healing is worth the price regardless
of the cost at present. | am aware that infliximab (Remicade) is soon to come out of patent, and as
this is the case the cost will become significantly cheaper as biosimilars will be made available. At
present the cost is high, but this will change. NICE could decide to allow this drug to be prescribed
on the NHS, or they could settle for a cost over quality of life decision and push my daughter
towards a life away from school, away from work, needing unplanned hospital admissions, the
potential for huge cost to the NHS and potentially other government departments for decades to
come.

Without infliximab there will be a direct impact on the quality of life for my daughter and for me as a
parent. | have also had to take extended time off work to care for my daughter, but since she has
been on the infliximab the only time | needed to take off are when she has a pre-planned hospital
appointment. Discussions have been had between my daughter, consultant and me as a parent
about the possibility of surgery. Due to the nature of my daughter’s particular ulcerative colitis, any
surgery would involve complete removal of her rectum and would result in her lifelong need for an
ostomy bag. Surgery is NOT the answer for everyone, and presently as the use of infliximab has
been so effective, my daughter and family were devastated by the news that infliximab may be
withdrawn for her to use.

| sincerely hope that you reverse your decision and continue to allow this life changing drug to be
made available to patients through the NHS when it is appropriate to have it prescribed.
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| was diagnosed in December 2009 with UC and became poorly very quickly. | was put on
Balsalaside with no luck then several courses of steroids which was a terrible experience, | gained
do much weight was agitated all the time and had no peace of mind. Following this the next step
was to go on azathioprine which was tried for several months with still no ease from my symptoms.

During this time my quality of life changed dramatically. | found it difficult to hold down my full time
job and by the time the weekend came | was so exhausted from the visits to the loo, to working
and at times having accidents that | could not leave the house and at times | couldn't even manage
to get out of bed. | would go as far to say that | absolutely no life at all. This condition had a huge
impact on my family too, | couldn't go on holiday or days out with them and they were so worried.

My consultant then decided to put me on infliximab and this had been life changing for me. | have
my life back and | can't tell you how happy that has made me and my family. Infliximab got me
well enough that | could start and eat healthy and exercise to the point where | have lost 9 stone
I'm fitter and healthier | have ever been and my UC is in remission and | will be stopping infliximab
soon. | had been facing surgery at the beginning of the year and now | no longer need this.

This drug in UC is life changing, life saving and a life line to patients like me.

Please do not take this option away from suffers.
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I would like you to consider my reason for asking for Infliximab to continue to be funded by the
NHS for the treatment of Ulcerative Colitis.

| was offered Infliximab in March 2010 after suffering for 18 years with active Ulcerative Colitis
(with frequent hospital stays during this period) and with steroid treatment eventually failing to keep
the condition under control. Surgery was looking to be a very real option (but not my preferred
option).

My life has changed dramatically since being on Infliximab. | now lead a normal life, much like
anyone else — | am able to work, plan holidays, participate in family life (I have been able to attend
both my children’s graduations) something prior to Infliximab would have been very unlikely. |
don’t even think about my UC now — what a fantastic result.

My family and friends tell me all the time how well | look, and | agree, | do. | haven't felt this well in
years. | am eternally grateful that | was offered Infliximab and | truly hope that in the future all my
fellow sufferers have the same opportunity.

Prior to March 2010 | was on and off of steroids for 18 years with the resulting side-effects — loss of
bone density, weight gain, mood-swings, hair loss. | have also been on Azathioprine, Alendronic
Acid, Calcichew, foam enemas. | currently take Salazapyrin which | have been on since diagnosis.

| often read (and hear) the expression “living with UC”. | would like to stress that this is not an
accurate statement. | would prefer to say that “I existed with UC”. When | was first diagnosed in
1992 my children were 4 and 2 years old. When | look back | cannot even begin to imagine how |
coped with family life. During flare-ups it was very difficult to even leave the house to take the
children to nursery school. | knew where every public WC was located and quite often had to stop
3-4 times on the 10 minute journey to use the toilet (and many times without success) and having
to return home to change. My children certainly did not see the best of me during their growing up
years. | missed many a school play or sports day. UC did affect my whole family — not just me.

I would like to continue on Infliximab treatment as | am living and enjoying my life. 1 do not want to
go back to where | was in 1992.

Thank you for taking the time to read a brief insight into my story prior to 2010. | have given you a

very short edited version of events — if | had gone into much more detail it would have turned into a
book!

Page 25 of 68





NICE Review of Infliximab, Adalimumab and Golimumab — Public Call for Evidence

October 2014
Individual submission forwarded via Crohn’s and Colitis UK

Ref: NICEMTAO023

| suffer from the debilitating condition ulcerative colitis. | am being treated with azathioprine (3
tablets daily), asacol (12 tablets daily), predfoam (2 enemas daily), omeprazole (2 tablets daily),
ferrous sulphate (1 tablet daily), adcal (2 tablets daily). | also take Macrogel

laxatives, eat very healthily, have acupuncture and pay attention to my physical fitness.

Try as | might, thus far, | have not been able to stop my rectum ulcerating. | have worked hard at
getting my colon under control (it was previously fully ulcerated), with some result. | have had one
colonoscopy this year and am due for another one shortly to ascertain if the increase in
azathioprine tablets has been useful to stopping the ulceration in the colon.

If the azathioprine does not halt the ulceration of the rectum, my next step will be Humira. To read
that this next step may potentially be denied me is very stressful and not conducive to the
management of my condition. Presumably, if Humira is not an option the NHS wishes to

offer those suffering from ulcerative colitis, then one must assume they are promoting the use of
surgery and colostomy bags and the attendant issues associated with these. This seems to be
short-sighted.

One wonders how much pain and suffering an individual has to experience before being allowed to
have Humira. Those with serious ulcerative colitis can tell you that without drug therapy, they
would not be able to function. Leaving the house is taken with trepidation. The constant loss of
blood causes serious iron deficiency which is very hard to cope with. Administering foam enema to
an already ulcerated area, or indeed, having an examination, is not for the faint-hearted, believe
me.

| would request that you submit my views to NICE
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| am a 36 year old Palliative Care Nurse. | have three children age 4, 6 and 7. | have worked hard
all my life, working many additional unpaid hours in the NHS, and | would feel very let down if
NICE make the decision to take this drug away from me and advise that for people in my situation
this drug cannot be a cost effective option. My life would not be worth living if I had continued with
the severity of my symptoms before infliximab was prescribed. This disease uncontrolled without
infliximab impacts all aspects of my life. Physically the symptoms of UC are well documented so |
don't feel in need to describe them they are horrific. Socially before | had infliximab | was isolated,
couldn't leave the house, at times was too unwell to care for my children and an enormous strain
was put on my marriage. Financially | couldn't work, this disease has cost me thousands of
pounds in loss of earnings, childcare, loss of holidays, hospital parking (£10-15 a time often
weekly), petrol to travel an hour to and from hospital etc. Mentally this disease and treatment has
also been very hard to manage and the fatigue and pain was unbearable. | could not have
managed life as it was without infliximab. It's had enabled me to live a normal life again.

This is my medical history with UC.

In January this year | was diagnosed with severe ulcerative colitis. This became severe as | had
been going to the GP for three years with symptoms but it took that long to get diagnosis and
treatment. | have been very unwell. This year | have been in and out of hospital and could have
died as a result of errors and poor care that | received in the NHS. Finally after becoming very
unwell as an inpatient the Clinical Director took over my care for which | am so grateful. Things
started to improve for me. | have had every drug for ulcerative colitis and suffered the side effects
that come with them with little improvement in my disease. | spent 9 months so unwell at times
that | couldn't even care for my children and was too weak to walk across the room. My hair has
fallen out in clumps due to this illness and the medications | have been on. Socially it is isolating
and | have not been able to go out with friends, go on holiday or have a good quality of life. | have
been in agony with pains in my joints from the disease also causing inflammatory arthritis. In
August after all other treatment failed my consultant started me on IV Infliximab. It has been life
changing. The bleeding and abdominal pain stopped that day. Each day | have gone from
strength to strength. | am able to care for my children again. | returned back to work last week as
a Palliative Care Nurse and | am hoping that | will be well enough to go on my Christmas nights
out! Without this drug | don't know where | would be as there is no way | could have carried on
living life with the severity of my symptoms.

Please consider what | have taken time to write. | understand as | am a nurse, my husband is a
consultant and my dad is a GP that the NHS is very strained financially. However for the few
people that receive this drug when all other treatment has failed it can be life changing and life
saving.

For the very small group of patients that require this drug in comparison to treatments for other
diseases it can make a massive difference to peoples' lives. None of us asked for this disease, it
is a humiliating, degrading, depressing disease to live with. Every day can be a battle as when the
disease is active all aspects of life are affected; physically, socially and mentally. Itis already a
very frightening situation to be in as there is no cure or medication after Infliximimab if it stops
working. There is a desperate need for more research, awareness and funding needed for this
disease, not cost cutting for people who are genuinely suffering through no fault of their own. If
funding for this medication is taken away then my disease will become severe again. | will be
housebound, in agony and unable to work or care for my children again. This cannot and should
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not happen, it has been a life saving drug for me and could be for other people in my situation. |
am aware that is all my individual experience of infliximab and when evaluating cost

effectiveness this is not the gold standard randomised control trail that would make a cost effective
decision. But this is the problem with UC as there is many unknown areas of the disease care
must remain individualised. The Clinician must be able to provide individualised care in managing
UC to make their treatment successful and cost effective. There are drug tests available to predict
which patients respond to which drugs. Surely developing this technology to predict which patients
with UC will respond to Infliximab would be a more cost effective solution than advising it not to be
used at all for UC. | am also aware of the argument that | could have radical surgery. Yes | could
but that does not come without major risks, complications and long term costs for the individual
and the NHS. It would also cure the gut symptoms but not the inflammatory arthritis and other
symptoms that come with this disease. If there is a medication that can achieve and maintain
remission for all their symptoms of the disease that makes it a cost effective treatment for that
individual.

As a nurse | am aware of the cost of infliximab and have given it to many patients. | am therefore
aware of the side effects and the limited response many people have from it, but this is not
everyone. UC effects everyone very differently and care needs to be very individualised for it to be
cost effective. | understand why there needs to be limitations on its use but it is still an essential IV
drug that clinicians need to be able to make the decision for the individual patient whether to
prescribe it or not.

Medications and treatment are not limited on the NHS for people who have influenced the
development of their disease through lifestyle choices such as smoking, drinking and being
overweight. | have no choice other than to receive treatment on the NHS as private healthcare
will not insure me with this disease and as a nurse | could not afford to pay for my Infliximab. The
cause of UC is unknown and multifactorial with various theories. Until a cure or treatment is
developed further this is a cost effective drug to use in order to provide individualised care to
patients. Please understand this and keep it as a drug that clinicians can still access for patients
like myself as it has made every aspect of my life worth living again with obtaining and maintaining
remission of my disease.
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At the age of 36, in 2003 | started having symptoms of rectal bleeding but no diagnosis was given
at this point and nothing significant was thought of it by the GP or Gastroenterologist. By 2006 it
was progressing and my GP put it down to haemorrhoids and tried to treat me for this. As they did
not help | continued to consult him using the practises emergency system which he felt was not
appropriate. | think he got fed up with me and referred me to a surgeon for banding thinking this
would sort me out. The surgeon disagreed with the GP and gave the diagnosis of UC following a
colonoscopy. | was devastated as | knew this was incurable and meant a lifetime of tablets, a
restrictive diet and a restricted lifestyle.

| started with Mesalazine tablets and foam enemas. The tablet were fine but the foam enemas
were very difficult and painful to use. | persevered as | was assured that using it everyday for 4
weeks will help. This was fine for a while, until | had my first most severe flare up which left me
going to the loo almost every 10-15 minutes in debilitating pain and passing blood. When |
described the pain to my wife she said that sounds like being in labour but with no desirable end in
sight!

Thankfully my consultant was able to see me within a couple of days, and on having a brief look
inside, said | have never seen you this bad before and immediately put me on prednisalone. Within
just a few days | felt so much better and thought that this was the answer to my UC. So every time
| had a flare up | was put on steroids, but a month after stopping | would flare up again and again.
Soon the steroids lost their efficacy as | became steroid resistant and | was advised to start on
Azathioprine. Knowing this would reduce my immune system | was reluctant as | work as an
Optometrist and | am constantly exposed to many different members of the public who may have
colds and flu etc. every day. But this was the next form of management open to me.

The azathioprine was very effective at the optimum dose for my weight but very quickly | began to
suffer from Neutropenia and Leucocytopenia. Reducing the dose did not help me recover from this
and a very low dose of the tablets failed to give relief. | was put on to 6-Mercaptopurine as this was
a purer form of the drug, but | still suffered the same side effects.

After a whole year of being incredibly ill with severe pain and bleeding, funding for infliximab was
pursued. | have been on this for a year now and my blood count have returned within the normal
range and | no longer suffer from the debilitating pain and the loss of copious amounts of blood.

Up until | started the infliximab, for the period of 7 years using initial drug therapies, | was always
having to hold back on social and physical activities, as an urgent need for a bathroom would have
to be considered. | was having to restrict my diet as | found many foods would irritate my
symptoms and cause a flare up. As a father of primary school aged children | was not able to set
the examples they need to follow for a healthy active lifestyle. They very often missed out on the
normal growing up fun things in life | could not do because | was physically unable to, like simply
playing in the park or going to the cinema because | was in bed and having to run to the bathroom
several time every hour. Holidays abroad or even in the UK was something very difficult to plan or
even go on.

Physically, | had lost a lot of weight very quickly during flare ups. When on steroids however, my
weight would increase rapidly but | would also get quite short tempered and aggressive and often
took it out on my loved ones which | regretted later. | would feel helpless to control these side
effects. When on the alternative Azathoprine and 6-MP, thankfully | did not get these side effects,
but as mentioned above | would suffer a great loss of white blood cells and the time spent trying
to juggle a therapeutic dose versus flaring was very draining and eventually unsuccessful. | was
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always lacking in energy and found it very difficult to live a full days worth of activity, whether it was
going to work or spending quality time with the family, after work or on weekends, with my young
children who want their parent's time and attention. Emotionally it has been a roller coaster with
severe times of depression, anger, lethargy, frustration and not feeling in control of myself, not
being the father and husband | should be. Quite often my wife would have to work extra to make
up for my time off sick. The kids were the ones that would lose out. This is all quite soul destroying.

As | have always been self employed and run my own Opticians, having time off sick is always
unpaid. My staff have been understanding but being unable to develop my business not only
impacts my earnings, but those | employ as well.

Stress | believe plays a part of every ones well being. | believe it does with UC also. Alternative
therapies is always something | try look for in an effort to reduce my dependence on prescription
drugs whatever the format. | have tried Yoga, Reiki, Acupuncture, Chinese Herbal Medicines,
Various exclusion diets, Various supplements from Omega 3, Vitamin D, protein powders,
Glutamines, Pro-biotics, colostrum...... Unfortunately there has not been any single or combination
of alternative therapies that have eliminated the need for medication. | continue with the Omega
3s, Vitamin D and Pro-biotics as guided by my Gastroenterologist. | also continue with Yoga. But
unfortunately they alone do not give sufficient relief from the symptoms of UC.

For the year | have been on Infliximab, | have not had any side effects, symptoms are greatly
reduced, | have had an increase in energy levels, | can now eat a normal healthy diet with some
variety to maintain a good balance, | am able to see out a full days activity without having to go to
bed early before the kids, | am now able to give my time to others that are important in my life (ie
my family). | can now give much better attention to my business and staff and have been able to
develop my business and at the same time develop my staffs' own ambitions and career levels
within my Opticians practise.

Another alternative to this treatment is surgery which | have heard some people have when drug
therapy does not work.

Surgery would be a route | would NOT be willing to go down. Infliximab is working for me at
present and there are still other drugs that can be tried well before surgery should be an option. My
view on surgery is that it is a last case senario and if my actual life was dependant on it. If there
was a drug that delays the need for surgery, | feel this should be offered as surgery is absolute and
at present there is no method of "transplantation" surgery.

I hope this small breakdown of my experience is helpful. UC is on my mind almost every minute of
the day. Infliximab has helped me to stop it being something that controls my life.
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I am writing on behalf of my 17 year old son (who | am hoping will also make his own personal
submission).

David first became ill aged 12 in the summer of 2008 with persistent gastric symptoms: severe
diarrhoea and abdominal pain which continued on and off for a number of months. Six months
later, he was diagnosed with colitis and started taking Mesalazine based drugs to control the
condition.

He had his first severe flare up in December 2010 which required hospitalisation for 3 weeks and
treatment with steroidal drugs. He was placed on Azathioprine to try to control the incidence and
severity of the flare ups as well as continuing with the Mesalazine. Exactly one year later,
however, in December 2011, he had his second even more severe flare up which resulted in a
period of hospitalisation of nearly four weeks. It was at this point that he first received Infliximab as
an in-patient, an intensive course of four intravenous infusions and from this point on he has
continued to receive Infliximab infusions every 8 weeks as a maintenance course.

Before Infliximab, he was at the mercy of frequent mild flare ups and annual severe flare ups of his
UC. He was frequently in pain with very unpredictable bowel movements. On the physical side,
he lost large amounts of weight and frequently missed schooling at a very critical stage in his life
leading up to his GCSEs. There is no doubt that his academic performance at GCSE suffered as a
result of the missed schooling and the perpetual fatigue. As a teenager struggling to cope with the
physical effects of what was for him an extremely painful and debilitating illness, there were also
manifold emotional and psychological impacts and at one point we employed the services of a
psychologist to try to cope with the impacts of living with pain as a teenager trying to lead a normal
life.

Since he has been receiving regular Infliximab infusions, it is no exaggeration to say that David’s
health has completely revolutionised, both physically and mentally. He has not had a flare up
since his recovery from the last severe flare up in the winter of 2011/12. As a result, he has not
taken steroids since and no longer suffers from the physical impact of these drugs. His weight has
stabilised at a healthy level for someone of his size and age, and as the months (and years)
progress, he can start to feel a little confident and optimistic that if he gets minor UC symptoms,
which he does from time to time, things will not degenerate into a severe flare up requiring
extended hospitalisation and treatment. This has had a major and positive impact on his
confidence and psychological state and social interactions, meaning he believes that he can now
lead a normal life as a teenager, which he could not do before. His schooling has also improved,
and as David heads towards his A levels this coming summer, there is every reason to believe that
he will be able to go to university, which was certainly not something that could have been
considered prior to receiving infliximab Infusions. David has no known side effects from infliximab.

If David were no longer able to receive Infliximab at this stage of his life, we would be very
concerned for his future health prognosis if history is regarded as the best predictor of the future.
Infliximab allows my son to lead a normal, robust and healthy life for a teenager, and this is also
the views held by his medical professionals at UCLH where he is treated.

Page 31 of 68





NICE Review of Infliximab, Adalimumab and Golimumab — Public Call for Evidence

October 2014
Individual submission forwarded via Crohn’s and Colitis UK

Ref: NICEMTAO027

As a sufferer of ulcerative colitis who is treated with Infliximab, | am responding to your
recommendation to withdraw Infliximab, Adalimumab and Golimumab for ulcerative colitis
sufferers.

My Experience

Looking back, | believe that | have suffered from ulcerative colitis all of my adult life, but | was only
diagnosed in my late thirties/early forties. | was a teacher, determined to do the very best for pupils
in my care and consequently determined to be in work, even on days when | wasn't well. |
managed to get by, taking Asacol and using Predsol Retention Enemas or Prednisolone Rectal
Foam when necessary. During the last two years of my teaching career, the colitis flare ups were
increasing in frequency and intensity. | was having to rush to the toilet several times a day,
constantly worried that | may have to leave a class unattended, or suddenly leave a meeting with a
parent, pupil or member of staff in my office (I was a deputy head), unable to explain the reason. |
constantly fought the symptoms in order to maintain a professional, calm, authoritative
appearance. At one stage, | was prescribed Prednisolone, but they did not seem to have any
impact on my condition. | did, however, suffer side effects, (including a bloated face which made
me feel awkward at work), my heart was racing making it impossible to sleep and I felt constantly
tense and anxious.

| retired after 38 years of teaching at the age of 59. Unfortunately, my symptoms became even
more severe. | started to lose a considerable amount of blood. | could barely eat and was terrified
to leave the house in case | needed to rush to the toilet. | was having to constantly get up during
the night and sometimes would have to return to the toilet as soon as | got back into bed. Following
a colonoscopy, (I had had several before), the consultant prescribed a high dose of Prednisolone.
Over the next few days, my condition deteriorated further and | was admitted to hospital for just
under a week. It seems that my system was so badly inflamed that the steroids had not been able
to have an impact. The high doses of intravaenous steroids | received in hospital gradually brought
the condition under control. | had lost nearly a stone in weight (I only weighed just over 8 stones to
begin with) and | had lost all my muscle tone throughout my whole body with the use of steroids.
When | returned home, | could only walk up the stairs 1 step at a time with my husband’s help and
| was terrified of having a bath in case | couldn’t get out. When | looked in the mirror, | did not
recognise my body.

| started the long journey back to some kind of normal existence. | was on a high dose of
Prednisolone with the same side effects as previously, but this time they did keep the colitis under
control. The consultant advised that steroids could not be a long term treatment, and that | needed
to gradually reduce the dose in order to start taking Azathioprine. Unfortunately, after a few weeks
and an increase of dosage on Azathioprine, my condition started to deteriorate and | also started to
have double vision. | was taken off Azathioprine and put back on Prednisolone whilst other
medication was considered and tests were undertaken.

Just over two years ago, | started my Infliximab treatment. | cannot tell you the difference this has
made to my, and consequently to my husband’s, lives. Yes, | still have days when | am tired and
need to rest and stay at home, but overall | can now lead a relatively normal life which is what |
had been hoping for when I retired. | can go for some walks, ride my horse, meet friends and for
the first time in years, we have just had a week’s holiday abroad. | have recently volunteered to
become a school governor and have expressed an interest in joining the patient reference group at
my local medical centre. None of this would have been possible without the Infliximab treatments.
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I cannot contemplate what would happen if Infliximab were to be withheld from people with my
condition. | understand considers surgery to be an alternative option. Who would want to undergo
intrusive surgery with the associated risks and live with a colostomy bag when there are treatments
which can prevent this? It appears that the decision to recommend this change is based on cost
effectiveness. | also understand that patients receiving the treatments in question are often able to
stop taking them after a few years. Surgery is a very unpalatable option. Surely, it is not a cheap
option either. It certainly cannot be guaranteed as a “one off’ with many people needing further
surgery with all the aspects of after care and follow up.

| urge you to reconsider your recommendation.
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I have a sixteen year old son who was diagnosed with ulcerative colitis one year ago.

He had been experiencing severe diarrhoea for several months and following a flexible
sigmoidoscopy and biopsies it was confirmed that he had ulcerative colitis and was commenced on
pentasa 1g twice a day. His condition showed no signs of improvement with the pentasa and so he
was started on pentasa enemas and eventually oral steroids.

His condition continued to deteriorate and he was now experiencing joint pains, anaemia, severe
diarrhoea and severe weight loss. He was also being incontinent of faeces not only at home but
also several times at school and was finding this extremely embarrassing and hard to deal with.
Eventually he was so weak he had not even enough energy to get from the bed to the bathroom
and had lost half a stone inside one week. This was extremely stressful and frightening for not only
my son but the whole family, and we were very concerned about him. He was then admitted to
hospital for a week of intravenous steroids and was also commenced on azathioprine 40mg and
discharged home also on pentasa 1.5g and oral steroids.

His colitis settled for about six weeks while on the steroids and he started to put on weight again so
his azathioprine was increased to 50mg a day.

As soon as he finished the course of steroids his symptoms flared up again. He was trying to study
for his GSCE exams at this point and he was finding it extremely difficult being up during the night
with diarrhoea and also having several episodes at school during the day as this was leaving him
very tired and with no energy. After discussions with the consultant he decided to start the steroids
again to get my son through this difficult period with as little added stress as possible. Once again
his symptoms settled for about six weeks during the steroid therapy. It was still very stressful for
him trying to sit his GSCE’s, but also having the added fear of the possibility of needing to run out
to the toilet during these important exams.

A few weeks after the steroids finished the symptoms started again. My son was having severe
diarrhoea and passing a lot of blood in the toilet, which frightened him. We contacted his
consultant and he increased his dose of azathioprine to 75mg and restarted the pentasa enemas.
My son was unable to retain the enemas in his bowel so we had to try supposorties. My son found
this very embarrassing at sixteen having to get supposorties inserted into his back passage. He
was now up

at the toilet about ten times overnight and the same during the day leaving him very lethargic all
the time. This is how he spent his summer holidays off school, having no confidence in going out
anywhere due to his urgency of needing a toilet

constantly. | was going into work every day totally exhausted as | had had no sleep due to my son
being up with diarrhoea every hour during the night, at times | don’t know how we all kept
functioning. It was extremely hard as a mother to reassure my son when he was sitting in the
bathroom in the middle of the night crying that he was fed up couldn’t take any more of this.

Once he was out playing golf with his dad and was incontinent and | had to bring a complete
change of clothes. How do you think that made a sixteen year old boy feell We have a family tent
and normally go camping over the summer months, but we were unable to do so as my son could
not have coped with having to go a distance to the toilets at a campsite. So he had a pretty
miserable summer.
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As we live in a converted bungalow my son normally sleeps upstairs but the bathroom is
downstairs, so to facilitate my son when he has been unwell his dad has slept upstairs to let our
son be near the bathroom at night. So for about eight months out of the last year my husband and |
have slept in separate beds, which added more stress to the whole situation.

After seeing the consultant my son went for an urgent endoscopy and was admitted directly to the
ward following this for another week of intravenous flagyl and steroids. Thankfully the consultant
said during this admission that my son couldn’t go on like this anymore and that he was going to
apply for funding for infliximab as the only other option at this stage for my son would have been
surgery. We were not keen on surgery for our son at such a young age, so we were willing to try
any other options available regardless of the side effects.

He had his first dose of infliximab during this hospital admission and started to notice a difference
immediately when he went home, as he wasn’t running to the toilet as many times as previously.
Two weeks later he attended the IDB nurse for his second infliximab treatment and following this
he was beginning to get a full night’s sleep again, without being up at the toilet every hour. This
meant he was able to move back upstairs to his own bedroom again. He was able to go back to
school again without the fear and embarrassment of having to rush out of class to the toilet or even
being incontinent with not making it in time.

Thankfully he has now been able to socialise again as a normal teenager should be, and able to
stay for after school activities. He is now looking forward to a youth weekend away this Saturday,
and feels he has got a life again.

He is going for his third dose of infliximab tomorrow and the only side effects he has had is nausea
and headaches for a few days following the treatment, which is a small price to pay considering
what he’s been through over the past year.

Although my son had little side effects with conventional drug treatments, they just didn’t do
anything to help his ulcerative colitis and he was becoming steroid dependant which | didn’t want
at sixteen years of age.

I would like to think that if he had a relapse again that he would be able to be offered another
course of infliximab, as we could not cope with going through all that again.

Infliximab studies have shown to bring on remission, promote healing and reduce the need for

surgery in people in ulcerative colitis who were not responding to conventional therapy - so why
change things.
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Our Son who is 15 years old has been injecting this every other week for the last 4 months. He is
currently enjoying a symptom free existence and not experiencing a flare up.

He was first diagnosed with IBD when he was just 7 years old and has been on many, many
different drugs which include several long term doses of steroids. These have at times affected
him psychologically as well as affecting his joints severely for which, despite his real love of sport,
he has had to be under a physiotherapist. He saw this same physio this week and he was
extremely pleased with his improvement and asked if he was currently under control of his IBD too
- when he replied yes, he said that they often go hand in hand.

We are so pleased with the positive results of Himura for our son and feel it would be devastating if
he now, along with countless other patients, had to be stopped from his only drug option left before
major surgery.

The argument over whether surgery or continuous use of Humira and similar drugs is cost effective
does not take into account in any way the extreme psychological issues surrounding surgery of this
nature. We do not want our child to undergo such surgery, with the known psychological issues
that can occur, unless it was absolutely necessary from a medical view point and certainly not
because there was not the funding available.

A child, who has yet to go into the next stage of life involving relationships etc should not be
forced into this surgery at any cost and at the same time cannot be left with the embarrassing,
extremely painful symptoms of this illness without these drugs being available to give them back a
much needed improvement in their quality of life. Please seriously, reconsider this possible action
and allow Humira and similar drugs to still be prescribed for UC patients!
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I am a suffer of UC and have been for about 4 years. For the last year | have been on the
treatment Infliximab and | can't praise it enough. It has been fantastic for me, made a huge
difference to my life and | would struggle without it.

Before | had the treatment, | would be going to the toilet at least 4 or 5 times a day, always
urgently i.e. having to run to get there in time. There were regular occurrences where | did make it
and had to go through the trauma of pooing my self, then cleaning up and changing my clothes, all
while trying to lead a normal life with a young family.

I would always being thinking where is the nearest toilet and can | get there in time, if | get the
sudden urge to go to the toilet. | struggled to go out with my young family on my own in case | had
to rush off. It was a rather unpleasant life to lead.

I have also suffered from flare ups and have off work for significant periods of time.

| was trying to manage my condition through pentasa and azathioprine, but they had a minimal
effect on my condition. When | suffered the flare ups, | had to take steroids to get my condition
under control. While they were effective in working, they had negative side effects on other
aspects of my life, poor kidneys and bad steroid ache (from which | have suffered scaring). |
believe my health would suffer badly if | had to continually use steroids to control my condition.
The other option is surgery, which only something | would do if all other medication didn't work. It
would take 2/3 operations, then | would require a stoma bag for the rest of my life, plus | would be
off work for a long period of time. Surgery is not an option | would like to take when | know
infliximab has such a positive effect on my condition.

Since I've been on the treatment Infliximab, my condition has changed dramatically! No more
running to the toilet, no more watery/runny stools, no more pooing myself and no more thoughts
about where is the nearest toilet! What a difference that has made, | can take my children to the
cinema on my own or to the park. | can't praise this drug enough for the difference it has made in
my life, please do not remove Infliximab as a treatment from the NHS, it works and changes mine
and other peoples lives. | could understand removing it, if there were only minimal positive effects
but as it makes such a positive impact, | would hope it is continued to be offered and funded by the
NHS.
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| was diagnosed with Ulcerative Colitis in 2009, during that time | have suffered with flare ups of
the disease with intermittent periods of remission. My experience of living with UC has been very
difficult with symptoms including diarrhoea, extreme urgency when needing the toilet, passing
blood in stool, stomach cramps, chronic tiredness, nausea and generally feeling unwell. | have
also suffered with Anaemia due to ongoing blood loss which made me feel incredibly tired and
unwell.

Living with Ulcerative Colitis has been very difficult and as a result would often make me feel
isolated. | felt unable to go out into public places for fear of having an accident as | had no warning
or control over my bowel movements. Also the fear of leaving home came from a lack of decent
public toilet facilities and feeling uncomfortable going to the toilet in a public place. | found it difficult
to maintain a social life, in particular going on holiday and travelling on public transport was
impossible for the reasons given above.

Ulcerative Colitis has had an impact on my work life as | often wouldn’t feel well enough to attend
work, which in turn has affected my attendance record. Having discussed this with my line
manager | was able to explain about the condition and appreciates the reasons for needing time off
work. Luckily my work place has good toilet facilities and | am able to go whenever | need to,
however part of my job includes going out of the work places which | was unable to do whilst
having a flare up.

| was initially diagnosed with Proctitis in 2009 however the disease has got progressively worse
with the flare ups and symptoms getting harder to control. | was subsequently diagnosed with
Distal Colitis and Total Colitis as recent colonoscopies have shown extensive ulceration and
inflammation affecting most of the bowel.

I was initially prescribed topical aminosalicylates which included anti-inflammatory and steroid
foam enemas however these became ineffective and difficult to use as the lower part of my bowel
was quite inflamed and | was unable to retain the fluid in my bowel. My next option was to try oral
aminosalicylates including Sulfasalazine, Mesalazine, and Balsalazide. This type of medication
seemed to control my symptoms initially but often didn’t last long and | continued to suffer with
repeated flare ups of UC.

Over the years as the disease has become increasingly difficult to bring under control and maintain
periods of remission. | was prescribed oral corticosteroids (Prednisolone), which was effective and
managed my symptoms well. | suffered many side effects however from this type of medication
including weight gain, rounding of the face, sleep disturbance, anxiety and shaking hands,
headache, nausea etc. | have had subsequent steroid treatment as symptoms began to return
after a few months of remission. As steroid treatment was becoming ineffective my next alternative
was to try Immunosuppressant’s including Azathioprine and Mercaptopurine. Unfortunately | was
unable to unable to tolerate this medication as it began to adversely affect my Liver Function.

After years of failed responses to a variety of medications | was considered for Infliximab Infusions.
Initially | was quite worried about starting the treatment but the IBD nurse was very reassuring and
provided me with lots of information about the medication and procedure. | have had three
infusions so far and now attend clinic every eight weeks with the results looking promising. | have
the infusion at my local hospital which approximately lasts 4-5 hours in total (for the first three
infusions and less time thereafter). Whilst having the infusion | am monitored and made to feel at
ease by the nurses.
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During the infusion | usually feel quite well however | do tend to develop a headache and I
generally feel somewhat tired after the treatment, this often doesn’t last long and in comparison to
the side effects of other medication (in particular steroids) this is not very significant.

I have had a positive response to Infliximab and | feel the time taken to attend clinic for the infusion
is well worth it. My line manager understands that | need time off work to attend clinic and
appreciates that in the long run it will be beneficial as | hopefully maintain longer periods of
remission.

In my experience Infliximab became effective within weeks of starting treatment and to date | have
been relatively symptom free for approximately four months. For the first time in a long time | am
able to go about my daily life without worry of having an accident. Generally | feel in good health
and don't tire as easily as | used to, this has improved both my work and social life.

| appreciate that | have only had three infusions so far have a long way to go with my treatment but
only time will tell if it is successful. In the short time that | have been on Infliximab it has had a big
impact on my life. | feel it has given me my freedom back, | am able to go out and do simple things
which | took for granted before.

With regards to surgery | think this is a big step to take and where possible | believe that other
treatments should be tried in the first instance. Where drug treatments have continually failed to
treat UC and where there is poor quality of life should surgery be explored. | believe surgery is
essential for some in order to maintain a better quality of life where other treatments have failed.
Ulcerative Colitis affects people in different ways and so is difficult to compare experiences, where
one person may need surgery this may not be the right option another person.

| personally haven’t had surgery and this would be a major decision to make. Having bowel
surgery presents its own risks in terms of the procedure itself, recovery periods and adapting to a
new way of life.

Before considering surgery | would prefer to explore other alternatives, only where there was no
hope of success with other treatments or where symptoms where severely affecting quality of life
would | consider this. Where drug treatment could possibly delay but not potentially avoid surgery |
still believe that this would be beneficial to try. This may help in getting well enough in preparation
for surgery and give time to help to come to terms with adapting to a new way of life.
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I have suffered with Ulcerative Colitis for 10 years. | am a 50 year old professional female. My
symptoms gradually worsened over the years and | have tried every pill available from
sulfasalazine to azathioprine to steroids, eventually becoming steroid resistant.

At this time, | was virtually housebound and needing the toilet up to 30 times a day and obviously
unable to work. Fortunately, | was able to claim some sick pay from my employers at that time. It is
fair to say that | had virtually no quality go life. It was impossible to leave the house for fear of
having an accident.

It is hard for people to understand that as well as having an illness which makes you feel so poorly,
the symptoms are something which make life unbearable and unable to do ANYTHING. Normal
things like shopping, going to the hairdressers, dental appointments (which you may have to
cancel and which then presents its own problems) are all put on hold. It puts a great burden on
family and friends as you have to rely on others for so many things. It was at this time | was
offered the chance to try Infliximab and what a change it has made to my life - | cannot tell you. It
began to work almost immediately and has TRANSFORMED my life beyond belief. | have had NO
time off sick from work in the last 5 years and have suffered no side effects whatsoever.

I now live what | consider to be a normal life, something which | never believed possible 5 years
ago. | can work full-time, have not needed to claim any benefits and therefore am not a burden on
society. If Infliximab was withdrawn, | am 100 per cent sure that my symptoms would return and |
would be back to "square one". | would, therefore, respectfully request that you carefully consider
your decision regarding the withdrawal of Infliximab for moderate to severe Ulcerative Colitis.
Thank you.
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I have had Proctitis since the 1990s. | went through all the usual simpler potential remedies
(aminosalicylates etc) until | was put on prednisolone in 2001(tablets, foam suppositories) which
gave me periods of relief. But | got no permanent relief until | heard of mercaptopurine and asked
to be put on it. The result was | had no flare ups from April 2009 to January 2014 and was able to
resume normal life. How restrictive of ordinary living my moderate and sometimes severe
Ulcerative Colitis(Proctitis) had become was then absolutely clear.

Since January this year | have had four flare ups and it would seem | can no longer rely on
sustained remission or lead a reasonably normal life.

Why a distinction should be made between Crohn’s Disease and Ulcerative Colitis is beyond me.

Consequently | think NICE should make infliximab, adalimumab and golimumab available on the
NHS to treat moderate to severe Ulcerative Colitis where all other remedies have failed.
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Since my wife has been treated with Infliximab, her health has been transformed. She no longer
suffers flare-ups and has been able to enjoy a normal life, carrying out everyday tasks with
confidence and without the continual fear of falling ill. This in turn has meant that our married

life has returned to normal and removed the strain and anxiety that | had also been experiencing.
Before being treated with Infliximab, my wife was so ill that | felt | needed to be close at hand at all
times, as | was fearful for her health and well being. Since the Infliximab treatment, | have been
able to return to work confident that my wife no longer requires constant support. Therefore, there
is no doubt in my mind that the Infliximab has been, and continues to be, an effective treatment for
my wife, and | am extremely concerned about the NICE recommendation.

| understand that where the Infliximab treatment has been successful, as it currently is with my
wife, patients can come off the treatment when the time is right. It is to be hoped that, irrespective
of the NICE recommendation, where this is the case patients can be allowed to continue receiving
the treatment until it is no longer needed.

I would implore NICE to reconsider, and reverse their recommendation.
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I am a sufferer of UC and was most disappointed when | read about the proposal around
Infliximab.

Having only being diagnosed with UC in 2012 | began taking Asacol to try and manage my
condition. This medication along with other medication were unsuccessful and my condition
declined rapidly. At my worse | was making half hour trips to my bathroom and was confined to my
home. | was fortunate to have a supportive family and employer during this difficult time but despite
this every day was a challenge and unsurprisingly took its toll on my body. | was admitted to
hospital in Jan 2013 to go on steroid drip every 4 hours and a concoction of other medicines which
resulted in taking over 20 tablets orally in 1 day in addition to the steroid infusions and blood
transfusion. Following 3 weeks of this treatment there were no signs of my condition improving
and surgery seemed inevitable.

Surgery was such a significant concern to me. Only half of my bowel was inflamed however the
only option was to remove the whole bowel. | was tired and my body was drained. | didn’t want any
more pain, | didn’t want to take all these tablets, | didn’'t want my steroid face any longer however |
didn’t feel ready to give up my battle. After meeting with my consultant | asked whether we could
try anything else and he mentioned Infliximab. The improvements were instant which gave me
some hope. | was allowed home and despite not being able to walk properly due to muscle
wastage | was determined to beat this flare up and keep my bowel.

| continued the Infliximab infusion for 12 months on a by-monthly basis and haven’t looked back. |
am stronger and my condition is significantly improved to the point that | am only on 1 azathioprine
a day now. | find it frustrating that somebody can put a price on health as to me a healthy body is
priceless. Evaluating the cost of surgery vs treatment is short-sighted. Infliximab was a one off cost
for me and | am now in remission. | am sure that there is several ongoing cost implications around
Surgery beyond the operation not to mention the emotional impact it has on individuals. | will end
my experience with this question.....

.....Is it ethically right to deny people of treatment that has a proven track record.....?
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My Story
My Colitis story begins in November 1999 when, at the age of 43 | took the brave decision to stop

smoking. It was a real uphill battle for me with many slips. | chewed Nicorette for two and half
years, becoming firmly addicted. In the spring of 2002 | decided to stop the Nicorette and replaced
it with ordinary sugar free chewing gum. That summer, while on a holiday, | had a week of bloody
diarrhoea, day and night, which | couldn’t stop even with Imodium. When | returned home | went
to see my GP who began to arrange tests and | was signed off sick, for the first time, from my job
as a Clinical Manager of a team of Community Psychiatric Nurses.

For the next three years | had various investigations under the bowel surgeon team, including
barium enemas, colonoscopies and biopsies. Every time an investigation was arranged, the delay
was such that by the time | was seen my symptoms had spontaneously gone into remission. So
by the time investigations were carried out | was symptom free and no diagnosis was possible.
However, in 2005 a diagnosis of Proctitis was made.

Eventually | became so unwell in January 2006 that Ulcerative Colitis (UC) was diagnosed by a
Gastroenterologist (Gl) and the road of trying out different drugs to try to control my symptoms was
begun. After trying ten other therapies first, all of which have either produced adverse side
effects or have been ineffective, | am now receiving regular infliximab infusions every eight
weeks and have been for the last three years. This has been the only treatment that has
allowed me to have something like a normal life and kept my symptoms mostly in
remission.

The effect this disease has had on me personally is devastating, particularly in my relationship with
my husband. He became my carer, a situation | would never have wanted. This disease changes
the way people relate to each other. Our physical relationship has been badly affected and we no
longer sleep in the same bed. When | was disturbing him all night long, running to the toilet, when
he had to go to work the next day, | began sleeping in another room. Now we are used to sleeping
separately. My children now see me as ill, not the strong independent woman | used to be. |
socialise much less as alcohol and certain foods disagree with me, my fatigue won’t let me stay up
late (though this is far better on infliximab) and | often do not feel | have the energy to entertain, or
to just be good company. | cannot do aerobic exercise as attempting this has caused a flare-up on
three occasions. | cannot eat many vegetables or fibre and therefore keeping my weight to a
healthy level is extremely difficult.

However, | would be in a far, far worse position without my regular infliximab infusions.
Probably the combination of not having any more work stress and the infliximab mean that | now
have a relatively normal life. A few days before my eight-weekly infusions | suffer with diarrhoea
and other unpleasant symptoms but | now organise my life around this. Once when | had to delay
the infusion by a week the symptoms really began to re-emerge and the diarrhoea and abdominal
pains rapidly became very unpleasant and disabling.

To argue as NICE has done, that infliximab is not effective as a treatment for people with moderate
to severe ulcerative colitis and that surgery is a cost-effective option wholly ignores the reality that
for many UC patients and their families to live with the devastating reality of an incurable, chronic
condition, regular biologic infusions are their only choice. The care pathway should be a simple
one, with the biologics being a last resort maintenance treatment when all other treatments
have failed. Only if these fail should surgery be the final option. Rather than alleging that the
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biologics are not ‘value for money’ for the NHS for UC, why is NICE not putting pressure on the
manufacturers to reduce the price to something sensible or pursuing alternative biologics as
infliximab, adalimumab and golimumab lose their patents? Why has NICE been unable to find
prices for the new biologics? Surely this would make a huge difference to judgements regarding
value for money if the new biologics are significantly less expensive?

| would be shattered to lose my infliximab infusions. | cannot bear the thought of returning to that
level of iliness and pain again. It would be intolerable to face a future under the NICE guidelines,
where | would limp from one flare-up to the next, spending much of the time between my three
permitted infusions in a poor state of health and with a significant level of disability. Having lived
for twelve years with this condition | know, without a shadow of a doubt that this is not a life. Not
being able to leave the house for fear of an ‘accident’; being so sick and unhealthy and feeling so
bad; being bedridden; the chronic pain; the intense fatigue. If | were to go onto ‘emergency
treatments’ of Infliximab of three at a time, | am sure | would be unwell in between these courses
as | already suffer a few days before my infusion is due. It is obviously only just holding me in
remission. Surgery isn’t necessarily more cost effective if it has a negative effect on the patient. It
is a procedure | would fight against every inch of the way. The impact on my body image and
confidence would be devastating, not to mention the amount of self-care required with a colostomy
bag and the restrictions on what you can and can’t eat. The risk of complications involved in this
procedure is also very real. | know several people who have had colostomies and suffered from
terrible complications, not to mention the impact on their personal lives, self-image and self-
esteem. | could not bear the thought of having a collectomy and | think | might well become
significantly depressed if forced to undergo this procedure. The effect infliximab has had on my
life is hard to put into words and it sounds trite to say that it has given me my life back, but
it has. Too late to save my career, but | do have a life now.

| feel so utterly let down by the NHS | have worked for and have paid into all my working life.
Having lost me my job due to them not being willing to make adjustments for my disability, the
NHS now appears to be being told by NICE not to use Infliximab to treat moderate to severe UC.
If this is so, then | face losing the only treatment that has allowed me to live a relatively normal life
over the last three years.

As | have tried ten other treatments which have at best failed and at worst left me with permanent
side effects, surely the fact that | have been given a drug that works for me is ‘evidence’ enough
that this is an effective treatment? This is also true for other people, so what more evidence is
needed? How many people does this actually apply to; how many people are ‘held in remission’
by treatment with biologics? Is it many thousands or hundreds? Surgery should only be
considered an option if it is a life or death situation or if all treatments, including the biologics, have
failed.

My husband has also now retired, partly because of my UC. We have always promised ourselves
we will move to our favourite county when we both retired. However moving house may now mean
that | cannot obtain Infliximab in a new county, so our life is on hold while NICE makes this
decision. The stress of not knowing whether | will be able or allowed to continue with the only
treatment that has worked for me in 12 years and given me back a relatively normal life, is
affecting my health again. It is also affecting our quality of life.

| believe that withholding this treatment on the grounds of cost effectiveness is morally
indefensible.
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Treatment History

2002 -2005: Investigations into what was causing bloody diarrhoea, extreme abdominal pain and
urgency.

2005: February 2005 diagnosis of Proctitis. Mesalazine commenced. Side effects: persistent
itching, dry scaly skin rashes (which have never fully resolved) and severe headaches. | was
advised to stop the treatment, which | did.

2006: 2002 to 2006 naturally occurring remissions got shorter and shorter. January 2006 |
became extremely unwell, was bedridden and running to the toilet 22 times day and night. | was
losing a lot of blood and was very weak, losing a pound a day in weight. My Hb went down to 8. |
was also in intense pain for most of the time and couldn’t lie on my left side at all.

At that point my GP was so concerned he wanted to admit me to the DGH. However | did not want
to go into hospital as | was very worried about contracting an infection as | was bleeding so
heavily. | therefore remained at home being cared for by my husband who was also working full
time. My GP was advised by the bowel surgeons to refer me to a Gl. My GP told me | might
have to wait as | was a new referral but having had sight of my blood test results, the
Gastroenterology department rang me that evening with the offer of an initial out-patient
appointment the following day. The Gl diagnosed Ulcerative Colitis and commenced me on
prednisolone and | gradually began to have reduced symptoms. This course of treatment lasted
many weeks during which | gained four stone, experienced marked and unpleasant psychological
symptoms and became Cushingoid. Consequently budesamide was then tried on a number of
occasions but this only had a mild effect. Following this treatment | was then commenced on
azothiaprine. Although it helped my UC, after a few weeks | was unable to move due to severe
joint pain and stiffness. | felt about ninety and had yet another protracted period of sickness
absence from work. My level of fatigue again at this time meant | could do very little and spent
most of the day in bed asleep (when symptoms permitted sleep). In December 2006 Predfoam
enemas were tried without success but when used in conjunction with loperamide they afforded
me a brief respite.

2007 — 2008: In early 2007 another relapse signed off sick again and recommenced on
azothiaprine. The same side effects ensued. December 2007 — | was commenced on
6mercaptopurine. In January 2008 | had another flare up and this time | did not respond to
prednisolone. | also had to stop taking 6mercaptopurine due to joint pain. loperamide and
budesamide were now the only things that helped to control the diarrhoea but the incontinence,
abdominal pain and urgency continued. In February 2008 | commenced arsenic suppositories
twice. | responded at first, but two weeks after stopping both courses | again relapsed.

By this time | was suffering from continual urgency and incontinence. | was unable to move very
far from a toilet and my manager (at the time) agreed for me to work from home most of the time to
help me reduce my sickness record. This worked for a while although my self confidence suffered
enormously with the incontinence issue. | had many ‘accidents’ during meetings and travelling to
and from work and had to carry two spare changes of clothing with me at all times.

2009: In May 2009 | had to take antibiotics due to an infected insect bite and this caused another
full blown flare-up. At that time my consultant agreed to try nicotine therapy. As my UC had begun
when | stopped nicotine, we thought it might work. | tried nicotine patches and gum but they only
exacerbated the diarrhoea. So in July 2009 | recommenced 6mercaptopurine at the minimum
dose, which | still take today. Though it helped, it failed to put me into remission. By this time |
was so depressed | could not return to work and was commenced on Lofepramine by my GP. My
guality of life was low and my self confidence and self respect nonexistent. | thought | would never
lead a normal life as | was still only 53 and living like an elderly woman. The fatigue, which has
always been a huge feature of this condition, was terrible.
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2010: By May 2010 | began to pick up a bit emotionally and | thought that if lost the weight | had
gained on the many courses of prednisolone | might feel better. With the approval of my Gl and
GP | commenced the Cambridge diet. | lasted three weeks, losing some 20 pounds but
unfortunately the colitis flared up again. My Gl said it was as an unanticipated result of the
Cambridge Diet.

2011: By February 2011 | consulted about the constant incontinence because | really didn’t feel |
could go on living my life like this. A colonoscopy was arranged and a polyp indentified. A
registrar tried to remove it without success and | went back a few weeks later for my Gl to remove
it. It turned to be a pseudo polyp, a result of over-healing in my colon. That was on 14™

July 2011 and | was once again off sick. My Gl also identified in the colonoscopy that | was in
another flare up.

Infliximab: My GI pointed out that | had not had a proper remission for years and suggested, as a
final resort (having exhausted all other avenues of treatment) that we try infliximab. By this time |
had tried ten different treatments and my Gl felt that cyclosporine would be inappropriate due to
my reaction to azothiaprine and the higher doses of 6mercaptopurine. | had the first infusion of
infliximab in October 2011. At this time my main symptoms were again diarrhoea, urgency,
incontinence, bleeding, extreme abdominal pain and persistent fatigue. Unsurprisingly | was also
quite depressed. Infliximab slowly began to work for me although | was rather up and down to
begin with and needed Colifoam enemas as well to stop the bleeding. At no time during this
initial treatment phase or at any point since, have | experienced any adverse side-effects of
having infliximab.

I have, incidentally, also seen a gradual but enormous improvement in my asthma and gingivitis
symptoms since commencing infliximab.

In early 2012 | began negotiations to return to work. My new manager refused to allow me to work
from home or have concessions due to my level of disability. Despite Union intervention | could
see no way of returning to a job where | would have to travel over 15 miles just to reach the office,
before even starting work. My Union advised that | had a strong case against my employer under
the Disability Discrimination Act, but | felt unable (and could not financially afford) to face a
protracted legal battle in my fragile (though improving) state of health. | therefore took redundancy
and early retirement, leaving me much more financially unsound than | ever thought | would be. |
now live off a small NHS pension and will not receive a state pension for another 8 years. | cannot
therefore afford to pay for infliximab myself.

However continuing with my eight-weekly infusions has produced a gradual but cumulative
improvement in my health and symptoms. In November 2013 (two years after commencing
infliximab infusions) my calprotectin levels, at last, returned to within normal limits. | have
continued to improve and feel that, at last, a relatively normal life is within reach, only to find that
NICE are proposing to consign me back to a life of disability and pain.

Drugs taken for UC over 12 years
1. Mesalazine

2. Prednisolone

3. Azothiaprine

4. Predfoam enemas
5. 6mercaptopurine
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Arsenic suppositories
Loperamide

Nicotine patches and gum
. Budesamide

10. Colifoam enemas

11. Infliximab

© N

During this time | have also intermittently been prescribed Adcal3 and HRT due to the effects of
steroid use and ferrous sulphate, on many occasions, due to anaemia and mebeverine and
codeine for pain.
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I was first diagnosed with UC mid 2009, when a short use of topical Asacol resolved the problem
for a few months.

However when the next flare up happened, the topical drugs did not work so | used oral Asacol but
things got worse and | spent all of my time either in the bathroom or bed with a very worried
husband. The drugs appear to have exacerbated the UC. | was hospitalised for a fortnight before
eventually Cyclosporin brought the UC under control, unfortunately | could't continue with it
because of high blood pressure.

Corticosteroids brought the next flare up under control, a further flare up was treated with
Mercaptopurin, but this caused pancreatitis.

Around two and a half years after initial diagnosis | started treatment with Infliximab, which
improved my quality of life and gave my husband his life back, as | felt able to leave the house with
a degree of confidence. Unfortunately | had an allergic reaction during the 6th infusion.

Since then | have been using Corticosteroids to try to control flare ups, but these have side effects
e.g. sleeplessness, weight gain, easy bruising etc. and whilst stopping the bleeding and reducing
the frequency of bowel movements they do not necessarily completely stop the urgency, which
arguably is the worst symptom of UC.

| am hoping to try Adalimumab shortly as | would like to recapture the feeling of life before UC.

| have been offered surgery a number of times, but | view this as risky, irreversible and subsequent
problems such as blockages and ruptures require further surgical interventions. Also although
many people find living with an ostomy bag a better alternative to UC, others have a number of
problems with them.

Finally | feel surgery removes the possibilities for the illness burning itself out or trying new
treatments as they arise.
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| was first treated with Infliximab in May 2010 after all other options had been explored & failed. |
was in hospital unable to even drink a sip of water, | was facing emergency surgery with a surgeon
on standby ready to act when | was given my infliximab on Friday morning this was followed by four
units of blood as | had lost so much & my blood count was so low, after my treatment | couldn't even
move. On the Monday lunchtime so only 3 days later my Consultant came to see me & was so
pleased with how well | was he said | could go home tomorrow as long as my latest bloods & x rays
for inflamation were ok, which they were. | was back at work a week later.

| had no further problems at all & was as good as new from that day & was officially in remission
when | was once again fully reviewed after regular checks until Christmas & | needed no further
infliximab. | stayed in remission until January this year so 3 full years without needing further
treatment & 3 and a half with no problems at all.

Once again after two weeks in hospital & all else failing & getting worse by the hour | was given
Infliximab on the Thursday afternoon, | went home on the Saturday lunchtime so 48 hours later &
back at work only a few days later.

Infliximab has changed & saved my life & gave me my life back, how can it be morally or ethically
right to withhold/deny me something that helps/makes me better almost instantly or to say this will
not be funded for me any further & | have to have life changing surgery instead.

The thought of surgery is not only terryfying for me but also life changing. | could not afford to be
off work either financially or professionally & my position would not enable this to be possible for
either myself or my company.

How can the hospitalisation, treatment & aftercare not to even mention the medical supplies | (&
ever other patient who required life changing surgery) would need for the rest of our lives possibly
be more cost effective than any of the drugs you look at removing.

How can life changing surgery not be my (or any other persons) decision to make, by changing
the guidelines for the worse as you propose you are taking that choice & decision away from me
by denying me the option of treatment that would make me better.

From a personal point of view | have worked & paid my taxes & national insurance all my life since
leaving school so | believe | have the right to the treatment | want & choose & you should not be
allowed to make that decision for me/take it away from me.

| started my e-petition a few months ago hoping to help & make a difference with a change to you
guidelines for the better in this review, to help others who aren't as lucky as me to have the support
& care of the best IBD Specialist Nurse & Consultant in the world looking after them, rather than a
change for the better you are looking at changing it for the worst possible outcome. So far | have
well over 2000 signatures from fellow sufferers of this Chronic Iliness who like me want a change for
the better & my original purpose of my e-petition not the ones you are proposing

Please | am begging on behalf of myself & every other fellow sufferer do not let this happen &
change mine & many thousands of others lives for the worse.

| don't want anyone else to be put in my situation or face the same fight/ life changing decisions |
have.
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| was first diagnosed with Indeterminate Ulcerative Colitis back in 2001. | can still vividly remember
that diagnosis and the emotions it brought. | cried at learning that | had a chronic illness that has
no cure and would likely increase the chances of me being diagnosed with bowel cancer later in
life.

Over the years | have tried a variety of treatments including the usual that suffers of the disease
are given. I've tried numerous tablets, suppositories and enemas and steroids and at times meant |
also had to have treatment for side effects such as depression.

The nature of the disease means that here are lots of unknowns. Treatments that work for some,
don't work for others and treatments that appear to work, may, for some reason, suddenly stop
working.

In summer 2013 | experienced a flare up which did not respond to steroid-based treatment. After
an extremely traumatic colonoscopy my specialist presented me with two options — either have
surgery to remove a section of my colon or try Humira. The surgery obviously has implications -
have the surgery and you effectively are cured and no longer have to take medication and there is
no longer an increased cancer risk but you will have to have a colostomy bag. To me that is
something that at the time | wasn't prepared for so decided to take the Humira option.

| was explained the side effects of Humira, which were numerous and some cases serious, but |
was prepared to take that risk. | see surgery as a final option After being accepted to take Humira
and having initial training | started to administer the medication.

In a relatively short period of time noticed a significant improvement in my condition and had no
side effects at all. | have been taking Humira for over a year and since taking it | have not
experienced a flare up and everything is 'normal’.

| appreciate the costs involved with providing the treatment (it's not cheap) but personally I'm not
prepared for the drastic surgery of having a part of my colon removed and am grateful for Humira
and how it allows me to live a normal life. | am concerned that if Humira is not provided on the
NHS then my condition may worsen resulting in a greater possibility of surgery.
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| was diagnosed with ulcerative Colitis in August 2013, | was put on asacol and prednisolone to
help my symptoms. Unfortunately | was losing lots of weight and in December 13 became very ill
and had severe pains and was bleeding. My bowel movements were around 18 per day and |
wasn't sleeping due to regular toilet visits and pains. | was admitted into hospital a week before
Christmas as my colon was severely inflamed and | was malnourished due to not being able to
retain any nutrients and food. | was told by my consultant that if things didn't improve on iv steroids
that | would be having my Colon out. | was extremely upset as | had only just been diagnosed and
felt | wanted to at least try the other medications available to me. After many X-rays and continued
IV steroids, | gradually got a little better and didn't need to have surgery. | am a mother to two
young daughters and it was a tough week being away from them in hospital but | was lucky to go
home on Christmas Eve to spend time recovering.

| was then put on Azathiaprine but unfortunately this made me quite ill and my liver couldn't
tolerate it. | was still on high doses of prednisolone and my Consultant was keen to get this down
as soon as possible, unfortunately as soon as | tapered down | flared up again. | was put on a very
low dose of Azathiaprine again to see how my body would tolerate it but the same thing happened.
My Consultant put me forward to have Infliximab as | have severe Pan-ulcerative colitis. | had my
first infusion in June, as soon as | had that infusion | felt so much better. | have had 4 infusions so
far and am able to sleep through the night, bowels are we open 2-3 times with a generally formed
stool, no blood and no abdominal pain. | had a lovely Summer with my girls, Infliximab has given
me my life back.

| think that if this infusion works well then why should it be taken away from people with this

deliberating chronic illness. Please continue to give it to other people like me who desperately
need it. Thank you for your time.
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| was diagnosed in September 2010 with ulcerative colitis, | was very ill at this time and | and my
consultant believe that | have had this dreadful disease for a long time, undiagnosed.

Initially, | was started on predisonole for around about one year in total, and when my consultant
tried to reduce my dose, | would have a bad flare again. | was hospitalised three times in 2011
and was on intravenous steroids. This, of course helped but then my symptoms returned within
days of returning home. It was around this time that | started having dreadful joint pain and was
admitted to hospital to investigate. | was treated with methotrexate which made me very sick so my
medication changed to an injection form of the same drug and I still take this now. | am still
troubled with joint pain and have a diagnosis of inflammatory arthritis. | also take liquid morphine.

| was then treated with a medication called aziathropine which made me violently sick so was
taken off this also. After another stay in hospital | was asked about Infliximab. At this point | would
have tried anything, | was in so much pain. Infliximab has been a life saver for me. | am now 59
years old and the thought of surgery are very frightening for me. This has Been discussed with me
before but | do not wish to go down this drastic route. | feel that having a iliostomy would severely
affect my mental health and thinking about this , | feel,that it would affect me socially too.
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| was officially diagnosed with Ulceractive Colitis (UC) in September 2012 and as my symptoms
became very severe | was hospitalized for a week in May 2013. By this time | had lost 2 stone in
weight, was unable to control my bowel movements, was not going out and was overall very unwell
and tired. In hospital | was put on a course of steroids and the consultant started me on Infliximab.

| can say | had an immediate and good response to the Infliximab with no side effects. | have put a
stone of weight back on and thanks to the Infliximab my symptoms are now under control and
whilst | do have my off days the treatment has allowed me to carry on my life as normal. | am not
restricted to home (ie my bowel movements are under control) and | am able to continue with my
social life, work, holidays & days out with no worries of needing a toilet etc.

Inflixmab has brought me peace of mind and lessen the worry that the uncontrollable symptoms
can bring. | have also found that as | come closer to the next appointment for my Infliximab
treatment my health is just about hanging in there and the infusion brings strength back into my
body.

Who knows what would have been my situation without the ongoing Infliximab treatment — would
other treatments have worked? | feel | would have had more time off work (one month off in May
2013 & the odd day here & there) and would have been tied to the home due to needing to be near
a bathroom and not venturing far due to the tiredness. This would have led to a loss of confidence
in being able to do normal everyday things.

So far | have not required surgery and would hope that if it ever came to it surgery would be a last
resort or had to be carried out due to twisted intestine etc.

To summarise, | feel that without the ongoing course of Infliximab my quality of life would be zero

as | would have continued with all the main UC symptoms and not have been able to continue with
my life as normal (bar the month off work).
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I am a 20 year old student, and am about to begin a clinical trial for golimumab to treat my
pancolitis. | have been 'steroid dependent’, and azathioprine treatment is no longer effective for me.

I had to fight fairly hard to get a biologic drug. In other developed countries, particularly in North
America, biologic drugs are the natural next step for treating UC when immunosuppressants fail.
Many patients respond particularly to maintenance doses of infliximab. Speaking to acquaintances
in other countries, they were shocked that | was instead being offered methotrexate, a
chemotherapy drug which studies have shown has NO benefit for UC over placebo. The only
reason they could think of was that methotrexate was dirt cheap compared to biologics, and it was
extremely difficult for me to agree to start a medication which was so toxic, and that | knew
probably wouldn't help. The right drugs existed, but were just out of my reach. | therefore jumped
on the opportunity when | heard of a clinical trial for golimumab.

Many people have enjoyed a long and happy remission from their Ulcerative Colitis with the use of

biologic drugs, and | seriously urge NICE to get up to speed with the rest of the world regarding UC
treatments.
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Over the last three years | have been prescribed mesalazine, azathioprine and methotrexate. None
of these has proved effective. | suffered severe side effects, including liver damage, with
azathioprine.

High doses of steroids have proved more effective in the short term. But the side effects have been
extremely unpleasant and, with a few weeks of finishing each course of steroids (Prednisolone),
the ulcerative colitis symptoms have re-appeared and | have had to repeat the steroid treatment.

Some months ago the NHS consultant prescribed infliximab which is administered through a drip
at my local hospital. This biologic is proving effective and offers the possibility of leading a normal
life.

NICE needs to be aware that UC is a most debilitating chronic disease. If the use of infliximab
postpones or prevents the need for surgery, then it is surely cost-effective. In my case, the extent
of the UC would entail the removal of the entire bowel. So to take away my last hope of avoiding
this dreadful prospect would be a bitter blow.

| urge NICE to reconsider their recommendation that patients should be deprived of this drug which
offers the possibility of a much improved quality of life.
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I had been suffering a bad attack of ulcerative colitis since October 2013, getting progressively
worse. | had failed to respond to the enemas prescribed by my gastro-enterologist and GP, both
liquid and foam enemas, and eventually was in such a bad condition that | was admitted to hospital
in January 2014. After a week of not responding to steroid treatments | was prepared for surgery,
mentally and physically, but the specialist explained that they would try one last treatment before
going ahead and that would be an infliximab infusion. The infusion made a big difference and |
was able to avoid surgery which was an enormous relief. | then had a further two infusions as an
out-patient and have continued to remain in remission since then.

| cannot begin to imagine what impact surgery would have had to my life and am extremely
grateful that infliximab exists and | was able to continue without surgery. | believe that all surgery
should be avoided if possible and, although | understand that treatments like infliximab are
expensive, they must be preferable to surgery as surely surgery and its follow up attention and
possible complications are more expensive in the long run.

| believe that the specialist medical teams should be in the position to have the choices for
treatment and to make the decisions as they spend their lives with patients suffering from these
diseases and together with the patients should make the decisions based on lifestyles, symptoms
and consequences not just on budgets.
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I have had Ulcerative colitis since | was 19 (9 years). | was working full time when the symptoms
began and after 6-7 months of going to my go with my symptoms and just being told it was IBS
things finally come to a head when | was at work on a particularly bad day where | had lost a lot of
blood and | was doing a facial treatment and the pains became so unbearable that | collapsed in
the treatment and was taken to hospital and had biopsies taken and had a long stay in hospital
when | then was diagnosed with Ulcerative colitis. Over the next 6 years | was tried on various
medication pentasa, azathiprine, various sprays and enema and of course the awful steroids. |
eventually had to leave my job because | was in hospital more than | was out and | was made to
feel a problem at work so | left, | was living with my parents and | did not claim any benefits, | rarely
left the house and when | did | had " accidents" so | began to lose my confidence leaving the
house.

After three years on steroids unable to tolerate the other drugs | was then allowed to try a new
drug which was so new they didn't know side effects etc but | was willing to give anything a try just
so | can get this pain under control and stop being a burden and live a normal life. So | started
Infliximab | was only allowed the initial therapy dose at that time but this allowed me to come off
the steroids and | honestly felt like | had been cured! | began going outside again and eventually |
decided to work for myself.

All was going well until around a year later and | relapsed with vengeance | was admitted again
and was on if steroids and | was so deflated and desperate | had lived a "normal” life for nearly a
year and now | found myself back to square one on steroids again. | was admitted again for around
4 weeks and my Consultant came around and said about trying the Infliximab again but that it is
likely the same would happen again if we just had the therapy dose so | was going to have to come
in for treatment every 8 weeks.

I have now been on Infliximab for coming up to 3 years with no relapses. | no longer panic about
leaving the house, I no longer spend weeks on end in hospital. | no longer feel a burden on my
family and | can actually work again. | feel like | actually have a quality of life again, | lost so many
years of my young adult life because of my condition and when you are going through a relapse
the pain never feels like it will pass and | have to admit one image that will always stay in my mind
was just before | got admitted again and started on the Infliximab my mum had try to get me out of
the house to just walk up the road and back, | didn't make it half way without having an accident
and | ran home and was in the bathroom as my mum helped me get tidied up and | actually had hit
rock bottom and | said to my mum then | just want to die, this is no life, constantly in pain or pooing
and pouring with blood, too scared to leave the house, | had lost all my social life and confidence
but this miracle drug | see was my life line.
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| totally support Infliximab being available as a maintenance medication for UC

I have had UC for over 5 years, with continued trouble and flares. Salofalk has not worked and
6MP has terrible side effects. In May | had an acute severe attack and hospitalised for a week.
This qualified me for the 3 infusions. Ever since those infusions my UC has never been better

allowing me to get on with my life/family/work.

Unfortunately, | am not allowed to continue with more infusions, so | stress each day waiting for the
next attack/stint in hospital, whilst | continue to have poor experiences with other medications that
don't work. This is terribly frustrating knowing that there is something at will make the world of
difference to my life but am unable to receive it due to cost/red tape.
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I'm a 37 year old mother of two wonderful children and unfortunately | was diagnosed with IBD
twenty years ago. | was using Asacol every day but lived with constant pain, discomfort and
embarrassment. | managed to avoid any hospital stays however until last June when | was
hospitalised as my bowel was close to perforating. | received IV steroids as the oral steroids | had
been taking for my flare up had been ineffective. Even the IV steroids though were not bringing my
inflammatory markers down and | was no closer to getting home to my seven month old daughter
and eight year old son. Eventually after tying various treatments | was given my first dose of
Infliximab. The results were great, | started to feel much better and my blood results backed this up
and after nearly three weeks away from my family | was allowed home. | got two further doses of
infliximab as an outpatient and all was rosy, for a while....

In May of this year, during another flare up, my knee became very swollen and | was unable to
walk on it. Swollen joints are just another horrible side effect of my condition. My neck was also
incredibly sore and | had to take time off work on the sick. | was unable to play with my children,
drive a car or do the many things people take for granted on a daily basis. My consultant applied
for a years funding for me to take infliximab again but the powers that be decided | could only have
three doses. The morning after my first dose the changes were incredible. Again, | felt much better
and the swelling in my joints had reduced considerably. | have now had two doses so unfortunately
can only expect to be in remission until a few weeks after my last dose.

| fully support the idea that the NHS should fund infliximab and other similar drugs for those of us

whose quality of life literally depends upon it. If those people making the decisions had to live with
this terrible condition, we all know what the outcome would be!
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I was diagnosed with U/C 6 years ago aged 38 on 31.3.08. | have 3 children then aged 4, 8 & 10.
| worked part-time in central London two days a week. Life was hectic, but fun.

Diagnosis & the different drugs

On diagnosis | was prescribed asacol, after 1.5 months of being on the medication | had my 1st
major flare. My consultant tried to settle this flare with 40mg of prednisolone. Unfortunately this did
not work.

| was admitted to hospital for five days & given IV steroids & sent home on a course of oral
prednisolone. My next medication to be prescribed alongside the asacol & prednisolone was
azathriaprine. | could not tolerate this drug due to the side effects. My consultant then tried me on
6mp. This caused me such severe abdominal that | was unable to move, was screaming out in
pain & crying. My consultant scanned all my vital organs to ensure no lasting damage had been
caused, & luckily it had not. It was as this time that my consultant said he could no longer treat me
as | could not take the conventional U/C medication. By this time my U/C was steroid dependent.

| was referred to St Marks Hospital, under Dr Hart. She began my treatment from the beginning &
changed the asacol to pentasa & prednisolone, but the flare continued so | was once again
admitted to hospital for further IV steroids. It was at this point that we discussed trying
Tacrolemus. Funding was approved (thankfully) so along with the dreaded prednisolone. After a
year of taking the Tacrolemus, on colonoscopy the u/c was in remission. Dr Hart & | agreed to
stop the Tacrolemus as the side affects were horrible & it had done it's job. But unfortunately after
a few months the flare began & so | was back on the awful prednisolone. | did not take the
Tacrolemus again as the side effects affected my every-day life.

Dr Hart said it was time to explore all my options & speak to the surgeons. After meeting with the
surgeon & stoma care nurse | was adamant that | did not want surgery. | have had surgery in the
past (not on my bowel) & found the surgery & recovery very traumatic. | did not want to go through
this again. So Dr Hart fought for funding for me for infliximab & was successful for the ridiculously
small amount of three infusions allowed for u/c patients. This was my first glimmer of hope. After
the first infusion | felt an improvement & this was reflected in my bloods. | HAD NO SIDE
EFFECTS FOR THE TWO WEEKS IN-BETWEEN TREATMENTS | then began my second
infusion & devastatingly went into anaphylactic shock. This was a really low point for me because |
knew the drug worked for my u/c & between infusions | felt no side effects, but | could have it no
more. | was distraught. The IBD nurse did mention to me that there was another drug | could try,
but it would be almost impossible to get funding for, but they would try their best for me. This drug
was called HUMIRA - my saviour, my wonder drug. Of course, nothing is easy. My funding
request was turned down. During the appeal period | saw my MP who wrote a letter of support for
funding, along with my consultant & IBD nurses to try to get funding for HUMIRA. I've lost track of
time, but if | recall correctly my first funding request was turned down late July 2012. | finally heard
that my funding for HUMIRA had been approved at the end of December in 2012 some 4 months
later. |1 did not hear from the hospital about the funding approval, because they had not yet been
informed, | heard from my MP's secretary who was so kind & efficient that she sent me a copy of
the letter my MP had received from the PCT. My first reaction was relief & excitement, my second
was anger & frustration because in the letter the PCT said they would be informing my hospital
"early in the new year the funding had been approved".......... Did these people not know what
living hell my family & | were going through living with U/C? The PCT thought it fine to wait
another week/week & a half before informing the hospital. All this time | was still on the dreaded
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prednisolone. | belong to a support group & it's so frustrating seeing other people on the group
who do not live in my area who cannot get the drug, or do not have the support of an excellent
consultant & IBD team or a high ranking MP to fight for them. 1 finally started my wonder drug
HUMIRA in February 2013 SIX LONG, PAINFUL, EXHAUSING WASTED MONTHS OF MY LIFE
AFTER WE FIRST APPLIED FOR FUNDING.

Now let me tell you how living with severe/moderate U/C has ruined my life & affected us all
emotionally & financially.

During the majority of my time living with U/C & the ever changing drugs | had no quality of life. |
was off sick from work for 8 months. | went onto half pay after six months & was not entitled to
anymore paid sick days for many years to come.

| was unable to drive my children to or from school or make them their breakfast as this was the
time, usually until about mid-day that | could not leave the toilet. There was no fun time with my 3
wonderful children or my husband &, | was always in bed, in pain or on the toilet. We did not
cuddle or play, because if any of them touched my tummy it would be so sore.

My second born child, the 8 year old spent most of her time in the medical room at school getting
cuddles & attention from the wonderful medical staff who understood that she was upset because
'mummy was unwell'. For years my youngest daughter would cry going into school because she

didn't want to leave me.

I am so fortunate that | have a supporting family, my Dad or sister would do the school run for me.
My mum or dad would cook & my husband & does all the cleaning, washing & ironing. We were
entitled to no financial help from the government (apart from statutory sick pay) so if | did have a
well period of time, there was no money to do anything fun or regularly go on holiday.

This period of illness really affected my confidence. My friends gave up coming around as | was
so poorly, | would be curled up on the sofa under a blanket with a hot water bottle. They stopped
asking me to go out with them because | always said no, they didn't underst& that | couldn't & that
if they were going for a meal this would only make me ill.

When at work my quality of work really dropped. | continuously made mistakes because of the
side effects from all the drugs, even when | was in remission whilst taking the Tacrolemus, my
st&ard of work was terrible. This ruined my confidence & self esteem & | started to see a
councillor at work. (My work did have an excellent support system, | was/am very fortunate with
this employer & | know other employers would have found a way to 'let me go'.)

Another problem was the weight loss from the constant flare-ups & then the weight gain from the
prednisolone. We had not spare money to buy clothes to fit my ever changing body shape. My
'moon face' from the constant use of prednisolone was depressing & because of my ill health my
hair became really thin. Prednisolne also affected my mood. | was so angry & unhappy. They
also kept me awake at night, so | took sleeping pills. This drug is not a good long term drug to
manage a chronic illness such as ul/c.
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That was then, but this is now. Life is fun & hectic. HUMIRA has given my family back their wife &
mummy. | can laugh without pooing myself, | can tickle my children & they can tickle me back, we
can go for long walks with our dog, to the theatre, for days out, whatever we want to do. | have
even been working extra days at work & feel that | do a good job again! The only side effect | have
from HUMIRA is tiredness once | have taken the drug, so | take it at night & go to sleep, no
problem at all.

I know HUMIRA doesn't work for everyone with U/C, but please, at least give them a chance to see
if it works for them, if that's what they want.

Thank you for taking the time to read this.

Drugs taken to try to reach & maintain remission:

Asacol

Pentasa

Pentasa Suppositires

Prednisolone (EVIL DRUG)

IV steroids (I can't remember what it was called) Azathriaprine 6MP Tacrolemus Infliximab
HUMIRA - Mission achieved!

P.S, I'm now 45, my children are 16 (nearly 17), 14 & 10. I've missed out on my eldest childhood.
Please don't let this happen to other people.

P.P.S Please don't take HUMIRA away from me.
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| was diagnosed with Ulcerative Colitis in April 2012 after suffering with the symptoms for two
years. After suffering constant bleeding and accidents on a daily basis | was sent for a
colonoscopy where | was relieved to find out what had been causing all my problems. |
immediately started my medication, Mezavant 2400mg, and quickly my symptoms eased and | was
able to return to an almost normal life.

Unfortunately this did not last and in October 2013 | began to flare. | started using Pentasa
Suppositories every night but to no avail. Within four weeks | had started a course of
corticosteroids. Within two weeks of completing that course | began to flare again and after a
further 10 days of corticosteroids | was admitted to hospital. | spent seven days in hospital where |
received IV corticosteroids and | was also started on Azathioprine. My GI consultant has also
increased my Mezavant to 4800mg.

Within two months of taking Azathioprine, along with corticosteroids, | began vomiting daily and
had to be taken off Azathioprine. | was then prescribed mercaptopurine which unfortunately had
the same effect and | was also taken off this.

After 7 months of steroids my intestines were looking a lot better but again after 10 weeks being
steroid free, | appear to be flaring again. My Gl Consultant has told me that he reluctant to give
me any more steroids. | have been given the choice of taking Golimumab or having surgery. | do
not wish to have surgery at this time as | cannot afford to take the time of work that | would need to
recover (I am on a fixed term contract that | am hoping will be extended).

| would rather try to work through this illness with the help of medication and continue to work full
time, than have to put myself and my family through the process of surgery. | understand that
these drugs do not work for everyone but if it were to help prolong the possibility of surgery then |
would rather try this to allow myself more time to prepare for life changing surgery.
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Following at least five years of repeated visits to my GP with agonising pain on the lower left side
of my body | was finally diagnosed with moderate Ulcerative Colitis at the start of 2010 - having
mentioned the symptoms at a check up for my Coeliac Disease where the consultant was more
worried about the symptoms than my GP.

| spent the first six months of 2010 incapacitated with a severe relapse. | was treated with 1V
steroids in hospital and then spent the next four months on maximum dose oral steroids and
aminosalycates (Asacol and later Balsalazide).

| spent this time on extended sick leave from work and barely able to move out of an armchair
during the day due to the unbelievable fatigue. Thankfully my husband and sons were able to look
after me during this time, although | became extremely depressed by my inability to even cook a
basic meal or keep the house clean and tidy. | had quickly developed the classic characteristics of
steroid treatment - exhausting insomnia (almost the worse side-effect) a round "moon" face (my
spectacles made a deep groove down the side of my face) and a swollen upper body with a buffalo
hump. When my symptoms finally improved so that | was actually able to leave the house with my
husband | felt extremely self-conscious about my appearance and tried to avoid going out as |
became convinced that people were staring at me.

It was only by chance that | was advised by a nurse to stop taking the aminosalycates on a trial
basis and found that my symptoms improved. | was able to gradually reduce the oral steroids and
was finally symptom free by the autumn.

Unfortunately the remission didn't continue and | experienced further relapses in 2011, 2012 and
2014. Each time the symptoms would become almost unbearable - extreme pain, fever and
fatigue. Eventually | would have to admit defeat and agree to treatment by oral steroids (my only
hospital admission in 2010 for iv steroids was so traumatic that | am determined not to repeat it -
although it would probably achieve a faster remission).

Unfortunately | have now almost reached the end of the road in terms of medication -
Aminosalycates make my symptoms worse, Azathroprine adversely affected my white cell count,
although I can tolerate Mercaptopurine 6 it doesn't seem to have a huge effect on my symptoms,
even steroids took some time to bring my last flare under control. | am devastated that the only
option that now seems to be open to me is life-changing major surgery and | would be
anaesthetised without even knowing whether the resultant and incontinent stoma was going to be
a permanent part of my life or whether | would be able to choose to have a J pouch at a later
stage.

I strongly urge NICE not to restrict the availability of biologics for the treatment of ulcerative colitis

as this removes any choice about their treatment for patients (contrary to the NICE pathway for the
care of adults with Ulcerative Colitis) and in the end we will be faced with surgery or nothing.
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| am writing to express my deep distress that NICE is proposing to withhold the use of Biologics for
people with moderate to severe Ulcerative Colitis.

Though | do not use biologics at present and have been fortunate so far in managing my UC
without. | would like to feel when the time came | would have a choice of medication or surgery.
Surgery is not a panacea and carries with it great risks especially for someone of my age. | am 72
years old. Once the colon has been removed it can never be put back and this could be very
significant for the majority of young people left with a stoma should a cure be found in the next
twenty to forty years.

It is also discriminatory with options available to people with Crohn’s not available to those with
uUC.

| trust that this decision will be reversed and Biologics will be available to clinicians to give their
patients the best quality of life possible.
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I am 67 and was diagnosed with Crohn's 5 years ago. It is thought now, however, by my
Consultants that | have Ulcerative Colitis.

| was initially treated with Prednisolone which helped until the amounts were being reduced and
then my symptoms of abdominal pain,rectal bleeding( causing anaemia which had eventually to be
treated with 1V iron as | could not absorb oral iron),diarrhoea and urgency started again.

| was then commenced on Azathioprine initially 200mg daily, then increased up to 200mg.

My symptoms did not improve and 4years ago | had my first course of Infliximab.

However, having completed a year on it, | was advised to come off it as the side effects could be
serious for a person over 60.

After a few months of not having the infusions, my symptoms returned despite taking Azathioprine
and rectal suppositories and oral Pentasa.

Last year | was very depressed about my condition. | felt unable to leave the house as | needed to
be near a toilet almost constantly and had to change sanitary pads every few hours. | could not
see how | could go on but the thought of surgery frightened me a great deal. As a retired nurse |
had cared for people with stomas so | knew what was involved.

My Consultant reluctantly agreed to restart the Infliximab. | have now had a year of 8 weekly
infusions. My life has changed so much. | have no symptoms of UC at all. Normal bowel actions,
no rectal bleeding. | have my life back thanks to Infliximab.

| am able to look after my young grandsons, do charity work in our village and have a social life.
Please NICE do not stop the prescribing of this wonder drug.
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NICE Appraisal Consultation Document, October 2014

Crohn’s and Colitis UK response

Summary

e There is a clear and defined need for biological drugs to be available to people with
moderate to severe Ulcerative Colitis, for whom conventional treatments have failed,
using stopping rules which would bring this in line with the guidance for Crohn’s
Disease (TA187)

¢ Neither surgery or conventional treatment are appropriate comparators for biological
drugs as conventional treatment has, by definition, failed and, unless by patient
choice, surgery should be considered a last resort when all appropriate medical
options have been explored

e Considerable uncertainties arise from the assumptions on which the modelling is
based in terms of:

o lack of representativeness of the patient population being considered
extrapolation of short-term data to a lifetime horizon

lack of stopping rules

full costs, complications and risks of surgery

small sample on which health utility values are based

selection of conventional therapy as a comparator, when this has already

failed this group of patients

e There are significant equality/diversity issues in terms of effectively compelling
patients in this group to elective or potential emergency surgery, in particular for
young people who have not begun a family and whose fertility may be affected, and
for religious groups such as Muslims, for whom this may impact on religious practices
and cause particular distress.

O O O OO0

About Crohn’s and Colitis UK

Crohn’s and Colitis UK is the major UK charity offering information and support to anyone in
the UK affected by these conditions, which come under the umbrella description
Inflammatory Bowel Disease or IBD. Established in 1979, the charity’s services include
information and support services, a wide range of accredited information sheets and
booklets, and a nationwide network of locally-based groups. The charity, which currently
has 28,000 members UK-wide, also raises awareness, campaigns for improved health and
public service provision for patients, and funds vital research.

Introduction

We welcome the opportunity to comment on the Appraisal Consultation Document. We are
extremely disappointed with the preliminary recommendation that the three biological
treatments under review are not considered to be an effective use of NHS resources for






those who have moderate to severe Ulcerative Colitis (UC) and for whom conventional
treatments have failed. We believe that this has been based on invalid assumptions. If
upheld, this decision is likely to leave this group of patients with no effective medical
treatment options, very low quality of life, increased fear and anxiety over disease
progression, increased potential for surgery and increased risk of complications and cancer.
Patients will be aware of the option of biological therapy and their inability to access this
which will lead to further anxiety and distress. Additionally, this is likely to have significant
implications for the NHS, in particular in terms of admissions to hospital.

Our comments are informed by valuable illustrative feedback from individuals with Ulcerative
Colitis, which has been included throughout. A separate document collating more than 50
individual submissions to this review has been produced and will be forwarded alongside this
response. The points raised below are based on published research, expert consensus
statements and guidelines and advice from experienced clinicians.

We have sought to address the following areas identified as being of interest to the Appraisal
Committee

e Has all of the relevant evidence been taken into account?

e Are the summaries of clinical and cost effectiveness reasonable interpretations of the
evidence?

e Are the provisional recommendations sound and a suitable basis for guidance to the
NHS?

e Are there any aspects of the recommendations that need particular consideration to
ensure we avoid unlawful discrimination against any group of people on the grounds
of race, gender, disability, religion or belief, sexual orientation, age, gender
reassignment, pregnancy and maternity?

1. Has all of the relevant evidence been taken into account?

It is our view that significant evidence has not been fully taken into account in relation to the
costs, complications and impact of surgery, identified treatment pathways, quality of life,
implications of uncontrolled disease, patient population, and projections of usage over time.
This is explored further below.

i) Surgery

We welcome the Committee’s agreement that surgery is not a relevant comparator for most
patients with moderately to severely active disease. While it can offer the individual
concerned the feeling they have ‘got their life back’, for many it is not an option that they
want to consider except as a last resort when all available options have been exhausted,
and can bring with it a range of potential complications, which may require further treatment
and ongoing management. There can also be an associated profound psychological and
social impact, for example, in terms of body image and self-esteem. For those who are
facing this at an age when they have just begun to form relationships and do not yet have a
family, this can be especially difficult.

There is documented evidence that increased use of biologics in IBD has led to a reduction
in colectomy rates, which we would suggest is a highly desirable outcome in terms of patient
care. From 2005-2011, following the approval and increasing use of anti-TNF therapy, the
total colectomy incidence rate has decreased by 16.1% every year to 0.9 per 100 ulcerative
colitis patients.'

It has been posited that ‘colectomy is not a cure for the disease but rather the substitution of
a large problem with smaller problems, including faecal incontinence, pouchitis, irritable
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pouch syndrome, cuffitis, anastomotic ulcer and stenosis, missed or de-novo Crohn's
disease and, in young females, reduced fecundity.”

The national clinical audit of inpatient care for adults with ulcerative colitis documents 32% of
UC inpatients experiencing post-surgical complications in elective surgery and 35% in non-
elective surgery."

Guidelines for the management of inflammatory bowel disease in adults" state that ‘Clinical
outcomes after pouch surgery are variable’. Drawing on evidence from the Pouch Registry,
they highlight the following factors:

e Fecundity (fertility) in women is reduced by 40%-50%

e Nocturnal seepage (of faeces) is 8% after one year, rising to 15.4% at 20 years
(other studies have suggested this may be as high as 32%)

e Median frequency of defecation is five per 24 hours, once at night (some studies
have put this higher)

o Up to 50% of patients who undergo ileal pouch surgery for ulcerative colitis suffer
from pouchitis (inflammation of an ileo-anal pouch) — reported risk factors include
younger age at colectomy and extensive Ulcerative Colitis

e There is an increased risk of thromboembolic events

These considerations, in addition to potential impotence for men and risk of pouch failure,
will have a significant impact on quality of life and play a large and understandable part in
preferences for medical treatment options over surgery. For example, Cohen et al' found
that medical management of refractory UC was associated with a better ability to sleep,
better stool consistency and fewer daytime and night-time trips to the toilet than the surgical
patients. Berndtsson and Orestand” found the quality of life of patients undergoing pouch
surgery for UC had not changed one year after surgery compared with that before surgery.

The ongoing need for stoma care and the psychological and social impact of body image
and self-esteem are also key factors. People have told us:

“Surgery would have been a massive emotional and psychological barrier for our son at this
stage in his life.”

“Surgery was on the cards, but my mum, dad and | begged the surgeon not to do it.”

“Personally I'm not prepared for the drastic surgery of having my colon removed.”

There are numerous additional costs related to surgery which have been highlighted by
other stakeholders, especially the British Society of Gastroenterology, and which we do not
believe have been fully taken into account. These include:

e Potential second or third operations (e.g. restorative protocolectomy with ileoanal
pouch is usually undertaken as two operations; colectomy with ileostomy may be
followed by pouch surgery at a later date or permanent ileostomy)

e Ongoing stoma care and appliances (estimated at £5,000 per year by Clinical
Commissioning Groups for up to 50 years for younger patients)

e Potential fertility treatment for young women after surgery

e Hospital costs for the treatment of infections and other complications
Psychological support — IBD-related surgery or hospitalisation is associated with a
significant risk for depression and anxiety.""





While there may still be a necessity for surgery for some patients at a later date, following
treatment with a biological drug, it should not be assumed that this is inevitable or that
individuals will remain on biological therapies throughout their lives. Stopping rules that
would have significant effect on the modelling and cost-effectiveness are covered in vi)
below.

i) Ongoing conventional treatment for this population

As the scope of this review applies specifically to those for whom conventional treatment has
failed, the use of this in the modelling is not appropriate. People with UC have told us:

“l have had 3 years of constant flare ups and no remission. | have been hospitalised
numerous times and been on every type of medication from a range of enemas,
mercaptopurine, azathioprine and numerous others — none worked.”

“Despite corticosteroids, azathioprine and other drugs, nothing was working. The steroids
caused him great distress and made him very difficult company. Trying to work was a
nightmare and he experienced crushing fatigue.”

“Since | received my diagnosis in 2007, | have been on several kinds of mesalazine,
azathioprine (I reacted badly to it), mercaptopurine, methotrexate, regular extended courses
of prednisolone. When none of this worked effectively, my anaemia became so bad | was
hospitalised and had to have a blood transfusion of 2 units of blood along with fluids and
steroids.”

iii) Nol/inadequate treatment: chronic active disease

Therefore, the only valid comparator in this case, as defined by the scope of the review,
‘Infliximab, adalimumab and golimumab for treating moderately to severely active ulcerative
colitis after the failure of conventional therapy’ is no treatment or inadequate treatment and
the implications that these ‘options’ bring for quality of life, potential emergency surgery,
hospitalisation, and complications, including cancer risk. This is explored further below in
terms of the key factors that need to be adequately reflected in the modelling or any
subsequent interpretation of the results.

a) Quality of life impact of chronic active Ulcerative Colitis

IBD substantially impairs patients’ health-related quality of life."" * Factors that impact on
quality of life include disease course, prescribed treatments, psychosocial factors and
socioeconomic effects. ' Disease course includes severity and extent of disease and
frequency of relapses, which have a direct impact on the symptoms experienced by patients
with Ulcerative Colitis, including abdominal pain, diarrhoea, rectal bleeding, weight loss,
nausea, vomiting and extraintestinal features such as fatigue, arthritis or ocular symptoms.

Prescribed treatments for Ulcerative Colitis influence these symptoms as a result of their
efficacy and side effects. Disease course and prescribed treatments affect the physical and
psychosocial function of children and adults with Ulcerative Colitis and, by consequence,
their quality of life.

Social function can be impaired with inability to work, attend school, participate in leisure
activities, or have intimate relationships. Research shows that young people aged 16-25 with
IBD who have not yet entered full-time employment often feel that their condition has
compromised their education and significantly limited their career aspirations. There is a
clear associated “productivity loss” by health state, whereby the lowest score for health state
(Visual Analogue Score 0-2.5) corresponds with a 71% productivity loss™
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Emotional function is affected by difficulty in coping with personal lives and feelings of anger,
embarrassment, frustration, sadness, and fears of needing surgery or developing cancer.™
Anxiety and depressive iliness is higher in people with IBD*", with mood disorders at least in
part a consequence of the IBD itself” and its medical treatment (such as corticosteroid
therapy and surgery, specifically colectomy and stoma formation). Additionally, most reports
indicate that stress may be involved in triggering relapse.

“My ‘moon face’ from the constant use of prednisolone was depressing and because of my ill
health my hair became really thin. Prednisolone also affected my mood. | was so angry and
unhappy. This also kept me awake at night, so | took sleeping pills.

The isolation | have felt has been overwhelming. | can’t take my children to the park, for a
walk or play date or any of the other simple things that | used to take for granted. | do not
have any kind of social life myself as it is simply not possible for me to go out when | may
need to open my bowels with no warning. My relationship with my husband is also under a
lot of pressure for obvious reasons. | am 35 years old and feel like an old woman. Instead of
being in the prime of my life, my world has become so small due to this horrific disease and
so have the lives of my children. The constant tiredness and the mood swings caused by all
the steroids | take have made me a pretty poor mum. Recently my 2 year old son had to
have an operation and | was too ill to stay with him in hospital overnight. It broke my heart. |
want to get a job, enjoy my children and just start living again.”

Patients with active and quiescent IBD often report symptoms of fatigue. Studies have
demonstrated that fatigue measurement scores in patients with IBD are comparable to
scores reported in cancer patients.™

“l was diagnosed in December 2009 with UC and became poorly very quickly. During this
time my quality of life changed dramatically. | found it difficult to hold down my full time job
and by the time the weekend came | was so exhausted from visits to the loo, from working
and at times having accidents that | could not leave the house and at times | couldn't even
manage to get out of bed. | would go as far to say that | have absolutely no life at all. This
condition had a huge impact on my family too, | couldn't go on holiday or days out with them
and they were so worried.”

“During the majority of my time living with UC and the ever-changing drugs, | had no quality
of life. | was off sick from work for 8 months. | was unable to drive my children to or from
school or make them their breakfast as this was the time, usually until about midday, that |
could not leave the toilet. There was no fun time with my 3 wonderful children or my
husband, | was always in bed, in pain or on the toilet. We did not cuddle or play, because if
any of them touched my tummy, it would be so sore. This period of illness really affected my
confidence. My friends gave up coming around as | was so poorly. My quality of work really
dropped. | continuously made mistakes because of the side effects from all the drugs.”

b) Complications of chronic active disease:

Both osteoporosis and vitamin D deficiency are common in IBD. The major risk factors for
osteoporosis complicating 1BD are age, steroid use and disease activity.™"

Anaemia is a common complication of IBD. lron deficiency and anaemia of chronic disease
p . 0 . 0

are the commonest causes of anaemia in IBD. Drug-induced anaemia secondary to

azathioprine, mercaptopurine or sulfasalazine also occurs."





“When | am unwell the constant anaemia make everyday life feel like wading through
treacle, the pain can be crippling. The very real concern of faecal incontinence gives me
physical symptoms of stress as well as affecting me emotionally and mentally.”

“He was struggling to maintain a healthy weight, was constantly feeling sick, rushing to the
toilet and in pain and missing a great deal of his work at a stage in this career that was very
important to him. He was unable to continue his sport and his social life was negligible. He
had to take medication to digest his food.”

“Just before | got admitted again and started on the infliximab, my mum had to try to get me
out of the house to just walk up the road and back. | didn’t make it half way without having
an accident and | ran home and was in the bathroom as my mum helped me get tidied up.
And | actually had hit rock bottom and | said to my mum then | just want to die, this is no life,
constantly in pain or pooing and pouring with blood, too scared to leave the house, | had lost
all my social life and confidence.”

The risk of colorectal cancer increases with the extent of disease, severity of inflammation,
the age of onset and duration of the disease.™

All the above factors need to be reflected appropriately in the modelling and any subsequent
interpretation of these.

iv) Patient population

As has been identified by clinical experts, the patient populations included in the trials
selected are not fully representative of the defined population being considered within the
scope of this review. The severity of disease, presence of complications and age may all
affect the evaluation, particularly in terms of health utility. Patients enter the model at age
40, reflecting the median age of trial populations, yet peak diagnosis occurs at 15-25. This
may have a significant effect on the results.

V) The value of biological treatments to people with moderate to severe Ulcerative
Colitis for whom conventional treatments have failed

We have been overwhelmed by feedback from patients on the value of biological therapies
for the treatment of their moderate-severe Ulcerative Colitis, when this has not responded to
or they are intolerant of conventional treatments.

This very real practical experience is endorsed by evidence-based European Crohn’s and
Colitis Organisation (ECCO) guidelines and an ECCO gastroenterology group expert
consensus statement: Recommendations for the treatment of ulcerative colitis with
infliximab.

‘If active steroid-refractory Ulcerative Colitis is confirmed, alternative therapy to induce
steroid-free remission is required. Anti-TNF therapy has clear evidence of benefit in this
patient group.’ (ECCO)*

‘Infliximab ... for treatment of adults with moderate to severe, active ulcerative colitis (UC)
unresponsive to conventional therapies. It rapidly controls symptoms, induces and sustains
steroid-free remission, stimulates mucosal healing and reduces serious complications.
Although infliximab tends to be reserved for patients with severe disease, it may be even
more beneficial for moderate disease earlier in the disease course.™






“I no longer panic about leaving the house. | no longer spend weeks on end in hospital. | no
longer feel a burden on my family and | can actually work again. | feel like | actually have a
quality of life again, | lost so many years of my young adult life because of my condition.”

“I have never felt better in my life.”

“I am not allowed to continue with more infusions, so | stress each day waiting for the next
attack/stint in hospital, whilst | continue to have poor experiences with other medications that
don't work. This is terribly frustrating knowing that there is something that will make the
world of difference to my life but | am unable to receive it.”

“For the first time in just over 10 years, my fiancé’s symptoms ceased. She could go out
without fear. She could do the most basic things in life that other people take for granted.
Everyone breathed a massive sigh of relief and said a prayer of thanks for this miracle.”

“Within 24 hours of the infusion, | stopped bleeding and within 48 hours | was having two
comfortable bowel movements per day (reduced from 12 plus day and night). It has been
life-changing. | shortly after went on holiday and, since returning, started a new job where
no-one would know that, a month prior, | could hardly walk, sleep or leave the house. For
me, this has been a miracle treatment.”

“That was then, but this is now. Life is fun & hectic. Humira has given my family back their
wife & mummy. | can laugh without pooing myself, | can tickle my children and they can
tickle me back, we can go for long walks with our dog, to the theatre, for days out, whatever
we want to do. | have even been working extra days at work and feel that | do a good job
again.”

vi) Stopping rules

a) Patients who receive anti-TNF therapy who do not respond at the end of the
induction period should have their anti-TNF therapy stopped. Clear stopping rules could and
should be applied after induction for these primary non-responders. This is not fully
considered in the model.

b) For those who lose response during the first year of therapy (secondary non-
responders) drug and anti-drug antibody levels should be used to determine whether
switching to an alternative anti-TNF should be considered, or if surgery is preferable. This is
not considered in the model.

c) Review at one year is likely to be a clinically and cost-effective treatment strategy,
with further treatment only in those who subsequently relapse and would bring the UC
recommendations into line with those for Crohn’s Disease.

Stopping rules are in place for infliximab and adalimumab for Crohn’s Disease and there is
evidence that these are equally applicable for Ulcerative Colitis. For example:

e Molander et al (IBD 2014; 0:1-8) showed that 22/34 UC patients remained in
remission after cessation, and 94% of those relapsing responded to retreatment

e Steenholdt et al (Scand J GE 2012; 47:518-527) showed that of 28 UC patients
stopping whilst in clinical steroid-free remission, 75% remained in remission at 1 year
and 5/7 (71%) responded to retreatment.

e Farkas et al (Scand J GE 2013; 48:1394-1398) followed 51 patients who stopped
infliximab after one year, and 65% remained in remission at one year after cessation,
with the majority of relapses responding to retreatment.





o Villafranca et al (JCC 2014; 8:S234-235) prospectively studied UC patients given one
year of infliximab. 12 with mucosal healing at one year stopped the drug, and 75%
remained in remission over 2 years follow-up. The 3 relapsing responded well to
retreatment.

It seems inappropriate to model continuous anti-TNF therapy in all patients maintaining a
response over the long-term when this does not reflect UK clinical practice. This assumption
will substantially overestimate the true cost of treatment, in particular when placed within
modelling over a lifetime horizon. We believe there is sufficient evidence to consider the
impact of stopping rules on the cost-effectiveness estimates.

“l have severe pancolitis and have had the three induction doses plus another 4 doses of
infliximab since the beginning of December 2013. Before that, | had been admitted to
hospital almost every two months — 5 times in 2013 alone. This pattern has existed since
my UC flared in 2010. It has given me my life back. | can also work and have a social life. |
have gained some confidence in myself and am no longer constantly worried about urgently
needing the toilet. | have not had any bleeding or diarrhoea since February and | finally feel
like my gut is having a chance to heal. | am only opening my bowels between 2 and 4 times
a day. | have energy, my joints and bones are generally better and my hair (which had
thinned and fallen out with steroids and other meds) is growing back to its former glory.”

2. Are the summaries of clinical and cost effectiveness reasonable interpretations of
the evidence

As full account has not been taken of the evidence outlined above, the summaries of clinical
and cost effectiveness are not considered to be reasonable at this stage. We would strongly
urge that the additional evidence highlighted in this submission is given consideration and
that the decision is reviewed in light of this.

3. Are the provisional recommendations a sound and suitable basis for guidance to
the NHS?

The provisional recommendations are not a sound and suitable basis for guidance to the
NHS. They are not in line with clinical practice and opinion and leave patients with
Ulcerative Colitis in the UK in a substantially worse position in terms of treatment options
compared with those with Crohn’s Disease and those with Ulcerative Colitis in many other
countries in the developed world.

“l am a 20 year old student. | have been steroid dependent and azathioprine treatment is no
longer effective for me. In other developed countries, particularly in North America, biologic
drugs are the natural next step for treating UC when immunosuppressants fail. The right
drugs existed but were just out of my reach. | therefore jumped on the opportunity when |
heard of a clinical trial for golimumab.”

If the preliminary recommendations are upheld, this decision could condemn a clearly
defined proportion of children and adults who are experiencing ongoing chronic active
disease with its many debilitating and devastating impacts to life-altering surgery, which may
have been avoided, at a time when they may be the most ill-prepared to deal with it. The
implications of this will be significant, not just for individuals and families, but also for the
NHS and wider society, in terms of education, employment and the welfare system.

“To take away my last hope of avoiding this dreadful prospect would be a bitter blow.”

“If infliximab was taken away from me, | am sure | would not cope with an ileostomy.”
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4. Are there any aspects of the recommendations that need particular consideration
to ensure we avoid unlawful discrimination against any group of people on the
grounds of race, gender, disability, religion or belief, sexual orientation, age,
gender reassignment, pregnancy and maternity?

As outlined above, pouch surgery can affect fertility and, as such, discriminates again young
people who may not yet have a family and who are in the peak diagnosis group for this
condition. Active disease that is not responding to conventional treatment is likely to force a
need for surgery, so this cannot be dismissed. For certain religious groups, such as
Muslims, the impact of active disease and the effects of pouch surgery may interfere with
religious practices and cause particular distress, which would be alleviated by the option of
biological therapy.™"

Patient and public engagement

We welcome the various opportunities that exist for stakeholders to engage with this
appraisal process, through consultation responses as an identified stakeholder, nomination
of patient experts, ability to observe appraisal committee meetings and public consultation.
However, we would like to register our concern that it remains extremely difficult to engage
optimally with a process which involves commenting on a 437 page assessment report
containing detailed economic modelling. There is a need for this to be communicated more
clearly and accessibly to stakeholders than is currently the case and we would suggest that
this could most usefully be achieved through a workshop event, where questions could be
asked by stakeholders to obtain further clarification and thereby ensure all relevant factors
have been identified.

Summary

e There is a clear and defined need for biological drugs to be available to people with
moderate to severe Ulcerative Colitis, for whom conventional treatments have failed,
using stopping rules which would bring this in line with the guidance for Crohn’s
Disease (TA187)

e Neither surgery or conventional treatment are appropriate comparators for biological
drugs as conventional treatment has, by definition, failed and, unless by patient
choice, surgery should be considered a last resort when all appropriate medical
options have been explored

e Considerable uncertainties arise from the modelling in terms of:

o lack of representativeness of the patient population being considered
extrapolation of short-term data to a lifetime horizon

lack of stopping rules

full costs, complications and risks of surgery

small sample on which health utility values are based

selection of conventional therapy as a comparator, when this has already failed

this group of patients

¢ There are significant equality/diversity issues in terms of effectively compelling
patients in this group to elective or potential emergency surgery, in particular for
young people who have not begun a family and whose fertility may be affected, and
for religious groups such as Muslims, for whom this may impact on religious practices
and cause particular distress.

O O O 0O O

For further information:







BRITISH SOCIETY OF

Multiple Technology Appraisal (MTA)
Appraisal Consultation Document
Infliximab, adalimumab and golimumab for treating moderately to severely
active ulcerative colitis after the failure of conventional therapy (mcludmg a
review of TA140 and TA262)

Response on behalf of the British Society of Gastroenterology

The BSG has considered the initial ACD document and the revised report sent in
Sept following the committee meeting Aug 28" noting the specific questions that you
ask:
e Has all of the relevant evidence been taken into account?
e Are the summaries of clinical and cost effectiveness reasonable
interpretations of the evidence?
e Are the provisional recommendations sound and a suitable basis for guidance
to the NHS?
The response to all three of these questions is an emphatic ‘no’.

The results of the appraisal to date give a grossly misleading and inappropriately
high ICER for anti-TNF therapy, principally because the SCHARR model used by
NICE does not translate the trial data into a form that adequately reflects the use of
these drugs in clinical practice in the UK. This is because of the use of a network
meta-analysis combining the different drug trials that introduces wide confidence
intervals, further amplified by the model itself. The model is very insensitive to
changes in most parameters, and (as acknowledged in the committee meeting),
there is a lack of robust data around many of these key parameters, including
expected rates of surgery in patients with moderate to severe UC failing conventional
therapy; costs of surgery and post-surgery care; and health utilities in steroid-
dependent patients with chronic active disease who cannot have surgery. There is a
large disparity in ICERs between the company and the SCHARR models. The model
outcomes differ substantially to those for anti-TNF therapy in Crohn's disease
(TA187), when it would be expected that results would be very similar for two
diseases with substantial common features, aetiology and treatment.

It is noteworthy that the original model for Crohn’s disease, by the University of
Birmingham (Use of tumour necrosis factor alpha (TNF a) inhibitors adalimumab and
infliximab for Crohn’s disease, produced by: West Midlands Health Technology
Assessment Collaboration, for NICE, July 2008) had similar flaws. The BSG and
others challenged that model: the revised model was used in the final report TA187.
Specifically, the confidence intervals were extremely wide; the time horizon was too
long; and there was no discussion about stopping rules. The BSG provided data
from the STORI paper that had been presented and published in abstract form, but
had not been considered by the review. STORI informed guidelines on stopping anti-





1)

TNFs in CD. NICE accepted that stopping rules would be useful and the models
were re-run. TA187 was published with recommendations about a review at 12
months to determine whether anti-TNFs can or should be stopped. TA187 quoted
the STORI study.

The BSG wishes to bring to the attention of NICE three studies similar to the STORI
paper that report stopping anti-TNFs in UC (Major point 1, below). These data should
not be ignored. They should instead inform the discussion about the time horizon
and the recommendation of an annual review of anti-TNF therapy with a view to
stopping the drug, as per Crohn’s disease.

Specific comments:
Major points:

Rigorous stopping rules should be evaluated in the economic assessment.
Sections 4.62 and 4.67, of the ACD, report the Appraisal Committee’s consideration
of evidence regarding stopping rules. In particular we note the following comment in
section 4.67, “The Committee would have liked to consider further the stopping rules
for patients with ulcerative colitis who had a TNF-alpha inhibitor then entered into
remission, but there was no robust evidence in this regard.”

However, the BSG does not believe all the relevant evidence has been taken into
account. There is growing evidence that the majority of patients entering deep
remission on anti-TNF therapy will remain in remission if anti-TNF drugs are stopped
at 1 year or later:

- Molander et al (IBD 2014;0:1-8) showed that 22/34 UC patients remained in
remission after cessation, and 94% of those relapsing responded to retreatment

- Steenholdt et al (Scand J GE 2012; 47: 518-527) showed that of 28 UC patients
stopping whilst in clinical steroid-free remission, 75% remained in remission at 1 year
and 5/7 (71%) responded to retreatment.

- Farkas et al (Scand J GE 2013;48:1394-1398) followed 51 patients who stopped
infliximab after one year, and 65% remained in remission at one year after cessation,
with the majority of relapses responding to retreatment.

- Villafranca et al (JCC 2014;8:5234-235) prospectively studied UC patients given
one year of infliximab. 12 with mucosal healing at one year stopped the drug, and
75% remained in remission over 2 years follow-up. The 3 relapsing responded well
to retreatment.

These data suggest that review at one year (in order to stop anti-TNF therapy in
patients who are in remission) is likely to be a clinically and cost-effective treatment
strategy, with further treatment only in those who subsequently relapse, and would
bring the UC recommendations into line with those for Crohn’s disease.

It seems unreasonable to model continuous anti-TNF therapy in all patients
maintaining a response over the long-term when increasingly this does not reflect UK
clinical practice. This assumption inevitably drives the cost-effectiveness estimates
for anti-TNFs but substantially overestimates the true cost of treatment. Furthermore
it seems odd to reject stopping rules on the basis of limited evidence since this is
clearly inconsistent with modelling clinical effectiveness over a lifetime horizon on the
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basis of 1 year follow-up evidence. We argue that there is without question sufficient
evidence to at least explore the impact of stopping rules on the cost-effectiveness
estimates. Ruling against any use of anti-TNF therapy in moderate to severe
ulcerative colitis without any consideration of stopping rules is unfair and not an
appropriate reflection of current clinical practice.

Many patients who receive anti-TNF will not have responded at the end of the
induction period. Patients who do not respond should have to their anti-TNF
therapy stopped and they will be offered surgery, or occasionally novel therapies in a
drug trial. Clear stopping rules could and should be applied after induction for these
primary non-responders. This is not fully considered in the model.

Some patients will lose response during the first year of therapy. For those who
lose response (secondary non-responders) drug and anti-drug antibodies levels
should be used to determine whether switching to an alternative anti-TNF should be
considered, or if surgery is preferable. This is not considered in the model.

The trial populations covered patients with moderate to severe disease and do
not reflect expected UK usage. Inevitably patients with more stable moderate
disease are easier to recruit to these studies and are likely to represent the majority
of trial subjects; in ACT1 only 45 (12.4%) of patients had severe disease (Mayo
score 11 or 12) while 317 (87.1%) had moderate disease (Mayo score 6-10); in
PURSUIT 93.3% had moderate disease, vs 6.7% with severe. Clinical practice in
the UK is to reserve these salvage treatments for more severe disease, and
those with steroid-refractory or steroid-dependent disease. The effect, in clinical
practise, is that this group will have lower response and remission rates if not given
anti-TNF drugs, and are much less likely to respond to conventional therapy (and
thus be much more likely to undergo surgery) once anti-TNF drugs fail.

The parameters used in the model reflect trial data, which are not representative of
clinical practice, and the models should be used to explore this. It is likely that the
ICERSs will be far more favourable with a more severe population.

Abbvie has recently completed an open label study to gather data on the use of, and
response rate to, Adalimumab for moderate-severe UC in the UK. Similarly, MSD are
currently recruiting patients with refractory moderate UC for treatment with
golimumab. These two studies are likely to better inform discussions about the
potential use in the UK.

The rate and role of surgery is misrepresented. We understand that the Scope
was set in stone before the review. We feel the final Scope misrepresents the view of
professional and patient experts. Surgery is the alternative for patients with UC that
is refractory to conventional therapy if they are not rescued by biologic agents such
as anti-TNFs.

These patients have already failed conventional therapy so decisions based on
comparisons of anti-TNF therapy with conventional therapy are senseless and have
no meaning when we are trying to make patients better. When using surgery as a
comparator, the outcomes described after surgery (complications and mortality) are
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different to medical outcomes (relapse and remission) so do they represent a valid
comparator? For utility values post-surgery (which are needed to capture QALY)
there is very little data and wide variation for the same health state (see below).
Furthermore, there is no long term follow-up data on these patients so this
uncertainty must be considered when incorporating values into the model. Therefore
the utility values used in the models are not reliable.

The surgery rate used in the assessment group model has been assumed to be
constant at 0.0051 per treatment cycle (=6 months) (ie about 1% per year). This is
based on Solberg et al (IBSEN data Sc J GE 2007). This study was a population-
based cohort of all patients diagnosed with UC over a set time-period from
Scandinavia, and does not represent the specific subgroup of patients with failure to
respond to conventional therapy with moderate and severe disease in this appraisal.
In these patients rates of surgery will be significantly higher (40-50% over the next
year).

Patients with moderate-severe UC who fail anti-TNFs will either be recruited to trials
of new biologic agents aimed at those not responding to anti-TNFs, or will undergo
surgery. They will NOT simply return to the conventional therapy that they had failed
before.

The Quality of Life of patients undergoing surgery is ignored. A colectomy for
UC is not the same as an appendicectomy for appendicitis: patients will have to live
with an incontinent stoma (ileostomy) or a pouch. Pouch surgery provides a solution
to the cosmetic issues, but most people with a pouch open the bowels 6-8 times per
day with episodes of incontinence by day or night. This is NOT a cure for colitis.

The draft only quotes the abstract (Woehl et al) and although there were 180
patients, only 10 had pouches and 19 ileostomies. There are other sources that
illustrate the poor quality of life of patients who have undergone surgery:

Probert et al (Arg Gastro 1996) reported that faecal incontinence occurred in
33% patients with a pouch.

Tiainen (Scand J Gastro 1999) reported fecal incontinence, more than 10
bowel movements per day, and chronic pouchitis were all associated with reduced
QoL score (using SF-36): median number of bowel movements per 24 h was six.
Soiling at night occurred in 32%, and inability to differentiate pouch contents in 24%
cases. 24% used a pad occasionally, and 9% every day.

Berndtsson | and Oresland T (Colorectal Disease 2003) found the QOL of
patients undergoing pouch surgery for UC had not changed one year after surgery
compared with that before surgery.

Cohen et al (IBD 1999) noted that medical (Cyclosporin) management of
refractory UC was associated with a better ability to sleep (p = 0.002; VAS), better
stool consistency (p < 0.001; VAS), less abdominal or rectal pain (p = 0.009, VAS),
and fewer daytime (p < 0.001; Oresland), nighttime (p = 0.006; Oresland), and daily
trips to the toilet (p < 0.001; VAS) than the 46 surgical patients.

Patients at risk of colectomy tend be young adults. Education, socialising,
employment and relationships are all important aspects of young lives that will be
adversely affected if patients are forced into surgery.





8) The Network Analysis is impenetrable. Health economists commissioned by the

9)

BSG as well as HE experts within the Society describe the uncertainties surrounding
the ScCHARR model are enormous and raise serious questions about the value of
this approach using a life-time horizon, and basing many of their parameters on the
network meta-analysis. A good example of the uncertainty is the confidence interval
around the probability of adalimumab treatment in responders to induction therapy
achieving remission in cycle 2 — 0.22 [0.005-0.72] For infliximab it is 0.41 [0.029-
0.89]. (ScHARR Assessment report June 2014, Table 66). Most of the data used is
similar in wideness of confidence intervals. This is a strikingly similar to the flawed
report from Birmingham, prior to TA187, that was overturned when due consideration
was given to the confidence intervals and the stopping rules.

The economic model did not include indirect costs. We would argue that
ulcerative colitis, with a peak age of onset at 15-25, is a condition where indirect
costs are particularly relevant and cannot be ignored in assessment of drug
treatment. When health state was measured by a Visual Analogue Score (0-10) IBD
patients with VAS score 0-2.5 had 71% productivity loss (WPAI questionnaire) and
those with VAS score 2.5-5 had 48% loss, compared to 8% loss for those with VAS
7.5-10 (Gay et al Crohn’s, Colitis and Employment — from Career Aspirations to
Reality. Crohn’s and Colitis UK, 2011). Patients with poorly-controlled disease,
steroid-dependence, or needing multiple operations also stand to miss out on school
and higher education that will have a life-long impact on their employment. Therapy
that can control disease well at this critical time, even if postponing an operation for
1-2 years, can enable patients to complete qualifications that will benefit them over
many years.

10)The effect on young people is ignored. Surgery in children and teenagers that will

involve stomas can have a dramatic impact on relationships, and often leads to
severe psychological morbidity, and the impact of pelvic surgery on fecundity is
significant, (resulting in the need for future fertility treatment for some), and ileoanal
pouch formation is often delayed for years in this group, and indeed subsequently
often does not take place at all.

The effect on young people is disproportionate. Young patients are more likely
to respond to anti-TNF therapy than older patients, as they generally have a shorter
duration of disease.

11)Corticosteroid-dependency and/or chronic disease activity has a significant adverse

effect on health utility that is not adequately reflected in the model used. Many
patients who decline a colectomy will be in a state of chronic moderate disease
activity, often with ongoing dependence on corticosteroids, that is not in any way
reflected in the model used.

12)The cost of surgery is underestimated. We acknowledge that surgery looks

cheaper that medical therapy, but the surgical costs are between £11,000 and
£23,000: (usually including three separate procedures:





Subtotal colectomy

Combined day
case / ordinary
HRG code HRG name elective spell
tariff (£)
FZ08A Complex Large Intestine Procedures with 11,536
Major CC
Complex Large Intestine Procedures
RZ03E without Major GC 08

lleoanal pouch formation

Combined day
case / ordinary

HRG code HRG name slective spell
tariff (£)
FZ67A Major Sma!l Intestine Procedures 19 years 5349
and over with CC
F767B Major Small Intestine Procedures 19 years 3828

and over without CC

Reversal of ileostomy

Combined day
case / ordinary

HRG code HRG name .
elective spell
tariff (£)
FZ67A Major Smal_l Intestine Procedures 19 years 5349
and over with CC
FZ67B Major Small Intestine Procedures 19 years 3.828

and over without CC

13)Cost of ancillary equipment after colectomy with ileostomy have been ignored
although the BSG provided data. The costs range from £1,240.08 per year (good
quality stoma bags with swabs) to £2,682.24 per year (stoma bags with rings, skin
protective wipes, hydroframe and adhesive remover). The costs of daily high dose
loperamide, for life, have also been ignored.

14)The effect of disease distribution is ignored. Most patients have left-sided colitis,
many with disease limited to the distal colon or even the rectum. Removing the
whole colon is the only surgical option for patient with colitis. The impact of colitis is
similar in all patients, the quality of life is impact when the rectum is diseased.
Proceding to colectomy and thus removing a large proportion of normal colon is
challenging for patients and clinicians. Patients with limited disease arguably have
the most to gain from anti-TNF therapy.





15) The ACD reports an ICER of £50,624 for adalimumab compared to conventional
therapy (ACD section 4.51) for patients in whom colectomy is not an option.
However, the ScCHARR model assumes that these patients nonetheless proceed to
surgery once they have failed conventional therapy or anti-TNF treatment. For
patients in whom colectomy is not an option in the longer-term and therefore where it
does not feature as an outcome, we estimate a base-case ICER of approximately
£45k/QALY for adalimumab compared to conventional therapy. While this may still
fall outside the range of acceptable ICER for NICE, we argue that there is an
accumulation of exclusions/uncertainties which appear to bias against the biologics.
If these were resolved it appears likely that the biologics would be cost-effective.
These include: stopping rules, substantial uncertainty over the effects of surgery and
the side effects of conventional therapy not being captured.

Minor points

1) The monthly cost of infliximab of £210 on p.9 is wrong, and should be significantly
more

2) On p.11 it states that none of the trials considered in the appraisal included patients
who had been treated before with corticosteroids and 6-mercaptopurine or
azathioprine. This is incorrect, as the majority did include this patient group

International Status

The use of anti-TNF induction and maintenance therapy in this patient population is
standard practice in Europe (The second European Consensus on the diagnosis and
management of ulcerative colitis: current management. Dignass A, Lindsay JO,
Sturm A, Windsor A, Colombel JF, Allez M, D’'Haens G, D’Hoore A, Mantzaris G,
Novacek G, Oresland T, Reinisch W, Sans M, Stange E, Vermeire S, Travis SPL,
Van Assche G, for the European Crohn's and Colitis Organisation (ECCO). J Crohns
Colitis 2012;6:991-1030) and the USA. The conclusions of this ACD are in complete
contrast to this and must prompt a thorough review and revision of the tools used to
make this assessment.

Treatment in the UK will be at odds with the rest of the developed world.

Discussion with patient groups

NICE funds several cancer drugs with ICER of up to 120,000/QALY. NICE should
consider raising the threshold for UC for subgroups eg declined surgery after
discussion with surgeon, high risk surgery, psychological issues. Without some such
discussions, young adults will feel devalued and bitter instead of becoming valued
members of society able to pursue their studies, support our economy and retain
their fertility for the future of the country.

Discussion with Industry

We would encourage a dialogue between NICE and the pharmaceutical industry.
Risk-sharing schemes have been agreed for supporting access to beta-interferon in
MS and Velcade for multiple myeloma. For refractory UC patients, such a scheme
could permit patients to receive induction therapy with anti-TNF therapy, if there is no
response industry pays but if there is a response then the NHS will pay.





In conclusion, we feel that the assessment group model does not take all relevant
evidence into account, and does not fairly reflect the clinical- and cost-effectiveness
of these drugs as used in clinical practice in the UK. The stark contrast between this
ACD recommendation and those for Crohn’s disease and anti-TNF therapy are non-
intuitive. Only a minority of UC patients have moderate to severe treatment-
refractory colitis. Of these about half will respond well to anti-TNF drugs, and most in
remission at one year will remain well after stopping. This group (often young and at
a crucial time of education, forming relationships or starting a family) will be hugely
disadvantaged by being subjected to unnecessary surgery, or forced to tolerate long-
term steroid use and chronic ill-health as a result of being denied these therapies.
We urge the committee to revise their recommendations to accommodate these
concerns.

14" October 2014
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Dear NICE

Re: Multiple Technology Appraisal (MTA), MTA UC - revTA140, revTA262, golimumab
(2nd line) [ID695] - Appraisal Consultation Document

Please find a response on behalf of the British Society of Paediatric Gastroenterology,
Hepatology & Nutrition (BSPGHAN) in our role as a registered stakeholder and following
on from a formal request from NICE for comments following publication of the
consultation document recently.

The IBD working group of BSPGHAN have reviewed the document and wish to provide
written feedback to NICE on the MTA. We are extremely disappointed in the initial
recommendations and think they will unfairly deny access to infliximab in children with
chronic active Ulcerative Colitis (UC) as outlined below:

“1.2 Infliximab is not recommended within its marketing authorisation for treating
children and adolescents aged 6 to 17 years who have severely active ulcerative colitis
that has responded inadequately to conventional therapy including corticosteroids and
mercaptopurine or azathioprine, or who are intolerant to or have medical
contraindications for such therapies.”

We fully support the document submitted by the British Society of Gastroenterology
(BSG) highlighting the reasons why severely restricting access for adults with chronic
active UC s also misguided and as such will not seek to repeat these points but will
merely restrict our comments to those most pertinent to children.

° Has all of the relevant evidence been taken into account?

The IBD WG believe that not all of the specific evidence relating to paediatrics has been
indeed been considered. There is a lack of recognition that paediatric UC is different and
that models applied in adults cannot be translated into making assumptions about care
of paediatric patients. There is no recognition of the different phenotype of UC in
children with significantly higher rates of pancolitis seen in children compared to
adults.(1) This directly impacts on disease behaviour with higher admission rates for
acute severe colitis and higher colectomy rates.(2) The colectomy rate in children is
double the equivalent rate in adults after the same time period from diagnosis.(1)

e  Are the summaries of clinical and cost effectiveness reasonable interpretations of
the evidence?





The group does not believe that the interpretations take all of the relevant factors into
account. As stated in the previous section, translation of annual colectomy rates from
the IBSEN cohort into a model for colectomy rates in UK children is not valid. Using a 15
year old to model for all paediatric patients also is inaccurate:

4.73 “The Committee discussed the cost-effectiveness of infliximab in children and
adolescents. It noted that the Assessment Group presented a scenario analysis in this
population which differed from the analysis in adults only in that the starting age of
patients in the model was set to 15 years. In the analysis that compared infliximab with
conventional therapy only (that is, when colectomy is not an option), the ICER was
£68,400 per QALY gained. The Committee was aware that the company’s submission for
infliximab did not include a separate analysis in children and adolescents. Given the ICER
estimated by the Assessment Group, the Committee concluded that infliximab could not
be considered a cost effective use of NHS resources for treating children and adolescents
with severely active ulcerative colitis that has responded inadequately to conventional
therapy.”

The model offered no weight for the patient so the costing calculations cannot be
worked out accurately in the base case provided. Given the mg/kg dosing of infliximab,
different costing calculations would need to made at different ages due to the massive
weight differential and subsequent cost differential between the ages of 6 and 17 - a
one age fits all is neither appropriate nor accurate. The failure to consider the unique
nature of childhood and adolescence is also not addressed. The delaying of colectomy by
using infliximab in children with UC has been demonstrated in previous paediatric
studies.(3) The benefit of giving an adolescent in education the chance to undertake their
examinations with use of an anti-tnf even if this is only delaying surgery to a later and
more appropriate time has a profound impact on the young person’s future education
and earning potential. This has not been factored into any modelling. This clearly
challenges the validity of the conclusion “There are no specific groups of people for
whom the technology is particularly cost effective.”

e Are the provisional recommendations sound and a suitable basis for guidance to
the NHS?

The current recommendations are not, in their present form suitable, and as such if
implemented they will have a profound and significant impact on all paediatric
gastroenterology teams treating children with UCin the NHS. There will be no other
option for these children but to have a colectomy. The suggestion that these children
could be maintained on “conventional” therapy is incorrect especially as anti-tnf therapy
is considered only when they are failing this treatment. Surgery does not provide a cure
and there are significant complications and consequences both acute and longer term.
The psychological impact of the disease is most profound in this age group and there is
no recognition of the negative impact of having a stoma (even if temporary) in a child or





teenager. In addition, the longer term impact of surgery on fecundity is not considered or
it would seem costed.

The recommendation as is would put the UK paediatric IBD care significantly outside the
care offered in other European countries and would be against the recommendations of
the European guidelines for the care of children with UC.(4)

The recognition that the price of this treatment dropping significantly with the launch of
biosimilar infliximab in February 2015 in the UK has also not been factored in. The failure
to consider optimising treatment response by trough level and antibody measurement
means the guidance is not really reflective of current UK practice. The fact that there are
so few medical options for this group of patients who have more extensive and severe
disease makes this proposed guidance all the more challenging. Of note the recent
licence of Vedolizumab for adults in the UK is not likely to be translated to a paediatric
licence for around 7 years based on previous time lags between adult and paediatric trials
for other biologics and in keeping with the companies currently proposed paediatric
investigational plan.(5;6) This decision would therefore condemn a generation of
children with UC to higher rates of ill health and colectomy given the lack of any new
therapies on the horizon.

In conclusion, the current guidance does not accurately or fairly summarise all of the
relevant evidence, the assumptions used to model the costings are flawed and it does
not reflect current UK paediatric practice. We would suggest children be allowed access
to an induction course of infliximab for chronic active UC with the option for responders
only to carry on treatment with reassessment at one year in line with the current NICE
guidance on infliximab for paediatric Crohn’s disease.

The BSPGHAN IBD working group is a representative multidisciplinary body from the
paediatric community from across the whole of the UK.
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Meindert Boysen

Programme Director, Centre for Health Technology Evaluation
National Institute for Health and Care Excellence

10 Spring Gardens

London

SW1A 2BU

15" October 2014
Dear Meindert,

MSD believes that the preliminary recommendation in the Appraisal Consultation Document (ACD) is an
inaccurate reflection of the totality of the evidence that was available for the Committee to consider,
based around inadequacies in the process. We are disappointed that these shortcomings have resulted
in a recommendation that prevents any adult or paediatric patient from accessing an alternative to
surgery once conventional therapy has been deemed to fail by their clinician. The need for an
alternative to surgery is particularly crucial for children, where data for medical therapies will always be
limited, but the unmet need is arguably stronger.

The marketing authorisations for TNF-a inhibitors stipulate that these medicines should be used only
after the failure of conventional therapy e.g. “Simponi is indicated for treatment of moderately to
severely active ulcerative colitis in adult patients who have had an inadequate response to conventional
therapy including corticosteroids and 6-mercaptopurine (6-MP) or azathioprine (AZA), or who are
intolerant to or have medical contraindications for such therapies”. The appraisal scope and the
Assessment Group (AG) approach, by including conventional therapy as a treatment option where TNF-a
inhibitors can also be used, have both assumed the potential for their off-label use. For the record, MSD
does not support the use of our medicines outside of licence; with, additionally, this assumption being a
key to the failings in the AG approach to evaluating these drugs.

MSD supports the valid role that NICE has in evaluating and making recommendations for drugs to be
used by the NHS. However, one of the concerns that MSD has is around the potential for bias within the
evaluation process. The majority of new therapies or new indications for currently available therapies
are evaluated through the single technology appraisal (STA) process. This process, by having a
manufacturer submission critiqued by an ‘independent’ AG and subsequently reviewed by the
Committee, is relatively balanced. The multiple technology appraisal (MTA) process has the AG both
build the reference case as well as critique any submission(s) by the manufacturer(s). When this process
is combined with a lack of balance in what is presented to the Committee for discussion, with the
discussion itself failing to cover the key issues, MSD believes that the intrinsic bias of the process has
been significantly exacerbated.

We believe that the only alternative to restarting the process is for a scenario analysis to be conducted
within the AG model which better reflects the eligible population for TNF-a inhibitors. This analysis
should then be presented to the Committee as an alternative to the current base case for discussion.
We have elaborated on these key issues in the main body of this letter, and additionally summarise a
number of inaccuracies which have been identified in the ACD.

Kind regards,





Proposed scenario analysis

Conventional therapy is not an appropriate comparator for TNF-a inhibitors given the marketing
authorisations for these biologics. It is not apparent to MSD how the AG could adjust for this within their
model without rebuilding the model. A potential solution could be to amend the current model so that
patients receiving conventional therapy are assumed to have no response to that therapy. This would
better reflect both the TNF-a inhibitor marketing authorisations and clinical practice in the UK, where
TNF-a inhibitors are only considered for use where conventional therapy has failed (as an alternative to
surgery).

If this issue can be corrected, the following aspects of the model also need to be considered as there is
considerable uncertainty as to how appropriate they are for the ‘new’ population being assessed:

Surgery cost: UK clinical experts and published literature support an increased cost for surgery than has
been assumed by the AG (up to ~£24k opposed to ~£8k originally estimated by the AG). The low cost
assumed by the AG is based on the wrongful assumption that surgery is completed in one procedure. In
reality, up to three procedures are required.

Post-surgery cost: Similarly, MSD does not accept that the AG has correctly estimated the costs that
occur following surgery i.e. costs associated with long-term stoma care. Our estimate for post-surgical
management is £863 per 6-month cycle (opposed to £780 estimated by the AG). The cost of
complications must also be considered in more depth.

Post-surgery utility: As was stated in our response to the AG report and by clinical experts at the first
Committee meeting, MSD believes that the utility value for the post-colectomy health state used in the
AG model is excessively high and does not adequately reflect the considerable impairment and poor
quality of life that persists following surgery. Further, the study from which this value is drawn is
referenced incorrectly by the AG and may not be an appropriate source given that only a minority of
patients received colectomy.

Rate of progression to surgery: The rate assumed by the AG is very low and indicates that a more
moderate population has been considered than reflects the decision problem, as patients with more
severe UC who have failed conventional therapy could reasonably be expected to progress to surgery
more frequently and/or rapidly (the value was obtained from a study which assessed newly-diagnosed
patients whereas the average disease duration in the AG base case is 6 years).

Efficacy of TNF-a inhibitors: The AG network meta-analysis concluded that there were no significant
differences between the three TNF-a inhibitors. Therefore, MSD sees value in a scenario analysis in
which comparable efficacy for all TNF-a inhibitors is assumed. For completeness, three analyses should
be performed in which the efficacy is set to that of Remicade, that of Simponi, and that of Humira.

Duration of TNF-a inhibitor therapy: We are aware that clinicians believe that TNF-a inhibitor therapy
can be discontinued in stable patients. Given the need for a re-evaluation, it might be helpful to
additionally model what this would look like.

To summarise, MSD is concerned that the MTA process has the potential to present a one-sided case in
that the ‘independent’ academic group both presents the base case and critiques any submission made
by the manufacturer. Appropriate discussion and testing of this scenario analysis with clinical experts at





the second Committee meeting would go some way to reassuring the manufacturer that the potential
challenges within the MTA (as opposed to the STA) process have been ameliorated.

A simpler alternative would be to present the MSD base case for Simponi to the Committee for
consideration.

Issues identified with AG budget impact

The AG assumes a 1 year net budget impact for Simponi of ~£200 million. This is far higher than realistic,
equating to ~one third of total spend in England on all TNF-a inhibitors for all indications in 2012". The
AG estimate is based upon a population of 134,000 patients with UC, of which it is assumed that 14.5%
(~20,000 patients) would be eligible for biologics. However, when only patients with moderate to severe
UC, who are eligible for and receive TNF-a inhibitors, are considered; the budget impact is far lower at
~£20 million. This estimate better reflects the marketing authorisations than the AG scenario.

Issues identified in ACD

Key areas of uncertainty which have not been adequately addressed and information within the ACD
which is inaccurate or has been misrepresented have been highlighted in the following table.

Page Text Issue

number

(section)

4(2.1) “toxic megacolon (trapped gases in the colon | This statement does not appropriately convey the
causing it to swell)” potentially life-threatening nature of toxic

megacolon.

4(2.3) “The modified Truelove and Witts severity | The clinical expert attending the first Committee
index is widely used to classify the severity of | meeting indicated that the Truelove and Witts scale
ulcerative colitis” is used more frequently and more appropriately in

the classification of acute severe UC.

5(2.4) “The management of mildly to moderately | The management of mild UC is not relevant to this
active ulcerative colitis” appraisal although ~we acknowledge that

conventional therapy for moderate to severe UC
can be similarly defined. We note that the only
options described here are conventional therapy,
TNF-a inhibitors, and colectomy which highlights
the paucity of remaining options once conventional
therapy has failed.

6(3.4) “the monthly cost of adalimumab maintenance | This cost is based on list price. If the dose
therapy is £704” escalation that is permitted within the Humira
marketing authorization and was observed in the
pivotal clinical trial and other studies is considered,
the cost would be increased.

8(3.7) “the monthly cost of golimumab maintenance | This has been described incorrectly; this cost
therapy is £763” relates to a 4-week not a month long period.

9(3.10) “the monthly cost of infliximab maintenance | This is incorrect; the cost of infliximab maintenance
therapy is £210” therapy should be £909 not £210. It may also be

more appropriate to describe it as 4-weekly (as the
drug is administered on an 8-weekly basis).

9(3.11) “Biosimilar versions of infliximab (Inflectra, | As the final guidance is scheduled to be published
Hospira; Remsima, Celltrion) have a marketing | prior to the patent expiry for Remicade it would be
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authorisation in the UK for the same
indications”

helpful to note that these biosimilar versions are
not available for use until that date.

11 (4.3)

“The Assessment Group noted that none of the
trials included patients who had been treated
before with corticosteroids and
mercaptopurine or azathioprine, even though
adalimumab, golimumab and infliximab are
licensed for patients whose disease has had an
inadequate response to, or who are intolerant
to or have medical contraindications for, such
therapies”

This statement is incorrect; for example, in
PURSUIT the majority of subjects (99.8%) had an
inadequate response to, were intolerant of 21 of
the specified conventional therapies, +/or
demonstrated corticosteroid dependence (71.9%
had an inadequate response to, intolerance of, or
dependence on corticosteroids; 52.0% had an
inadequate response to or intolerance of 6-
MP/AZA; 94.7% had an inadequate response or
intolerance of 5-ASAs [among subjects randomised
following implementation of protocol amendment
1 - for this amendment entry criteria were modified
to allow subjects who were only refractory to or
intolerant of oral 5-ASAs to be considered eligible
to enter the study. A 10% enrollment cap was
placed on this criterion and only 5.5% of
randomised subjects met this criterion]).

11 (4.4)

“The primary endpoint in all the RCTs was
clinical response or remission at pre-specified
time points”

This is incorrect; the primary endpoint in the
PURSUIT Maintenance trial was continuous clinical
response.

11 (4.10)

“the Assessment Group indicated that the
results of PURSUIT-Maintenance may be
biased”

It is not clear why bias has been suggested.
PURSUIT was designed as a randomised withdrawal
study to be more reflective of clinical practice and
to address an important question around the
impact of maintenance treatment following
induction. It is important to acknowledge that
PURSUIT has a rigorous primary endpoint
(continuous clinical response) which is more
difficult to achieve and is not directly comparable
with the efficacy endpoints at designated time
points in trials of other TNF-a inhibitors. Further,
both the placebo and the Simponi arms were
exposed to Simponi induction. Therefore, the
absolute difference in efficacy between the two
arms is still a relevant indicator of efficacy.

15 (4.11)

“the rate at which patients had serious adverse
events or stopped treatment because of an
adverse event was higher in the 100 mg group”

This statement does not acknowledge the impact
of the longer follow-up time in the 100mg group,
nor the fact that patients were not randomised to
the two strengths based on their weight in the
study as they would be in clinical practice.

18 (4.17)

“maintenance of clinical response or remission
at week 32 for patients starting with a clinical
response at week 8”

As stated previously in our response to the AG
report, we believe it is more appropriate to assess
response/remission over the entire maintenance
period. The current approach disadvantages
Simponi compared to the other biologics due to the
more stringent requirements for response to
Simponi.
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21 (4.22)

“(38.1% compared with 18.2%; p-values not
reported)”

The p value is reported in the Hyams et al.
publication (0.146).

24 (4.28)

“Patients who had infliximab stated that the
side effects of corticosteroids, notably rounded
face and severe acne”

While the listed side effects are important, this
statement does not capture the full extent of side
effects e.g. osteoporosis, diabetes, hypertension
(which not only result in poor quality of life but will
also demand healthcare resource use for
monitoring and management).

28 (4.39)

“but deviated from the final scope in that
conventional therapy was not included as a
comparator”

Conventional therapy is not an appropriate
comparator for TNF-a inhibitors given the
marketing authorisations for these biologics. MSD
believes that the inclusion of conventional therapy
as a comparator is one of the key flaws underlying
the AG approach.

28 (4.39)

“Furthermore, it stated that the company —
having assumed that patients can only have
corticosteroids or colectomy after TNF-alpha
therapy fails — modelled a treatment pathway
associated with severe disease, not moderate
to severe disease for which further medical
treatment would still be considered”

As the marketing authorisations for TNF-a
inhibitors stipulate that they can only be used
when conventional therapy has failed; there are no
other effective medical treatments that can be
considered after the failure of TNF-a inhibitors
(although some patients may persist with sub-
optimal conventional therapy). The only remaining
new option is colectomy, and this is true regardless
of disease severity. On the advice of UK clinical
experts MSD modelled a period of relapse
management in which IV corticosteroids are used
to stabilise the patient in the short term as
preparation for surgery (note that these IV
corticosteroids would not be considered as part of
conventional therapy). This treatment pathway is
aligned with that described in the NICE UC Clinical
Guideline, which also states that colectomy can be
considered at any time, not only for severe disease.

28 (4.39)

“the company did not describe its network
meta-analyses in sufficient detail”

This criticism has already been addressed in our
response to the AG report, where additional
information on the MSD NMA was provided to the
AG.

28 (4.39)

“The 2 company models used different sources
for the utility values and made different
assumptions about resource use”

As explained in our response to the AG report, the
two sets of utility values used reflect the fact that
two models were submitted by MSD, one for
Remicade (utilising utility data from ACT1/2) and
one for Simponi (utility data from PURSUIT).
Further, it is not clear what the AG are referring to
when they state that MSD made different
assumptions about resource use in each model as
we did not take this approach.

28 (4.39)

“The Assessment group indicated that in an
incremental analysis, infliximab should be
compared with golimumab”

It is not clear why the AG have concluded this. MSD
believe it is equally as valid and relevant to the
decision problem to compare Simponi against
Humira (and they are both subcutaneous agents) or
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to colectomy.

29 (4.40)

“for moderate to severe ulcerative colitis that
had failed at least 1 previous therapy”

The way the population is described in the ACD is
outside the licensed indication for each of the TNF-
a inhibitors. It also differs from the way the
population is defined in the appraisal scope:
“People with moderately to severely active
ulcerative colitis (excluding those with acute severe
ulcerative colitis, as defined in the background
section), whose disease has responded
inadequately to conventional therapy including
corticosteroids and mercaptopurine or
azathioprine, or who are intolerant of or have
medical contraindications to such therapies”.

30 (4.42)

“Patients who started on conventional therapy
and those who started on a TNF-alpha inhibitor
but then moved to conventional therapy
continued conventional therapy in the
maintenance phase whether or not their
disease responded or remitted, but they could
have colectomy if their disease remained
active”

In additional to the fundamental issue that
conventional therapy should not be included as a
comparator in the AG model, it does not seem
appropriate for patients in the model to remain on
conventional therapy regardless of whether they
respond or not. ECCO guidelines2 state that
“Continued medical therapy that does not achieve
a clear clinical benefit is not recommended”. In the
AG model patients may proceed to surgery while
receiving conventional therapy; however, the rate
at which this occurs is very low (as discussed earlier
in this response).

For patients receiving TNF-a inhibitors who fail, it is
inappropriate for those patients to proceed to
conventional therapy as they should have failed
conventional therapy previously in order to be
considered for treatment with TNF-a inhibitors.
These patients are also not able to move directly to
surgery without receiving more conventional
therapy, whether they respond to it or not.

30(4.43)

“To derive the rate at which patients have
colectomy, the Assessment Group used a study
by Solberg et al. estimating that every 6 months
0.51% of patients have colectomy”

The Solberg study describes the colectomy rate in
all UC patients from time of diagnosis but does not
categorise patients by severity. Patients are also
newly-diagnosed with UC. Therefore, Solberg
cannot be said to focus on the moderate to severe
UC population who have failed conventional
therapy. In addition, the colectomy rate reported
by Solberg et al. was 3.5% at 1 year so it is not clear
how the AG derived a rate of 0.51% every 6
months. MSD suggests that the rate of surgery
should be informed by the approach taken in the
MSD model, in which the estimated colectomy
rates were closer to those reported in
observational studies of Remicade than the AG
estimates were.
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31 (4.45)

“The Assessment Group stated that the studies
by Woehl et al. and Swinburn et al. were the
most useful to source utility values in the
model because they were UK-based, included
reasonably large number of patients (n=180
and n=230 respectively)”

It is important to record that the Woehl reference
stated in appraisal documentation to date is
incorrect (the reference listed at #109 in the AG
report is for an abstract, in Crohn’s disease, which
does not contain the relevant data). The other
Woehl reference listed in the AG report (#162)
does contain the correct data so referencing must
be corrected. The correct Woehl study includes
data from 180 patients; however, only a minority of
these patients underwent colectomy (described
further in section 4.68 of the ACD). MSD believes
that the utility value for the post-colectomy health
state used in the AG model (0.70) is excessively
high and does not adequately reflect the
considerable impairment and poor quality of life
that persists following surgery. MSD suggests that
the utility values reported in Swinburn et al. and in
the HODaR UK dataset which is used in the MSD
model would be more appropriate (e.g. Swinburn
reports a post-colectomy value of 0.59, closer to a
mid-point between reported mild and severe
disease values).

33 (4.46)

“For conventional therapy, the Assessment
Group assumed that in both the induction and
maintenance phases, 100% of patients have
corticosteroids and aminosalicylates, 80% have
mercaptopurine, and 20% have azathioprine”

These assumptions may be unrealistic, particularly
the assumption that 100% of patients will tolerate
corticosteroids and aminosalicylates. In UK clinical
practice use of azathioprine is more common than
assumed; also, a proportion of patients will not
tolerate either of these therapies.

37 (4.57)

“The Assessment Group listed the following as
the main limitations in its model”

MSD does not believe this list of limitations to be
complete. As stated above, in additional to the
fundamental issue that the model examines TNF-a
inhibitors use outside of their marketing
authorisations, there is also considerable
uncertainty around the assumptions that have
been made, and the appropriateness of model
inputs for the population being assessed.

38 (4.59)

“colectomy would be avoided if possible”

This section contains a detailed description of the
limitations of surgery and the poor quality of life
that may be associated with surgery. The AG’s use
of a high utility value for the post-colectomy health
state (which is close to published values for a mild
disease state) is contradictory to this information.

39 (4.59)

“The Committee concluded that conventional
therapy was an ongoing option throughout the
treatment pathway for moderately to severely
active ulcerative colitis because most patients
are unlikely to consider surgery until later”

MSD would like to understand whether the
Committee’s conclusion acknowledges that
patients may be tolerating ineffective treatment
with conventional therapy for prolonged periods
and accept the associated poor quality of life as this
is still preferable to surgery. If this is confirmed by
the clinical experts, then we would assume that
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quality of life was siginificantly worse than for
patients who are controlled on conventional
therapy.

41 (4.62)

“the clinical expert was not aware of any
evidence from randomised controlled trials
(RCTs) that shows what happens to patients
with ulcerative colitis when treatment with a
TNF-alpha inhibitor is stopped”

MSD acknowledges that there is limited evidence
but there are a number of studies which examine
remission in UC once patients withdraw and the
associated outcomes (Steenholdt et al. 20123,
Farkas et al. 20134, Molander et al. 20145).

41 (4.62)

“The Committee also heard that when patients
with Crohn’s disease stop TNF-alpha-inhibitor
treatment, a small proportion would be
expected to remain in total remission, but in
50% of patients their symptoms will worsen
and they will need to change treatment”

Regarding patients with Crohn’s disease who
relapse upon stopping treatment with TNF-a
inhibitors, it is important to mention that re-
treatment with TNF-a inhibitors has been shown to
be successful in the majority of cases (STORI trial®).

42 (4.63)

“The Committee concluded that the RCTs were
otherwise representative of patients in clinical
practice”

This is not in agreement with the advice offered to
the Committee by the clinical expert who referred
to patients in RCTs as being stable patients whereas
in the real world they tend to be younger patients
and often less stable.

42 (4.65)

“The Committee agreed that the network
meta-analysis did not allow a conclusion to be
drawn about the relative effectiveness of TNF-
alpha inhibitors”

As we have stated in this response, the AG NMA
did not discern any significant differences between
TNF-a inhibitors and therefore a scenario analysis
in which comparable efficacy is assumed for all
TNF-a inhibitors may be helpful.

43 (4.66)

“Acknowledging the limitations in the study by
Hyams et al., the Committee concluded that
infliximab was likely to be a clinically effective
treatment in children and adolescents, but it
could not determine an estimate of the size of
the effectiveness from the available evidence”

MSD acknowledges that there are limited data
available for paediatric patients; however,
guidelines produced by ECCO/ESPGHAN may be
helpful in shaping the recommendation for this
group of patients. It is also important to remember
that the evidence will always be inadequate in this
population although they are arguably the group
most in need of an alternative to surgery.

43 (4.67)

“The Committee would have liked to consider
further the stopping rules for patients with
ulcerative colitis who had a TNF-alpha inhibitor
then entered into remission, but there was no
robust evidence in this regard”

This was also an issue in TA187 (Remicade and
Humira for Crohn’s disease), however, a 12-month
review rule was accepted using the data that were
available (abstract by Louis et al., Armuzzi et al.
2009). In the absence of RCT data, the Committee
may be able to consider observational data that
exist such as Steenholdt et al. 2012.

44 (4.67)

“Without any other evidence, the Committee
concluded that the Assessment Group’s
approach to modeling the stopping rules was
appropriate for the purpose of its decision-
making in this appraisal”

It is not clear from the AG report what work, if any,
they have performed to understand the impact of a
stopping rule and whether this is possible in the
existing AG model. MSD believes that it would be
valuable to explore this in more depth.

44 (4.68)

“The Committee concluded that the utility
values from Woehl et al. could be considered
appropriate”

It is not clear how the Committee has reached this
conclusion, especially given the description of
surgery and the poor quality of life that can be
associated with it that is presented elsewhere in
the ACD (section 4.59).
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45 (4.70) | “The Committee concluded that the actual rate | As we have stated in this response, we believe that

of surgery may be higher in clinical practice” this must be discussed further by the Committee,

particularly as the Solberg study may not be
appropriate for the population being considered in
this appraisal.

46 (4.72) | “The Committee noted that when the | As we have stated in this response, we do not

Assessment Group doubled the cost of surgery
in a sensitivity analysis, this did not change the
relative cost effectiveness of TNF-alpha
inhibitors. The Committee concluded that the
cost of surgery was not a key driver of cost-

believe that doubling the cost of surgery is
sufficient. UK clinical experts and published
literature support an increased cost for surgery
when all required procedures are accounted for (up
to ~£24k opposed to ~£8k estimated by the AG).

effectiveness in the model” We believe that this issue would benefit from
further discussion before the Committee reaches a
final conclusion.

! Health & Social Care Information Centre. Hospital Prescribing: England 2012. 13 November 2013. Available at
http://www.hscic.gov.uk/catalogue/PUB12651/hosp-pres-eng-2012-rep.pdf. Accessed 14/10/2014.

2 Dignass A, Lindsay JO, Sturm A, Windsor A, Colombel JF, Allez M et al. Second European evidence-based
consensus on the diagnosis and management of ulcerative colitis part 2: current management. J Crohns Colitis.
2012 Dec; 6(10):991-1030. doi: 10.1016/j.crohns.2012.09.002. Epub 2012 Oct 3.

® Steenholdt C, Molazahi A, Ainsworth MA, Brynskov J, @stergaard Thomsen O, Seidelin JB. Outcome after
discontinuation of infliximab in patients with inflammatory bowel disease in clinical remission: an observational
Danish single center study. Scand J Gastroenterol. 2012 May; 47(5):518-27. doi: 10.3109/00365521.2012.660541.
Epub 2012 Mar 1.

* Farkas K, Lakatos PL, Nagy F, Szepes Z, Miheller P, Papp M et al. Predictors of relapse in patients with ulcerative
colitis in remission after one-year of infliximab therapy. Scand J Gastroenterol. 2013 Dec; 48(12):1394-8. doi:
10.3109/00365521.2013.845906. Epub 2013 Oct 16.

> Molander P, Farkkila M, Salminen K, Kemppainen H, Blomster T, Koskela R et al. Outcome after discontinuation of
TNFa-blocking therapy in patients with inflammatory bowel disease in deep remission. Inflamm Bowel Dis. 2014
Jun; 20(6):1021-8. doi: 10.1097/MIB.0000000000000052.

® Louis E, Mary JY, Vernier-Massouille G, Grimaud JC, Bouhnik Y, Laharie D et al. Maintenance of remission among
patients with Crohn's disease on antimetabolite therapy after infliximab therapy is stopped. Gastroenterology.
2012 Jan; 142(1):63-70.e5; quiz e31. doi: 10.1053/j.gastro.2011.09.034. Epub 2011 Sep 22.
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Ulcerative colitis (moderate, severe) - infliximab (review TA140),
adalimumab (review TA262) & golimumab (2nd line) [ID695]
ACD Consultation

Royal College of Nursing

Introduction

The Royal College of Nursing (RCN) was invited to review the Appraisal
Consultation Document (ACD) for Ulcerative colitis (moderate, severe) -
infliximab (review TA140), adalimumab (review TA262) & golimumab
(2nd line) [ID695].

Nurses caring for people with Ulcerative Colitis reviewed the documents on
behalf of the RCN.

Appraisal Consultation Document — RCN Response

The Royal College of Nursing (RCN) welcomes the opportunity to review
the Appraisal Consultation Document of this appraisal. Comments and
recommendations have been submitted by the RCN IBD (Inflammatory
Bowel Disease); Adult patients, British Society of Paediatric
Gastroenterology, Hepatology & Nutrition (BSPGHAN); Paediatric IBD,
British Society of Gastroenterology (BSG) and the RCN Gastrointestinal
(GI) Nurse Forums on behalf of the Royal College of Nursing

i) Has the relevant evidence been taken into account?

We fully support the comments submitted by the forum highlighting the
reasons why access for adults with chronic active UC is misguided as
indicated in this response and as such will not seek to repeat these
points here but will merely restrict comments to those most pertinent to
children.
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The response to the above question is no, relevant evidence has not
been taken into account as there is a lack of recognition that paediatric
UC is different and that models applied in adults cannot be translated
into making assumptions about care of paediatric patients. There is no
recognition of the different phenotype of UC in children with
significantly higher rates of pancolitis seen in children compared to
adults.(1) This directly impacts on disease behaviour with higher
admission rates for acute severe colitis and higher colectomy rates.(2)
The colectomy rate in children is double the equivalent rate in adults
after the same time period from diagnosis.(1)

i) Are the summaries of clinical and cost effectiveness reasonable
interpretations of the evidence?

No they are not. As stated, translation of annual colectomy rates from
the IBSEN cohort into a model for colectomy rates in UK children is not
valid. Using a 15 year old to model for all paediatric patients also is
inappropriate.

4.73 “The Committee discussed the cost-effectiveness of infliximab in
children and adolescents. It noted that the Assessment Group presented
a scenario analysis in this population which differed from the analysis in
adults only in that the starting age of patients in the model was set to 15
years. In the analysis that compared infliximab with conventional
therapy only (that is, when colectomy is not an option), the ICER was
£68,400 per QALY gained. The Committee was aware that the company’s
submission for infliximab did not include a separate analysis in children
and adolescents. Given the ICER estimated by the Assessment Group,
the Committee concluded that infliximab could not be considered a cost
effective use of NHS resources for treating children and adolescents with
severely active ulcerative colitis that has responded inadequately to
conventional therapy.”

No consideration of patient weight was taken in these models.
Paediatric patients are dosed using a ‘mg/kg’ dose. Clearly, there is a
significant difference in the weight of a 6yr old and a 15yr old (as used in
the NICE model) and this would obviously have a subsequent effect on
costings. A ‘one age fits all’ approach is neither appropriate nor
accurate. In addition, the failure to consider the unique nature of
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childhood and adolescence is also not addressed. Delaying colectomy
through the use of infliximab in children with UC has been demonstrated
in previous paediatric studies. (3) The benefit of giving a young person in
education the chance to undertake their examinations with use of an
anti-TNF even if this is only delaying surgery to a later and more
appropriate time has a profound impact on the young person’s future
education and earning potential. This has not been factored into any
modelling. In particular, this challenges the conclusion that “There are
no specific groups of people for whom the technology is particularly cost
effective.”

We feel this appraisal has not fully explored the direct and indirect costs
such as loss of earnings, loss of education and the longer term
socioecomic effects of these; and it may have underestimated the
impact of poorly treated disease on health. Additionally, as healthcare
professionals who have significant contact with people diagnosed with
Inflammatory Bowel Disease (IBD) we have identified that patients with
Ulcerative Colitis (UC) feel their treatment options are unequal to those
with Crohns disease (CD).

We are concerned that the current Appraisal Consultation Document
does not address medical options after failure of conventional therapy.
It appears to assume that patients will respond to a re-trial of
medications to which they have previously been refractory. Clinical
experience tells us this is not the case. Therefore the current document
does not provide options for patients’ refractory to conventional therapy
that are unsuitable for, or unwilling to have, surgery.

It is likely that this cohort will require management with on-going
steroids. The overarching aim of ulcerative colitis management is
steroid-free remission. Repeated or long-term exposure to steroids is
associated with potentially irreversible complications including
osteoporosis, diabetes, hypertension, increased susceptibility to serious
infection, adrenal insufficiency and hepatic and ophthalmologic effects.

We are not clear that the economic models used have taken these
factors, and costs treating them, into account. The modelling tool also
does not appear to have considered the financial impact when patients
are unwell such as the loss of earnings, lack of productivity, loss of
education and general impact on family life. People with chronically
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active disease may be unable to work, or work full time due to severity
of symptoms, such as urgency, faecal incontinence or fatigue.

Patients with ulcerative colitis are at an increased risk of colorectal
cancer. That risk increases with duration, anatomical extent and activity
of disease. Therefore people who have chronically active, poorly
controlled disease are at significantly increased risk of developing bowel
cancer. These are a group who may require annual surveillance
colonoscopies with associated costs, impact on service and, importantly,
morbidity.

We also have concerns regarding the lack of weight given to the effects
of pelvic surgery on fertility. The economic model made the
presumption that 47.3% and 5% of patients going to colectomy will
develop transient or chronic post-surgical complications respectively.
With regards to colectomy and lleo-anal pouch procedure (IAAP), the
British Society of Gastroenterology Guidelines (2011) state that
complication rates can be significant and pouchitis remains a persistent
and difficult problem following surgery, therefore incurring on-going
costs through complex medical and often surgical management and
follow-up. The ACD goes further to state fecundity of young women
may be reduced by 40-50% following IAPP, probably as a result of pelvic
surgery and subsequent pelvic adhesion and that an exploration of
alternative medical or surgical options should be undertaken in women
of childbearing potential before IAPP. The European evidenced-based
consensus on reproduction in inflammatory bowel disease (2010) report
that pelvic surgery may lead to impotence or ejaculatory problems in
men and that those who undergo ileoanal pouch surgery for UC, may
experience retrograde ejaculation and erectile dysfunction.

Pelvic surgery for IBD increases the incidence of subfertility in females
and previous systematic reviews including the ECCO guidelines (2010),
conclude that the fertility of women with UC was reduced after
restorative proctocolectomy. A meta-analysis found that ileal pouch-
anal anastomosis (IPAA) conferred a three-fold increased risk of
infertility compared to medical management.

It is essential for this to be considered in greater depth within the
appraisal as the long-term effects of colectomy and IAAP must be
considered against the use of Anti-TNF treatment for prevention of
hospital admission and colectomy.
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The draft ACD states that “conventional therapy was an on-going option
throughout the treatment pathway for moderately to severely active
ulcerative colitis because most patients are unlikely to consider surgery
until later (unless the patient has acute disease, which is not covered by
this appraisal)”. The European evidenced-based consensus on
reproduction in inflammatory bowel disease (2010) state there are no
data to support the approach of subtotal colectomy with rectal stump
and ileostomy during childbearing years and then creating an IPAA later
in life to help reduce infertility rates. They note the drawbacks of the
latter procedure include ileostomy complications during pregnancy such
as obstruction and stoma related problems.

The aims of IBD management is to significantly improve the quality of
life for patients, eliminate or reduce costs associated with emergency
admissions, repeated endoscopies, conditions associated with the use of
long term steroids, major surgery and follow-up care.

In our experience, the provision of anti-TNF (infliximab ) therapy in
appropriate patients:

« Impacts on disease prevention by reducing the risk of
complications and co-morbidities associated with severe
ulcerative colitis

« Impacts on health inequalities through equitable treatment access
(to people with CD)

« Improves outcomes, quality and/or safety

« reduces the risk of complications and co-morbidities associated
with severe ulcerative colitis

« Improves patient experience. The treatment can potentially
reduce the need for repeated hospital admissions for the patient
group in question, thereby improving quality of life and allowing
them to be managed in an outpatient setting

« Improves cost efficiency by reducing admissions, in -patient care,
reducing diagnostic endoscopies and avoiding surgery

Surgery may require a 3-stage procedure: a sub total colectomy,
followed by a second operation at 6 months for stoma and pouch
formation and a third operation at 12 months for stoma reversal. There
is a 40% risk of pouchitis which requires further intensive intervention
and monitoring. These are all factors which should be considered within
the economic modelling.
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iii) Are the provisional recommendations sound and a suitable basis
for guidance to the NHS?

No. This will have a profound and significant impact on all paediatric
gastroenterology teams treating children with UC in the NHS. There will
be no other option for these children but to have a colectomy. The
suggestion that these children could be maintained on “conventiona
therapy is incorrect particularly if it has failed before. Surgery does not
provide a cure and there are significant complications and consequences
both acute and longer term. The psychological impact of the disease is
most profound in this age group and there is no recognition of the
negative impact of having a stoma (even if temporary) in a developing
child or teenager. In addition, the longer term impact of surgery on
fecundity is not considered or it would seem costed.

|”

The recommendation as is would put the UK paediatric IBD care
significantly outside the care offered in other European countries and
would be against the recommendations of the European guidelines for
the care of children with UC.(4)

The recognition that the price of this treatment dropping significantly
with the launch of biosimilar infliximab in February 2015 in the UK has
also not been factored in. The failure to consider optimising treatment
response by trough level and antibody measurement also means the
guidance is not reflective of current UK practice. The fact that there are
so few medical options for this group of patients who have extensive
and severe disease makes this proposed guidance all the more
challenging. This decision would therefore condemn a generation of
children with UC to higher rates of ill health and colectomy given the
lack of any new therapies on the horizon.

There is a psychological risk to patients who reluctantly have a
colectomy if they feel they have no other choice. People often wish to
exhaust all possible medical option before contemplating major
surgery.The idea of an ileostomy to some is unthinkable and can impact
on the ability to form and maintain relationships.

Patients are increasingly aware of variations in treatments for their UC
across the country and internationally. It is unacceptable to patients
with UC that patients with Colonic Crohns disease can access Anti-TNF,
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yet patients with Ulcerative Colitis cannot, despite the similarities
between the two diseases.

We note that the draft guidance does highlight that there are patients
who require biological therapy for a period of time before surgery. The
advantage of this is to decrease/stop the steroids as well as allowing the
patient to mentally be prepared for surgery. These two things have a
positive effect on the surgical outcome.

Surgery is not always the most appropriate course of action, particularly
in patients who have received high dose corticosteroids, such as those
with acute exacerbations of refractory ulcerative colitis. Corticosteroids
steroids give more potential risk of post-operative complications. First-
stage surgery for refractory ulcerative colitis is a sub total colectomy and
ileostomy. According to national guidelines, a large proportion of
patients with moderate to severe active UC patients have left sided
disease. While the draft guidelines explain that surgery in proctitis is not
considered due to disease distribution, the same must be said of left
sided disease. Following initial stage of surgery, patients are left with a
rectal stump in preparation for the second stage and pouch formation.
There are variations of the stump size depending on the surgical findings
and individual surgeons. Post-surgical complication of diversion proctitis
and inflammation of the rectal stump can occur. This may be a
contraindication for the final completion stage of the pouch, as
described in the draft guidelines but can have on-going costs associated
with further surgical intervention, medical management and patient
distress and quality of life issues.

We also express great concern over the initial recommendations and
think they will unfairly deny access to infliximab in children with chronic
active ulcerative colitis (UC) as outlined below:

“1.2 Infliximab is not recommended within its marketing authorisation
for treating children and adolescents aged 6 to 17 years who have
severely active ulcerative colitis that has responded inadequately to
conventional therapy including corticosteroids and mercaptopurine or
azathioprine, or who are intolerant to or have medical contraindications
for such therapies

In conclusion, the current guidance does not accurately or fairly
summarise all of the relevant evidence, the assumptions used to model
the costings are flawed and it does not reflect current UK paediatric
practice. We would suggest children be allowed access to an induction
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course of infliximab for chronic active UC with the option for responders
only to carry on treatment with reassessment at one year in line with
the current NICE guidance on infliximab for paediatric Crohn’s disease.

iv) Arethere any aspects of the recommendations that need particular
consideration to ensure that NICE avoids unlawful discrimination
against any group of people on the grounds of race, gender,
disability, religion or belief, sexual orientation, age, gender
reassignment, pregnancy and maternity?

General Comments

The emphasis of the use of anti-TNF therapy in UC has been placed on
the patient with severe disease requiring hospitalisation. We would
suggest that in the current climate where the role of the specialist nurse
is to reduce admission rates and length of stays for patients with IBD, as
a result patients with moderate/ severe disease are being kept out of
hospital for longer periods than previously with regular reviews in
outpatients. The proposed guidance does not support this practice and
has the potential to increase hospitalisations to provide patients with
access to these therapies.

We believe there are other exceptional circumstances that need to be
highlighted. For example, we see at least 5 patients per year who are
hospitalised on their first presentation of ulcerative colitis and who
historically would have undergo a colectomy during this period of
hospitalisation. The availability of biologic therapies in this scenario is
invaluable, in that patients are given time to absorb their diagnosis and
the implications of diagnosis which although may only delay surgery
gives patients the time and opportunity to psychologically adjust to their
change in health and longer term are more accepting of surgery.
Throughout the document there is reference to Ulcerative Proctitis, this
is one of the most challenging presentations of UC to manage in that
only 40% of the dose of oral medical therapies are able to promote
healing within this affected this area. We would suggest that a
substantial number of patients require immunomodulating therapy and
this is a mainstay of treatment of this patient group beyond the implied
topical steroids advocated in the document.
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This group of patients have immense problems after colectomy in that
their retained rectal stumps/ mucus fistula remains problematic with
rectal bleeding and loss of mucus remaining a problem. This longer term
influences surgical management.

Conclusion

In light of the comments and recommendations above the Royal College

of Nursing do not support recommendations provided within the ACD of
the above appraisal.
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15 October 2014
Dear Sir or Madam

Re: Infliximab, adalimumab and golimumab for treating moderately to severely active ulcerative colitis
after the failure of conventional therapy (including a review of TA140 and TA262) (ID 695) - Appraisal
Consultation Document (ACD)

The Royal College of Physicians (RCP) plays a leading role in the delivery of high quality patient care by
setting standards of medical practice and promoting clinical excellence. We provide physicians in the
United Kingdom and overseas with education, training and support throughout their careers. Asan
independent body representing over 30,000 Fellows and Members worldwide, we advise and work with
government, the public, patients and other professions to improve health and healthcare.

The RCP is grateful for the opportunity to respond to the above ACD consultation. We wish to fully endorse
the submissions made by the BSG and Crohn’s and Colitis UK (CCUK). In addition, we would like to add a
supporting statement from the UK IBD audit.

The UK IBD audit collects data on people with inflammatory bowel disease {Crohn’s and Ulcerative colitis).
Patients newly starting on biological therapies are included in the national audit. These drugs have a
potentially positive impact, they are a vital part of treatment and if withdrawn could be detrimental to the

quality of life of patients. It is likely the cost of these drugs will decrease with the imminent introduction of
biosimilars.

Yours faithfully






UKCPA

Multiple Technology Appraisal (MTA)
Appraisal Consultation Document
Infliximab, adalimumab and golimumab for treating moderately to severely
active ulcerative colitis after the failure of conventional therapy (including a
review of TA140 and TA262)

Appraisal Consultation Document, October 2014
Response UK Clinical Pharmacy Association (UKCPA)

Response to the specific questions that you ask:
e Has all of the relevant evidence been taken into account?
e Are the summaries of clinical and cost effectiveness reasonable
interpretations of the evidence?
e Are the provisional recommendations sound and a suitable basis for guidance
to the NHS?

Has all of the relevant evidence been taken into account?

« It has been felt that patients view has not been taken into account at an
adequate and proportional level. It is acknowledged that there is not sound
clinical evidence of the long-term impact of uncontrolled disease and/or
surgery on patient quality of live, but ignoring patients views clearly voiced
through Crohn’s and Colitis UK and other patient representatives groups is in
our view not acceptable.

« Inview of the impact that uncontrolled disease and/or surgery has on the
patient reviewing short term outcomes based on current trials only does not
represent patients reality.

« Surgery as an event rather than comparator seems to be acceptable as
acknowledged during the scoping workshop, data on the long-term effect of
surgery is scant and it seems that the major impact of surgery on this young

patient group at the beginning of their lives is ignored.





Pouch surgery, as reported by the pouch registry, had major impact on the
quality of patients’ lives in view of reduced female fertility by 40-50%,
unacceptable high number of daily defaecation rates, high occurrence of
pouchitis (50%) and recurrent need for surgery.

It is unclear why for the modelling it was chosen to enter the patient at age of
40 as the main manifestation of UC is between the ages of 15 and 25. Trials
do not represent normal population but are trying to prove that they work at
any age. So basing the model on an artificially aged patient group is not
acceptable.

Crohn’s and Colitis showed in 2011 that uncontrolled disease has an 50-70%
productivity loss for the most sever affected patients. Educational attainment
is curtailed, carrier options restricted and starting work life curtailed. This
comes at a considerable cost to society which is difficult to quantify but of
considerable size. Just to ignore this hidden cost due to difficulties of
modelling is not acceptable.

It is debatable if conventional therapy is appropriate as a comparator. As UK
patients would have failed conventional therapy prior to starting biologics it
can safely be assumed that they would need continuous or repeated
tretemtns with steroids incurring considerably long-term adverse effects of this
therapy option. Alternatively it would mean surgery with the long-term impact
outlined above. Surgery is not a cure but a therapy option with considerable
detrimental impact on patients’ lives and negative long-term outcomes. The
current modelling does not take this into account as it assumes that patients
would continue with conventional therapy and behave in the same way as the
initial patients group. The right comparator would be patients failed on
conventional therapy not treated with biologics.

Stopping rules may not have evidence from RCTs but there is enough
evidence to show that stopping biologics once patient is in deep remission is
an effective treatment strategy. (Molander, IBD 2014, Steenholdt Scand J GE
2012, Farkas Scand J GE 2013, Villafranca JCC 2014). STORI data has been
shown to stratify patients successfully in Crohn’s disease and similar studies

show that stopping rules can be developed for UC.





Are the summaries of clinical and cost effectiveness reasonable
interpretations of the evidence?

It is felt that extrapolating trial data from international trials to the reality of UK
practice is not useful. In the UK only patients having failed conventional therapy
would be offered biologics. Trials include treatment naive and patients failed on
conventional therapies. It is very likely that treatment failure patients behave
differently to patients who would have responded to conventional therapy but were
offered biologics straight away. We are not yet in the situation where we can predict
which patients respond to certain therapies but it is evident that there are distinct
patient subgroups that behave differently and have a different disease progression

and response to treatment.

Are the provisional recommendations sound and a suitable basis for guidance
to the NHS?

It is felt that too many maybe difficult to assess factors have been neglected or
omitted in the final modelling that the model as it stands is neither representing the
reality of the patient population nor the current UK practice and assumptions based

on inappropriate data sources have been used to populate the model.

Recommendation 1.3 is ambiguous as it is not clear which patient group is meant
with current.

It could be interpreted as patients started on infliximab under TAG 163 then could
continue with the treatment as they were started within the NHS.

In addition by adopting these MTA the UK would be at odds with the international
IBD community ignoring consensus statements and guidelines such as ECCO 2102

and American College of Gastroenterology UC guidelines 2010.

We would like to ask the committee to take the concerns about the appraisal process

into consideration when finalising the guidance.

I  tcrest Group Gastroenterology






Comments on the ACD Received from the Public through the NICE Website

Patient
England

| have had diagnosed Ulcerative
Colitis for 10+ years at this point.
To date, Infliximab has been the
only medication that has actually
kept me out of being admitted to
hospital for the period of more
than a year and that was just the
initial 3 dose induction. | have
been fighting to receive the
treatment again, as | am into
another flare-up, but am having
such difficulty in receiving the
help that | desperately need.

As a woman who is 45, with 3 children at home ranging from 6 to 16, Colectomy is not an option for me. |
have not responded to normal treatment and the disease also appears to be steroid dependent. Infliximab
was difficult for me to finally receive, but after 8+ years, | finally received the induction treatment, which
worked fantastically well for me. | feel that people sitting on the panel do not understand the people that
this iliness effects. It has a massive impact on my daily life, particularly when | am in a flare-up. | have
trouble traveling on public transport, based on the iliness. | cannot commit to work, as my illness can see
me sometimes hospitalised for periods of two weeks, no employer wants that. It puts pressure on my
partner and children. | think that Infliximab and drugs of this nature, with such a high price should be
considered on a case by case basis, rather than a broad sweeping generalisation. | know of someone
personally who was diagnosed with Crohn's disease and had the surgery to remove the ill portion and has
not had a flare-up since the operation, yet was approved for a year's course of Infliximab. This to me
makes no sense, but they were given that simply because they have Crohn's disease. | think that was NHS
money that was misappropriated. There are people with Ulcerative Colitis that urgently NEED this
treatment, but for the fact that it is not Crohn's disease, cannot receive the treatment. | find this very wrong.

[Insert footer here]
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NHS Professional
England

| have contributed to ad boards
for MSD, Abbvie and also
delivered lectures regarding
biological therapies to IBD
Nurses at Bradford University.

Most patients are diagnosed in their late teens, early twenties before they are settled in a career, university
or within a relationship. The unpredictability of the disease blights their career prospects, university
attendance and causes self-esteem problems that make it difficult to establish a settled relationship. Faecal
incontinance is common.

NHS Professional
England

I have contributed to ad boards
for MSD, Abbvie and also
delivered lectures regarding
biological therapies to IBD
Nurses at Bradford University.

Steroids are not recommended as a long term treatment for Ulcerative Colitis.

NHS Professional
England

| have contributed to ad boards
for MSD, Abbvie and also
delivered lectures regarding
biological therapies to IBD
Nurses at Bradford University.

Surgery can be complex and may result in a permanent ileostomy which has it's own financial and
emotional costs. Poor pouch function following surgey affects 10% of patients with a pouch. Fertility can be
affected and most women are advised to complete their family prior to opting for pouch surgery.

NHS Professional

For those patients who either refuse surgery or are not suitable due to other co-morbidities, long term
steroid use often results in osteoparosis, diabetes and hypertension increasing the risk of strokes and

[Insert footer here]
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England

| have contributed to ad boards
for MSD, Abbvie and also
delivered lectures regarding
biological therapies to IBD
Nurses at Bradford University.

cardiac events.

NHS Professional

Wales

This is an incredibly dissapointing and short sighted decision on behalf of NICE. My working day is taken
up with caring for these patients, many of whom have a very poor quality of life. This decision means there
is nothing else to offer them when Aza/6MP fail/are intollerant too. This results in either risking their health
on long term steroids or major surgery, and for some this last option is the worst possible scenario. |
implore you to put the patient at the heart of the decision and to consider the effect your decision will have,
by taking away a potentially life changing treatment option from them.

Patient

England

As someone who has had Ulcerative Colitis for 23 years without drugs like Infliximab | would have had to
have surgery a long time ago. As | really don't want to go down this road yet these type of drugs are the
only way | can have some semblance of a life. | really hope you give the go ahead for the use of the rest of
the drugs as it is a great lifeline to those of us who would like to put off surgery for as long as possible. |
can not stress enough how miserable my life would be without the help of these drug, | would be virtually
housebound.

[Insert footer here]

2 0f 126






Patient

England

As a patient | have been treated with aggressive Steroid treatment, Mesalazine and Azathioprine with little
impact on management and maintenance of my condition. In 2001, while in my early 20's | was struggling
to attend University, was in considerable pain and had never successfully achieved remission of my illness.
By the age of 21 | had already been diagnosed with Osteoporosis and had developed a severe allergy to
Azathioprine, with severe trauma and scarring in my lower colon | had very few medical options open to me
when | was first given Infliximab as IV treatment.

| was initially given a one off dose with a further dose to follow several weeks later followed by a third and
final dose a few weeks after that. The treatment changed the course of my condition, | was initially able to
return to my degree studies and engage with normal life, however this remission period lasted only a few
months before the symptoms returned, my Specialist arranged for a further dose of Infliximab, my
symptoms subsided and | was able to return to studies and normal life. It became clear | was living in a
cycle of sustained well-ness followed by sudden on-slaught of symptoms 3 - 4 months later. By the time the
effectiveness of the Infliximab was wearing out | had returned home from University, | was unable to
arrange care with a suitable GP at the other end of the country or make the journey back to see my regular
Specialist. Finally in agony from pain, heavy blood loss and lack of energy | was admitted to my local
hospital, unable to treat me with Infliximab they returned to emergency Steroid treatment to get my
symptoms under control. Having spent many years heavily dependent on steroids | was terrified and
traumatised about the psychological impact and physical and mental dependency that steroid treatment
would induce. By the time | was well enough to return to where | had knowledgable, Specialist treatment |
had missed my University exams and deadlines. | was forced to drop out of University, however | also
faced the situation that | had no-where to live in the area without my University accommodation, and
without my place at University | was not allowed to stay in the accommodation, | could not return home
because they could only treat me with steroids or surgery. | felt trapped in a city 300 miles away from
family, no place to live, money or support, however | did have a Specialist who enabled me access to a
medication that gave me a life rather than just an existence. My Specialist continued to offer me Infliximab,
with cautions in 2002 that it was a new medication and I could not know the long term prognosis. Within a
few months my symptoms were again under control, they did however feel like they were beginning to
return 3 - 4 months after treatment. My Specialist put forward the case that as alternative treatments had
not been successful with me that | should be allowed to have Infliximab on a regular basis, | commenced
an outpatient treatment program, receiving 1V infusions every 8 - 12 weeks.

In 2004 | eventually completed my degree, | previously had big ambitions to travel the world and to live and
work in London, however | knew that that life style was not open to me to be able to successfully manage
my condition at the same time. | felt compelled to shape my life and career in York where | had been at
University as | was terrified of what would happen if | was no longer able to have access to the medical
expertise or treatment that had given me an opportunity to have a life.

[Insert footer here]
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My treatment continued, visiting the local Out Patient clinic at the hospital every 12 weeks to receive
Infliximab infusions. After | had completed my degree | was able to start searching for professional
employment, | was able to attend evening classes to gain further qualifications. | learnt to live within the
parameters of my condition and learned how to manage it to ensure | could live a fulfilled life despite it's
limitations.

Patient

England

In 2008, after 6 years of treatment with Infliximab | suffered a sudden and un-explained reaction to the
treatment within a few minutes of the infusion starting. My treatment was altered to Adalimumab injections
that | would manage and administer myself. By this point in my career | was close to reaching 30, | was in a
settled relationship, but did not feel I could consider having children due to the strength and dependency on
medication, | was working hard to develop a career, working full time, studying a Masters and undertaking
Freelance work as well. | was living a socially active and full-filled life, the injections gave me a greater
freedom to consider further options and opportunities and encouraged me to consider how | could take
some of the chances that were previously closed to me.

In 2009 | started developing my own business, my symptoms had been un-seen for nearly 2 years and | felt
healthier than | had ever felt previously. | had felt previously that the fear of being unwell in the future
meant that | should maintain employment with a large public sector organisation for my own protection. |
was well enough that | decided | would take a chance and launch into my business full time, without
depending on the security that public sector employment afforded me.

At the same point | was conscious that at the age of 30 my choices for life and my future might be limited
because of 15 years of continual medication and unknown side effects. | was keen to try and live a
healthier life and without the need for drugs. The scarring in my lower colon continued to act like a
barometer for my general health, but | was showing less symptoms in general. Feeling at optimum health |
started to leave longer periods between my injections. It has now been over 4 years since | last had any
treatment, | have lived drug free since that time. | still run my own business, but have since opened a
cafe/shop and employ 20 members of staff. | have learned to live with the limitations of my condition, but |
have also learned how to manage it to ensure that it does not manage me, this discipline has allowed me to
embrace challenges and ambitions | had felt previously were not open to me. My Specialist now considers
me to be free from illness and has taken continual tests to corroborate this theory. My scarring continues to
act as a barometer, which | dutifully read to ensure | can effectively manage my own health.

| have no doubt that the struggles with illness, access to medication, managing treatments, symptoms and
demanding access to effective healthcare have prepared me for the stressful demands of running a
business, however | am equally certain that these treatments that | received have changed my prognosis
and outlook from almost certain surgery and unfulfilled ambitions to being a contributor to the local
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economy. | will forever be grateful to my Specialist and the difference that these drugs made to what in my
mid-twenties seemed an impossible dream.

Patient

England

I've had crohn's/uc for 6 years now, it took 4 years of using conventional drug treatment before | was given
infliximab, during those four years my life totally changed, | was a confident, outdoor person who was
always doing things, when uc hit | couldn't be further than 20 feet from the toilet, | would need to go 15+
times a day and was always in pain, in order to work | would take Imodium everyday, which didn't always
work. On two occasions | soiled myself at work, not good when you are a teacher in front of teenagers.
Steroids and other chemical based drugs have hardly worked for me. Even while on steroids |1 still have an
urgent rush to the toilet at least 6 times a day. The illness is unpredictable which means you can never
plan a day out or trip, relationships are difficult to say the least, how do you explain to a new partner the
flatulance and constant running to the toilet? Luckily for me my pct put me on humira 3 years ago. This was
AMAZING! | can not explain what it's like to get some part of your life back, to be able to go to the cinema
and not have to worry where the toilet is, or to plan and go for a meal with friends. Without humira | would
of had to give up work and with out a doubt would suffer from depression. Unfortunately after a year of
humira | suffered from a reaction and thankfully | was put on infliximab, I'm still crossing my thingers that
this will work long term for me. If the biological medicines get taken away from us crohn's and uc sufferers it
will undoubtedly cost more, | could not cope with a colostomy bag, would be suffering depression, have to
give up teaching and work and have to sign on. Please, please, please, think about the patient and not just
the money, | can not explain how much a difference the biological treatments mean to us and help us try to
live a normal life.

Kind regards

Public

England

I have lived with Crohn's Disease for the past 20 years and | can speak from experience about the life-
changing effect of starting Infliximab treatment. | had been on and off other medications including
prednisolone and azathiaprine, but had not been consistently well for more than a year. | had come to
accept that | would always have to live with my symptoms; never knowing what the future would hold. |
didn't know if | would be able to work or have a family and | was extremely private and embarrassed about
my iliness. After starting infliximab treatment in 2005 my whole life changed and | have been symptom free
for the past 9 years. | now work full time as a teacher, am planning to start a family soon and | am so
grateful that | have never had to have any surgery. Having experienced this personally | want others to be
able to have same chances of recovery. It may not be as effective for everybody but as Crohn's and
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ulcerative colitis are so similar there may be a chance, and | believe everybody should be given that
chance.

Patient

England

| am an ulcerative colitis patient and | have read this paper. Not all of it makes sense to me however | have
had infliximab. | now have 2 small children and have had a many flare ups. However between my first
dose of infliximab in nov 2011 - April 2014 (2nd baby born feb 2014) | had no problems and went to the
toilet once a day. In 2011 | couldn't pick up my daughter from the cot because | was so weak from going
to the toilet with virtually no warning around 20-30 days.

| have literally just had another flare up this week and have been told to get infliximab | have to come into
hospital for a few days to have hydrocortisone first to see if that works. But | can't cos | can't leave my
children. When hydrocortisone has never worked for me in the past. | don't understand why | can't just go
in for the day to have infliximab and then go home to my 4 year old and 7 month old. This drug gives
people their life back and should be given at any cost.

Patient

England

| have suffered from UC for over 35 years and Infliximab is the first treatment that has kept me in remission
for an extended period of time. In 2009, | had a major flare up which saw me hospitalised as an emergency
case. Following the hospital admission my consultant decided to try Infliximab as an ongoing treatment (I
have previously been prescribed azathioprine and mercaptopurine but both have caused liver problems). |
had my first three treatments of Infliximab, which other than psoriasis (which is much more preferable than
UC symptoms) caused no other effects which affect my daily life. | continued with Infliximab for another 9
months thanks to the efforts of my consultant but funding was then withdrawn. Within two months | had
another flare up which immediately started to affect my everyday life and actually resulted in me having to
leave my full time employment. My consultant managed to get me back on the Infliximab which | have now
been receiving every 8 weeks for the he past three years. It is the most effective treatment | have had in
the past thirty years. It is the only treatment | now have as | have been able to come off all other
medication. | have two children and since | have been receiving Infliximab | have not had to worry about
everyday activities - | have been able to go out and enjoy mine and my children's lives without the worry. |
only wish this treatment had been around earlier. It is effective without life affecting side effects and has
now kept me in remission for over three years.
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Patient

England

| have suffered with moderate to severe ulcerative colitis for about eight years. Unfortunately | am one of
those patients who don’t respond well to conventional therapy. | have been hospitalised with acute UC on
a number of occasions and each time have been able (with some difficulty) to get Infliximab. Each time |
have had it my bodya€™s response has been dramatic. The symptoms of UC go within a day or so and |
begin to feel well again. | have been allowed 3 doses of Infliximab in accordance with the NICE guidelines
for treating an acute flare but have been unable to obtain maintenance doses. This results in remission for
about 6 months and then the symptoms of UC start to come back and | start to decline until ultimately | go
back in hospital as an acute case. The decline puts a lot of stress on me and my family and it's hard to
work (although I do). All the consultants | have seen agree that | would make a very good candidate for
maintenance dose therapy of Infliximab but we have yet to get approval. The cost to the NHS of me being
hospitalised, not to mention increased visits to see consultants, blood tests etc. must far out way the
benefits and cost of maintenance dose therapy. | have seen consultants at Barts and in Harlow we have
even consulted Professor Alistair Forbes (an eminent gastroenterologist) who have all agreed that
Infliximab would be the best course of treatment for me. It is hard for me as a patient to put up with such
suffering when | know that there is a drug that gives me my life back and makes me feel normal again.
Last year my UC manifested itself as pyoderma gangrenosum and arthritis again the dermatologists and
rheumatologists wanted to use Infliximab but were denied, resulting in a huge amount of pain and a very
scarred leg. Instead of going to see consultants and them tell me how sorry they feel for me but they
cana€™1t help (as happened a week ago at Barts in London and many times in the past) it would be great
to get the therapy that gives me my health back and enables me to live a full and happy life.

Patient

England

I'm a patient with moderate to severe Ulcerative Colitis. | can not take any conventional therapy as | am
intolerant. Azathiropine was affective until repeated pancreatitis forced me to stop taking it.

At that stage | had to have Infliximab privately and it was a miracle treatment for me. | was out of hospital
within days and felt normal for the first time in years. Unfortunately my private medical insurance didn't
cover ongoing treatment so | couldn't take it past 3 doses.

At this stage the NHS had nothing to offer me as they would not continue Infliximab for me. | am left now on
an experimental treatment &€* Tioguanine &€* that | know of no other patient taking and is not even
licenced for Ulcerative Colitis. This has some very nasty side effects and poses a risk to my health but |
was left with no choice. I'd say | was at 90% full health with Infliximab and maybe 50% with Tioguanine but
it's better than | would be after surgery.

[Insert footer here]

1 0of 126






I'm now having blood tests monthly, MRI scans on my liver and possibly a liver biopsy to hopefully catch
any side effects of Tioguanine before they become too serious.
Tioguanine is not a viable long term solution. | need Infliximab for maintenance of my condition.

Your ruling just seems insane for people like me who have no other choice. | no longer have private
medical insurance so should | get ill again | don't know how | will afford Infliximab but if I get ill again I will
need it.

| believe that Infliximab should be used to keep patients like me in remission. | have no other licenced
choice and surgery is not a treatment.

NHS Professional

England

The impact on a patients quality of life of active Ulcerative colitis should not be underestimated, often the
severe urgency resulting in incontinence and severe fatigue result in patients living a hermits existence.
many will do badly in GCSEs and A levels detrimentally affecting the rest of their careers, they may not go
to university as planned as a result and suffer huge loss of potential earnings. Many will have to give up
work and do not leave the house and so have no social life often resulting in depression. The impact of
these costs on the person involved and on the economy in general must not be underestimated.

NHS Professional

England

For those who will not consider colectomy, or in whom it is contraindicated due to co-morbidities or extent
of disease (i.e. proctitis) long term steroids are often the only option. These have major potential health
implications such as osteoporosis, glaucoma and diabetes all of which have major cost implications.

NHS Professional

England

| would ask the committee to put themselves in the patients shoes, can they imagine being told in your
teenage years or early twenties that you need to have major surgery and a colostomy bag. These patients
are just embarking on education, work life and building relationships. They are just discovering who they
are as a person and building their self esteem, body image and self confidence. For many the idea of a
colostomy is an unthinkable scenario and they cannot imagine how they would function or meet new
people with a colostomy in situ.

NHS Professional

England

| am concerned that patients who fail conventional treatment will be denied bio logics which do have
evidence for their effectiveness. tHis could lead to patients becoming dependant on steroids, increasing
their risk of long term side effects such as diabetes and osteoporosis which will Impact on the health
economy. they will have to endure poor health, poor quality of life, and be unable to work. Patients will
require more hospital follow ups. There will probably be an increase in patients requiring colectomy, which
is mutilating surgery for this group of patients who are generally of a younger age, there will most likely be
an increase in patients requesting ileoanal pouch reconstruction, therefore more investment into centres
that provide this surgery will be required. There will also be an massive increase in the individual funding
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requests to the clinical commissioning groups, adding extra work load to the clinicians involved with these
patients.

NHS Professional

England

As a health professional and a sufferer of UC | am saddened to read this document and the conclusions.
As a health professional | have seen numerous UC patients improve and thrive on these biologics, not only
in regards to their medical health but also their QOL. From a personal point of view | have received
Infliximab and adalimumab which have provided me with an excellent QOL and enabled me to continue my
working role in the NHS. | received 4 infusions of Infliximab 4 years ago and remained in remission until a
surveillance colonoscopy triggered a moderate to severe flare this year. | was very fortunate to be enrolled
on a humira trial for 6 months this year and the response was immediate. | am now in remission and did
not miss 1 day of work, avoided a hospital admission and avoided an increase in my medications. | did not
need to see my GP nor consultant about my UC during the trial and only saw the trial doctor as per trial
protocol. Surgery is not an option for me, ever.

| find it hard to believe in todaya€™s medical world that biologics are not the most cost effective way
forward. As a health professional with an interest in IBD | have read numerous international papers
demonstrating a medical benefit, cost benefit and QOL benefit. From my case alone | have proved how
cost effective it can be which compares well with what research is demonstrating.

This is a very sad step backwards for IBD patients and to see NICE choosing to restrict UC patients to
surgery (or at best 3 infusions of Infliximab) if second line treatment fails is very upsetting and prejudice to
this group of patients. This will lead to poorer patient-doctor relationship and increased stress in this
patient group due to the limited options available.

Yes, | know that side effects are expected with most drugs. However the 1st and 2nd line treatments for
UC are not without their own devastating side effects which impact upon QOL e.g. steroids and their known
negative impact on bone health as well as development of diabetes in some patients both of which are also
costly for the NHS.

To conclude, | am immensely disappointed in NICE from both a patient perspective but also as a health
professional who strives to first do no harm, puts patients first and takes on board patient choice and
overall well being. This proposed guidance will do harm, does not put patients first, removes patient choice
and will lead to reduce QOL and well being. Itis in short shameful.

Patient

Wales

As someone who has UC, currently in remission and taking azathioprine, | would be extremely concerned if
surgery was the only option left to me if my current medication did not work. Biological drugs such as
infliximab give us another - vitally important - chance of controlling our decision medically and living normal
lives, rather than have to undergo invasive and emotionally humiliating surgery. Please reconsider this
decision and don't treat UC patients unfairly!
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Patient

N. Ireland

| am a 30 year old Female who was diagnosed with Ulcerative Colitis in Oct 2011. Since then i have been
hospitalised 6 times due to severe flare ups. UC has a debilitating effect on my entire life from work to
personal to social. | strive to lead as normal a life as possible but its not always an option. Last year i was
given infliximab (only 3 doese ) and i felt the effects within days. For the first time in two years i felt like a
'normal human' again. | was in remission for 12 months and in that time i took up exercise, got a promotion
at work and got married. | finally felt i was turning a corner. | even felt i could start to think about planning a
family with my new husband. Unfortunately in Sept 2014 i had another sudden flare. | truly believe if i had
been given the infliximab as maintenance i would still be in remission and would not have had this flare. |
feel like i have fallen back to the reclusive, demotivated, sick individual i was before the infliximab. | have
been given the oppertunity to have another 3 doses of infliximab but its sad that i have to get so sick in
order to get it rather than having it as a preventative measure. Infliximab could give me and i am sure
many others the chance of a normal life again.

Patient

Wales

Whilst | appreciate the cost implications of having these treatments made available to sufferers of
ulcerative Colitis, having the condition myself and having many family members who suffer both from
Colitis and Crohns, | also know how important it is for patients to have this treatment option. Obviously
these types of treatments would be used when all else fails, if this treatment option is taken away from
sufferers of ulcerative Colitis then their only other option in many cases would be to have to undergo
surgery, which although both treatments come with risks and long term effects, | hope you would agree that
surgery is much more damaging, especially psychologically. | hope you take my views into consideration,
at present I'm lucky enough to be in remission from this debilitating disease, but it would be nice to think
that if | ever needed these biological treatments in the future that | would be able to.

Many thanks

Patient

England

I have suffered from UC for 6 years, | have been on as asacol, azathioprine, prednisalone and predfoam,
all of which helped me for a short time. Despite these drugs flare ups were frequent and debilitating. | was
unable to work due to fatigue and | was going to the loo up 30 times a day. As a last ditch attempt to get my
life back | was put on weekly humeria injections. | had read a lot of positive things about infliximab and
adalimumab but | was sceptical about the treatment as nothing else had managed to keep my UC at bay. |
have now been in remission for 1year and | can honestly say it has changed my life. I'm able to do all the
normal things that | used to do without being in constant pain, needing the toilet every 15 minutes and
without being exhausted all the time. | don't take a single day for granted and | am so unbelievably grateful
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that | was lucky enough to have this treatment. The fact that this treatment exists but may not have been
available to me is a harrowing and saddening thought as the only other alternative would have been life
changing surgery. Humeria has been an absolute miracle cure for me and | really hope it's able to help
other people who are suffering like | was.

Patient

England

I have suffered from UC for 6 years, | have been on as asacol, azathioprine, prednisalone and predfoam,
all of which helped me for a short time. Despite these drugs flare ups were frequent and debilitating. | was
unable to work due to fatigue and | was going to the loo up 30 times a day. As a last ditch attempt to get my
life back | was put on weekly humeria injections. | had read a lot of positive things about infliximab and
adalimumab but | was sceptical about the treatment as nothing else had managed to keep my UC at bay. |
have now been in remission for 1year and | can honestly say it has changed my life. I'm able to do all the
normal things that | used to do without being in constant pain, needing the toilet every 15 minutes and
without being exhausted all the time. | don't take a single day for granted and | am so unbelievably grateful
that | was lucky enough to have this treatment. The fact that this treatment exists but may not have been
available to me is a harrowing and saddening thought as the only other alternative would have been life
changing surgery. Humeria has been an absolute miracle cure for me and | really hope it's able to help
other people who are suffering like | was.
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Patient

Wales

| am 19 years old and have had UC since 2012. During this time, | have had 2 courses of steroids and
been on azathioprine and asacol for almost 2 years. | take vitamins and probiotics and eat a healthy diet
but struggle to maintain my weight and am underweight for my height.

| have tried alternative medicine and treatments, seen a gastro dietician and have excluded different food
groups but to date nothing has reduced my symptoms.

To date | have not been in remission. This has negatively affected my studies and meant | am unable to
work. | rarely leave the house as my life revolves around having ready access to the toilet. | do not have a
social life as a result and my personal relationships are affected. The only time | leave the house is for
medical appointments.

| am aware of people whose symptoms have increased greatly after having infliximab. To date | have not
received this treatment due to the cost of the treatment. My consultant believes | would benefit from
infliximab but has advised this is a financial decision.

| feel strongly this treatment should be available for patients who need this.
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Patient

Scotland

Infliximab is the only medication which has been able to keep my ulcerative colitis under control. At the age
of 16 | started to feel poorly. At 17 was diagnosed, tried five different kinds of medication which all meant |
had to restart my prednisolone and became dependant on it, was hospitalised for two week and it was only
infliximab that saved me from having an emergency operation to remove my large intestine. Infliximab is
literally liquid gold for me. | am now 18 and thanks to infliximab can finally go to uni, socialise with friends
and lead a completely normal life all thanks to infliximab. | no longer have to take 18 tablets a day and time
them and take them whilst in school which | found embarrassing. | can now leave the house without fear
that | will need to rush to find a toilet. I no longer have to deal with having panic attacks and not wanting to
leave the house because | was simply a mess.Please don't take infliximab off the nhs, UC is a serious
condition which affects mostly young people and anything that can help them sustain a normal life should
be used. | have finally gained my life back, please don't take that away from me.

Patient

England

| was suffering from a very severe flare up of UC in 2010. | was unable to work and had 2 options left after
steroids, cyclosporine, azathioprine and asacol had failed to get my condition at a manageable level. They
were surgery to have my full bowel removed or infliximab. | chose infliximab and after 1 year my condition
was what can only be described as normal. | am working again full time and have also been able to
become a father, neither of which would not have been possible without trying infliximab.
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Patient

England

Infliximab has changed my life completely.before | started on imfliximab | couldn't go on holiday....I couldn't
go shopping....all i did was sleep...poo....and just about hold a job.

All three | did very poorly. | had to have a toilet blocked off specificly for my use...because | wouldn't be
able to wait..my life was a living hell. | was in constant plain

My diet was limited to bananas ,Chips and chicken and rice.

On my time away from work | would sleep. | never had time to spend with my son as | would either be
sleeping or sitting on the toilet.

Then my specialist introduced me to infliximab. | now only go to the toilet three times a day. | sleep for nine
hours. | can play with my son and my granddaughter...| can go out of the house and | can go shopping.

| don't think you can understand how valuable these drugs are until you have been in the awful situation
that us user have been in. They gave completely changed our lives. The thought of having to stop these life
line of drugs is depressing and | don't know how | will cope. | will have to give up my job...

| won't like other users will end up in a living hell... We won't be able to work and will end up pooing in a
bag... This is not the course | want my future oath to take.

Please do not stop this service

If u wish to speak to me please call or email me...
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Carer

England

My daughter is 7 years old and was diagnosed with UC two years ago, she started off with mild to
moderate colitis and in the past two years has tried all the medications available...some of which she had a
bad reaction to and some of which she is still taking. Following a recent scope, we have been advised that
her condition is now severe. We have no alternative but to start Infliximab. The only alternative would be
surgery. We are counting on this medication to help her colon to start healing, she is leading a normal life,
not missing school and looks perfectly healthy, no one could imagine what her insides are going through,
its impossible to tell without a scope. We do not want to have to put her through surgery as it really seems
unneccessary so we are really relying on the infliximab. From my point of view, it would obsurd to rule this
option out so | plead with you not to withdraw this hope from our lives.

Patient

England

| am alarmed at the suggestion that Adalimumab may not be a cost effective treatment for moderate to
severe Ulcerative Colitis and Crohns Disease. In my personal experience it has been extremely effective in
treating my condition.

| was first diagnosed with Crohn's disease when | was 18 in 1979. | was treated with a strong course of
steroids and Sulphasalazine. This seed the condition but occasional flare ups continued culminating in a
severe case which required an emergency Hemicolectomy in 1987. My medication was changed to
Azathioprine. | had a period of several years of remission but flare-ups returned and my life style become
significantly affected. | had to be extremely cautious with my diet avoiding any high fibrous foods, too much
sugar or eggs all of which would either leave me in extreme pain or with serious bouts of diarrhoea. Whilst |
am very aware that my condition was relatively mild compared to many sufferers it was none the less
extremely debilitating, | was unable to enjoy the freedom to enjoy life as | wanted, | felt unable to venture
far from home, was off work many times and had a number of hospital stays.

In 2010 the decision was taken to attempt a bowel resection as the scaring around the surgery site from the
80's was contributing to my condition. | was admitted to High Wycombe Hospital in September of that year.
Unfortunately the surgery was far more complex than originally considered, | needed a second operation
within a week of the first and culled with a number of other complications | was seriously ill. As | needed
more specialist care | was transferred to The John Radcliffe hospital in Oxford under the care of
one of the most eminent consultants in the field. i prescribed Adalibamab which | continue

to take every 14 days. Since my final discharge from hospital | have experienced a complete transformation
in my health. | visit Dr Travis every six months and have had a Flexible Sigmoidoscopy every year to check






the condition surrounding the surgery site in my bowel. There has been no sign of a reoccurrence of
Crohns.

My lifestyle is now as close to normal as it could possibly be, | can eat whatever | like, | have freedom to
travel, | play tennis and enjoy my work. | have not had a single day off work through ill health since
returning after my surgery.

| am in no doubt that my medication and in particular Adalibamab has made a huge contribution to
maintaining my health. The degree of surgery | have had means that | cannot possibly contemplate loosing
any more of my bowel, the only options open to me should my Crohns return would be more costly hospital
visits, surgery and a Collostomy thus severely restricting my quality of life. | have complete confidence that
Dr Travis has made a very informed decision to prescribe Adalibamab to treat my condition and that on
balance it is a cost effective treatment given the huge outlay that hospitalisation incurs.

| sincerely hope that you will reconsider advising against the use of these drugs to treat UC and Crohn's
disease, in my opinion and experience they are a valuable addition to the means for combatting these
deeply debilitating conditions.

Patient

England

| believe the recommendation that influx iamb and other biological drugs shouldn't be used to treat and
maintain ulcerative colitis is frankly quite shameful.

From my own experience | have seen first hand the quality of life infliximab have me back and how it was
taken away and | suffer now despite being on a high dose of azathioprine and mesalazine. Steroid
medication does not work for me and being asked to take it repeatedly when | the side effects have had a
catastrophic effect on my well being. | am a young person and cannot understand why | will not be given a
medication which in the past has induced and maintained my remission and thus a normal quality of life.

| feel who ever wrote the report doesn't understand the debilitating symptoms of ulcerative colitis and how
they can destroy relationships and wreck a persons life. My illness has at times become so severe that |
have dropped out of university twice and struggled with my studies. Infliximab made me feel normal. | have
been hospitalised twice for a period of 8 weeks in total, how can it be cost effective to let my flare ups get
so severe that | end up in hospital when regular infliximab infusions would avoid this totally.






| look forward to hearing from you and hope you reconsider.

Patient

N. Ireland

I am an unfortunate patient that has suffered now for 7 years with Ulcerative Colitis. | was seriously ill in
2007 and fortunately with the help of cyclosporine | bounced back. However since that | have been on
many various tablets. Many of them however did not agree with me or the side affects were so bad |
couldn't cope. At the moment | am taking Mercaptopurine 50mg and Balasalazide 750mg. In June 2012 |
got infliximab which worked fantastically well. | couldn't believe my luck until Christmas past when things
started to go down hill again. | received Infliximab again in April 2014 past and again to my delight the
bleeding has stopped again.

However, the point | wish to make is: When receiving Infliximab the first time there was a lady in the same
ward with Chrohns that was receiving Infliximab on a regular basis but said it wasn't helping at all. Why
then were they giving it to her? | also spoke briefly to a lady in April past and she also stated the same
thing. Again why give it to those it doesn't work for? And yet argue with people like myself who it does
work for? | just don't getit! Also if you were living with this condition you would feel differently about trying
to cut it from the NHS!

Patient
England

i was not followed up and when i
said i thought my condition had
got worse because of the infusion
i got no reply

i was diagnosed with micrscopic cologenous colitis and was recommended to have infliximab to help with
condition and rheumatoid arthritis after only two days of the first infusion i became ill with shingles and
could not have the second infusion . i have had 5 bouts of shingles and been really ill for 12mths and no
improvement on my condition..






Patient

England

This product (infliximab) has been vital for me as a UC sufferer - it enabled me to come off prednisolone
and get control of a flare which hospitalised me 3 times in 9 months and required me to receive blood
transusions etc. Azathiaprine would not work on its own for me and this drug allowed me to rebuild my life
and return to work and look after my son properly. This year i felt normal again, regained weight, was able
to sleep and was much less anxious. The thought of surgery makes me anxious and depressed and have
suicidal thoughts - it is not a cure for the condition and surely must cost more in the long term - surgery
would be inevitable for me if biologics were removed. Even if biologics only gave me a few additional years
without surgery at least my son would be older and it would be easier to explain to him why he can't jump
on me or why i can't face taking him swimming. This drug is vital to my physical and mental health. Please
reconsider withdrawing this - we would be the only country in Europe not to offer this apparently if this
proposal goes ahead.

Patient

England

| can't pretend to understand all the medical information contained here as | am not a medical practitioner.
| am writing as a patient who has been on infliximab for 18 months. | have to tell you that it was an
overnight cure of UC for me - mine was severe and was impacting badly on my life. | was facing having to
give up work (I was only 47 when diagnosed), | had to go to the loo several times a night so never had a
good nights sleep, my joints were beginning to ache as | never absorbed the right nutrients from what little
food | could eat, | was just a terrible mess. After one dose of inflix, | was fine. | stayed in remission all the
time | was on inflix and for 6 months following the withdrawal of the drug. | am now 8 months from that
date and sadly deteriorating. | am not as bad as | was but each month | get slightly worse. And | never eat
more than 1 meal a day - sometimes | don't eat any meals at all - because | can't, it makes me feel worse.
And then | can't work. And if | can't work, | can't pay my national insurance and then that will impact on
funding for the NHS. It is simply unfair and not morally correct to withdraw a treatment that helps people
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Patient

England

Hi there. | am a UC suffer and have tired all the tablets and conventional medicines. None of them helped.
In fact 6BMP and Aztoprhine made me very ill. My joints all ceased up and | could hardly walk after less than
a week using both of them. | could not stay on them. | did know what | was going to do. Mt consultant
advised me to try Infliximab which | did earlier this year. After only 4 treatments it is making a big different
to my life and my health. | do not know what | would do without it now. | am only 35 years old so | have a
long way to go in life if infliximab was taken away. | think other treatments, flare up and investigations
would me more costly in the long run for the NHS.

Carer

It is clear from ulceratis colitis forums and personal accounts that a range of biologic drugs have the
capability of delivering a good solution to living with an incredibly nasty disease. It is surely better that such
people benefit from a better quality of living and, moreover, are kept from getting even more ill and
subsequently ending up in hospital where they will require even more costly methods of treatment and use
up hospital beds and staff that could have been used by another patient. Before such drugs are suddenly
withdrawn from people who desperately need them, what exactly is being offered in their place?
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Patient

| think it is extremely important that this drug is available to severe sufferers of Ulcerative Colitis. Although it
does not work for all UC sufferers, it works extremely well for some and can save them from needing
surgery as this is their last option prior to it. It can also put many sufferers in remission for at least a year.

Patient

England

| have had a two year battle with my Ulcerative Colitis, until this point | had successfully managed to control
my symptoms & lead a relatively normal life. Over the last two years | have had various obstacles in the
path of good health and | am desperate to try a new treatment to enable me to get my life back. | am
currently waiting a referral to a hospital where | can seek further help and advice on treatments available as
| feel I am no longer getting the care and support | need at my current hospital, they seem to be pushing
me towards surgery but | strongly feel that this is such a drastic measure, | haven't yet exhausted all my
options and if I'm entirely honest | do not clearly know what all my options are. | just know that surgery will
not be an end to all my problems having conducted my own research and seeked advice from fellow
suffers. It seems that Infliximab and the like have proven to be very effective in some cases of UC, granted
not all but for some this has proven to be the saving grace before surgery. | want the chance | deserve, |
want to be me again. Please don't take my hope away from me as it is all | have.
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Public

England

UC affects a great many young people, who are trying to establish themselves through education/training,
and in the early stages of a career. UC can have really debilitating impact on the young person's ability to
establish themselves in the work of their choice. If cheaper treatments fail, and the biological drugs work,
this has a massive positive impact on their life. Although these drugs are expensive, the cost of a young
person not being able to work , plus the potential added problems of depression that are very likely to
occur should be taken into consideration. This drug can transform the young person's life. My comments
are based on seeing a young person who had to take time out of his education, due to his UC, who is now
well and working in the financial world because he is well. | fully appreciate that these drugs are not going
to be appropriate for everyone, but | feel the decision should rest with the patient's consultant - and not
subject to an absolute rule. UC is very variable, and the individual's response to the drugs also seems to be
very variable.

Carer

England

My son was diagnosed with Ulcerative Colitis when he was 10 years old and needless to say it was
devastating for the whole family including two teenage sisters.

The convential treatment of steroids had zero success and my son suffered from the side affects of the
steroids during this 14 month period to the extent that he changed from being a very successful
performance sports person (Kent no 2 in tennis and in Crystal Palace advance centre for sport in an age
group above his age) with a strong social life and self confidence to almost being a social recluse. He had
to give up tennis. He had a moon face and put on weight and developed facial and body hair clearly
beyond his age.

His school work suffered and my wife and | nearly ended up with divorce as we simply could not cope with
the pressure of seeing our sons decline in this way.

| remember once my son asking me why me daddy why me. What have | done wrong which left me in tears
and feeling helpless and useless as if | could not care for my son.

Our consultant then suggested trying infliximab and explained the advantages and disadvantages. Surgery
was not really an alternative as the whole colon would need to be removed. This was absolutely not an
option for a 10-11 year old without first trying every other option possible as it would destroy my sons
already non existent self confidence and would have ended his sporting life, one thing that he valued above
all else.

So we started infiximab treatment after about 14 months of sheer hell. AND WHAT A DIFFERENCE HAS
THIS MIRACLE DRUG MADE. He has had no side effects and His condition has been in remission since.
He is now once again into his sport and has just been picked to play for ENGLAND in ul6 Hockey. He is
once again self confident and enjoying his school life to full.

Our family is once again enjoying a NORMAL life and the only thing that reminds us of his condition are the
antiflamatory tablets he takes daily and the 8 weekly visits to hospital for the infliximab infusion at our local
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NHS hospital.

Clearly if this treatment was not offered under NHS this would be devastating for our son and the rest of
our family as we could not afford to continue with it privately.

So my final plea to those who are looking at this purely from a financial view point is please | beg you as a
father and on behalf of my son do not stop this treatment as it would ruin the lives of so many people that
depend on it.

Patient

England

Dear Sirs

In February 2010 | was diagnosed with Ulcerative Colitis. At the time | was not very concerned as | did not
release the impact it would have on me for the rest of my life. | was rushing to the toilet up to 25 times a
day with nothing but blood coming out of my bottom. | was also in an unbearable amount of pain. | was
prescribed to take steroids which had nothing but negative effects on me. Within a few months | was
reduced from being a happy competitive sportsman to a chubby moonfaced child and severely depressed.
My parents were also very depressed but they always tried their best and searched all over the world to
help me. During this period | was also going to school everyday in a large amount of pain and was hopping
to and fro from lesson to toilet. We tried many alternative medications but none had a long term helpful
effect. When we were introduced to infliximab it was like a miracle. | stopped bleeding very shortly after my
first few infusions. | then also began to lose weight and slowly built myself back into sportsman shape. | am
now playing for England hockey and in the best shape | have ever been. My short story just goes to show
that this miracle drug can help so many other people all around the world and get them back to their normal
lives. | urge you to please keep infliximab on the NHS as | really do not want to re-live what | went through
before | had this treatment.
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Carer

England

Dear Sirs

In early 2010 my son was diagnosed with Ulcerative Colitis. After many weeks of losing blood and the GPs
not being much help we ended up at GOSH.

Our first year of diagnoses was spent watching our son go from a bright confident super fit performance
sports player to a young chubby depressed boy with no confidence and all he seemed to be doing was
taking tablets & eating . He became angry and did not understand what had happened so quickly to
change his life. He was a top tennis player for the South of England at the time & now he couldn't possibly
play in any tournaments because he needed to go toilet every 10 minutes or so.

Our whole family life had changed and | am sure we did not laugh for a whole year. My husband and | were
discussing divorce because we couldn't handel the pressure on our family. Then after a year the consultant
mentioned 'inflimab' we were desperate and would have tried anything . It was a mirical we had been
praying for. From the first infusion (after bleeding for 14 months) the bleeding stopped. Although it was too
late to go back to the top level at tennis my son started playing team sports and it was not long before he
was selected for the Arsenal Development center of football excellence and last week we had the fantastic
news of him being selected for England Hockey. We have a very happy confident young man - he takes his
medication religiously and never complains about the amount of blood tests and colonoscopys he has to
have.

Infliimab made it possible for him to attend full time school and he is doing very well academically and
hoping to study law in the future. We cannot face life the way it was without inflimab. Please do not take
my sons and | am sure many other children's lives away by not making it available on the NHS.

Thank you

Carer

England

As a parent with a child who in the past relied heavily on infliximab, | would like to say how stressed and
upset | am that it is being suggested that certain drugs will not be made available to patients when they
have relapses. My child has been very ill over the years and missed so much school and life in general.
Imagine not being able to do the normal day to day things we all take for granted, school, going out to see
friends, family, leaving the house is not an option sometimes. My child tried many drugs to help get the
condition under control. Steroids, methotrexate, mesalazine, azathioprine and foam enemas. When in a
state of relapse none of the above drugs worked. Eventually my child was given infliximab, the effect was
almost immediate. My child stayed on this drug for 2 years. Recently my child came off of it after
responding very well. My child did not experience any side effects from this drug. Very quickly my child was
able to go back to school and lead a very normal life. To think that this drug would not be an option again in
the future, should a relapse occur, is very scary and it makes me extremely upset. Life for people suffering
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with this chronic condition is hard enough. Knowing that there is a drug that works for you when you
become ill is very comforting. What should my child do then if this drug is no longer available? How much
time can my child take off school before it effects studies, the future. Should my child stay in school for
extra years to get exams to enable a decent job and support oneself in the future? My child could go on
benefits if too much school is missed and exams are failed would that help the welfare state? My child is a
bright and deserves a future. This drug could help my child stay well again in the future should she become
sick. My child doesn't want surgery, why should one have invasive treatment at a young age? | would urge
those making the decision to deny patients with chronic conditions to think about how they would feel if this
were their own child. It is unacceptable to deny anyone the drugs that they need to help them lead normal
lives.

Patient
England

Just that we are so very
concerned that the only effective
treatment | receive (Humira)
could not be available to me after
paying into the state system all
my life and will also contact my
Parliamentary MP regarding this
cost cutting by NICE especially
as other treatments are funded
for people who have in a lot of
cases brought on their own
medical conditions as detailed
above.

| was diagnosed with Ulcerative Colitis in 2012 and had to be admitted to hospital where with excellent care
| recovered enough to be sent home. The Colitis was treated with all conventional treatments that failed
and only Humira has given me stability of which is a chronic life long condition (unless a cure is found)
Living with UC is difficult with occasional flare ups and all the associated symptoms that are well known
including fatigue and toilet habits but Humira has greatly improved my life since it was offered to me and to
date | have had no side effects from taking it. In the past | have had surgery for other problems and after
surgery you are never the same again and of course it is irreversible and | still live with issues from those
other past operations (not for UC) So | view surgery only as a very last resort. | have also paid into the
state system with all my taxes (40 years) to be able to use the NHS and all treatments available and if
Humari was refused to me as a treatment then my quality of life would be effected and sure human rights
will enter this somewhere as this treatment is holding me together.

Myself and family and friends are very concerned that NICE considers this treatment not to be cost
effective on the NHS especially as | did not ask for this condition whereby money is easily found for people
with conditions brought on by their own life styles to be treated on the NHS ie drug. alcohol . over weight
people and even cosmetic surgery all in most cases supported by NICE (see examples below)

Gay and lesbian couples and women over 40 could be offered free IVF treatment under new Government
proposals published today.

Same sex couples should be given the same rights as heterosexual couples according to a consultation
document released by the National Institute for Health and Clinical Excellence (NICE).

Those carrying an infectious disease, such as Hepatitis B or HIV, could also be offered IVF under
proposals by NICE.
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Patient
England

Just that we are so very
concerned that the only effective
treatment | receive (Humira)
could not be available to me after
paying into the state system all
my life and will also contact my
Parliamentary MP regarding this
cost cutting by NICE especially
as other treatments are funded
for people who have in a lot of
cases brought on their own
medical conditions as detailed
above.

Patient

England

| really can not believe this is even up for discussion!!! NICE ARE YOU SERIOUS? | pray to GOD that
one day you are a loved one does not have the unfortunate life changing diagmoses of Colitis or Crohns. |
have tried surgery, Azathorprine, Budesonide, Azacol, Steriods, herbal, alternative..you name it | have tried
it and the only thing that works is Humira. It allows me to work, look after my two sons and have a almost
normal life. You take that away and | cannot work (pay tax) look after my family and pretty much be a
depressed walking disaster. | urge and implore you not to take away the only salvation | had to cling to.
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Concerned Parent

England

Before Humira we had a very sick child. We spent a year and a half in and out of hospital either referred by
the hospital or our own GP, emergency admission via A&E and once via a direct 999 call on flashing lights
& sirens.

He was diagnosed after a very short period initially with UC and quickly exhausted the normal drugs.
Following a Colonoscopy, biopsy and endoscopy the diagnosis was modified to indeterminate
colitis/Crohns. We are very concerned that with such a diagnosis He could be excluded from the only drug
that is keeping his disease under control. Below is a summary of Hiss&€™s condition, treatments and
outcome.

At 15yrs old in early 2009 after a stomach bug He had continuous bloody diarrhoea for about 2 weeks.
Following a doctors appointment he was initially given Cocodamol to treat the diarrhoea and pain he was
now in. We were not happy with this diagnosis and via the NHS help line we gave them the details i.e. loss
of blood, loss of weight and pain. The computer said admit him via A&E. Thata€™s what we did. He was
put on Mesalamine, Which failed to work. A course of steroids followed again with limited success and over
the long period He was on and off them has reduced his bone density and has left him with stretch marks.
By this point He had lost over 2 Stone and was a little over 5 stone. All drugs were stopped and Hiss&€™s
condition improved for a short time before relapsing. He was then put on Azathioprine, which looked
promising for about a week when we had to dial 999 as he was in acute pain. He had developed
Pancreatitis and Azathioprine was stopped immediately another course of steroids commenced.

After several months Steroids and a different 5-ASA drug were proving to be ineffective and following a
regular blood test He was admitted coincidentally by the Hospital and our Doctor on the same day via
separate phone calls. Again all drugs were stopped and He was given infliximab. Almost immediately his
condition improved. This was short lived as following the second infusion He went into Anaphylactic shock,
his lips turned blue etc. Steroids were immediately administered and He recovered.

In 2010 He was put on Humira which changed his life completely. He has had one or two small blips but no
hospital admissions for 4 years. After 4 years He is now 8 A% Stone, he has been put onto several other
forms of the 5-ASA type drugs. On every occasion he has severe abdominal pain and his condition
worsens and immediately returns to normal when stopped. His medical records show he is no longer to be
prescribed 5 ASA drugs, Azathioprine or Infliximab.

Even during Diagnosis and Treatment He managed Multiple A* GCSEs, Multiple A grade A levels, Part
sponsorship for his Masters Degree at Cardiff university, Part Sponsorship by the UK electronics skills
foundation, a paid year out at a large communications firm and with the continued success of his treatment
is looking at a paid PhD.

Would NICE like to comment on the options He would have if Humira was no longer available? Based on
his history | would suggest multiple hospital admissions, probably surgery and possibly a very sick adult
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claiming benefits. Is this now cost effective?

NHS Professional
N. Ireland

Received honoraria to speak
from MSD.

| am concerned that the models are flawed, the 100-year time horizon is too long and that to condemn all
patients who fail to respond to conventional therapy to surgery is grossly unfair.

NHS Professional
England

I have received honoraria for
speaking and served on advisory
boards for manufacturers of this
technology

| have significant concerns that the recommendations as stated are based upon inappropriate evidence /
assumptions and that the previously highlighted issues have not been taken into consideration. As it
stands this guidance will cause huge harm to patients with ulcerative colitis and mandate patients with
otherwise treatable disease to undergo mutilating surgery which is associated with a significant burden of
side effects. These patients are often adolescent / young adults, and the implications for their social and
work productivity are immeasurable

1) The model as it stands is unintelligible to most clinicians / patient groups, and the outputs seem to bear
no relation to the clinical trial data as | understand it.

2) The patient groups included in the analysis are taken from the clinical trials which include patients who
have simply failed a 5ASA. UK practice would be to treat patients with more severe disease (who have
more to gain from therapy).

3) The side effects and costs of surgery are underestimated by a significant margin. Patients often have 3
major surgeries after colectomy. Costs of complications post surgery are not adequately considered. Nor
are the costs of stoma appliances etc

4) Patients who fail anti TNF therapy do NOT simply go back to conventional therapy &€ many will
undergo surgery and others will remain with chronic un treated disease (and its associated appalling quality
of life) in order to avoid this.

5) Patients who respond to anti TNF induction therapy have a much better long term outcome &€* would it
be possible to approve use for patients in the category?

| would urge you to re-consider this decision
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NHS Professional

England

| have read the document in some detail and | am afraid that | believe many of the assumptions made are
incorrect such that the conclusions drawn are unsafe. One of the biggest flaws relates to the outcome after
failure of anti-TNF. As | understand, it is assumed that the majority of such patients will simply go back onto
conventional therapy and that it will work. This is ludicrous. The only remainiing option currently after failure
of anti-TNF is surgery. Returning to conventional therapy is not a treatment option in this situation. The fact
that some patients choose to refuse surgery at that time prefering to live with chronic ill health, often with
ongoing steriod exposure is simply a reflection of tthe unwillingness of patients to undergo surgery. As a
treating physician, there is currently no other NICE approved therapy in this situation although if
vedolizumab was approved, this would be an apppropriate traement at that time. To suggest that only 1%
of this cohort go to surgery is grossly misleading. Again, one could argue that 1100% of such patients
should go to surgery - | would imagine that probably 50-70% actually choose surgery within 12 months in
this situation.

NHS Professional

England

As far as | can tell, the costs of chronic active disease and ongoing steroid dependency in the group
mentioned above are not accurately considered. Chronic active disease is associated with an increased
risk of malignancy, with very poor quality of life with disease related complications such as poor nutrition,
aextraintestinal manifestations, an increased risk of thromboembolism, reduced fertility, osteoporosis etc. In
addition, many of these patients will also be steroid dependent increasing the risk of chroinc disease
including diabetes, hypertenision, osteoporosis and cataracts. Has this been introduced into the costing
model?

NHS Professional

England

It would appear that the costs of surgery are not fully considered. Most surgery is done as a 3 stage
procedure (occasionaly to stage). But this is not a cure for the disease. Pouchitis is common and often
recurrent. Pouch failure occurs. Increased use of fertility treatment as well as treatemnt for erectile
dysfunction needs to be considered. Admission with intestinal obstruction also needs to be considered
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NHS Professional

England

As far as | can tell, no consideration has been given to the possibility of discontinuing thearpy with anti-
TNF. In general, as for Crohn's disease, it would not be unreasonable to consider a model in which
treatment is reconsidered in patients in remission after 1 year of therapy

NHS Professional

England

Ulcerative colitis is a young person's disease. The cost to society of preventing people from reaching their
full educational achievement through school and tertiary education as well as work absence cannot be
forgotten. Whilst | accept that this may be difficult to model, ignoring this important matter discriminates
against young people and people with UC

NHS Professional

England

| find it difficult to understand how the ACERSs can be so drastically different to Crohn's disease. Whilst the
trials are somewhat different, the differences in response and effects on disease activity and quality of life
are not in reality so great. This suggests that there must be something wrong with the models

NHS Professional

England

Very disappointing.

1: I don't think patients will accept this.

2: The cost of surgery seems to have been vastly underestimated and the assumption made that it is a
panacea - what about pouchitis, peristomal hernia, high output problems - all are costly and involve
admission to hospital.

3: Finally, the report is written in unintelligible language with the findings hidden in obscure, poorly worded
sentences. Since when has 'dominated' been part of the scientific lexicon when considering the efficacy of
medicines?

NHS Professional

England

We believe that antiTNF biologic therapy should be available to patients with moderate to severe disease,
for whom failure of established medical therapy currently mandates colectomy. This is important as there
are other novel therapies in development that patients who have conserved their colon might respond to;
whereas a colectomy is a finite treatment with risk, following which novel treatments that may be effective
and less expensive would not be possible to use.
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NHS Professional

England

Committee agrees that there is evidence for clinical effectiveness of all three anti TNF agents in this group
of patients with moderate to severe UC. Cost analysis is flawed - conventional therapy as a comparitor is
fundamentally a flaw as by definition these are patients who are failing on conventional therapy - if the
conventional therapy was working they would not need anti-TNF. | understant the committee is not strictly
using surgery as a comparitor but would like to state that it must not be seen as an alternative to anti TNF
as many patients refuse this and would not consider it, also costs of surgery grossly underestimated (drug
cost of zero, single surgery rather that 3 visits (pouch), cost of onging post surgical care (stoma issues,
pouchitis etc) not adequately included. | would argue that a subgroup of patients should be allowed anti-tnf
- those who refuse surgery and in whom conventional therapy (steroids, mesalasines, thiopurines and
sometimes calcineurin inhibitors) have failed to work (on going need for high dose steroids, no mucosal
healing with severe symptoms.

NHS Professional
England

| do not work for the manufacture
of these medications but Abvie
(adalimumub) do sponsor
educational events that | attend
and have sponsored meetings at
my work place.

"it is difficult to extrapolate from seemingly uniform clinical trials, with rigid inclusion criteria, to assess the
impact of TNF-alpha-inhibitor therapy on patients&€™ quality of life compared with surgery."

Just because it is hard to compare this information it doesn't mean it needs to be unregognised. Instead
efforts to find out this information should be sort. | am unsure if you have taken into account the cost of
complications due to surgery, cost of possible depression when trying to adapt to body image issues and
being unable to face work.

| appreciate that unless you have got the condition or work with patients that have the condition it is hard to
appreciate the full benefit of having the above medications available instead having to go through major life
changing surgery. With this in mind | am also puzzled to the fact that in the titles | would have thought you
would have had gastroenterology consultant involvement on the apraisal committee | can not see any
gastroenterology consultants listed.

In my experience, some patients do choose collectomies, they feel they can deal with a stoma but for
others - to take away the chance to retain their body image and gain control of their symptoms by having
the stated medication seems wrong.
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NHS Professional
England

I do not work for the manufacture
of these medications but Abvie
(adalimumub) do sponsor
educational events that | attend
and have sponsored meetings at
my work place.

Carer

England

My daughter has been on Humira for a month and it has made a great difference to her life she is the best
she has been for over 8 years if she did not have this she would go back to how she was before spending
days in bed unable to do anything except go to the toilet

Patient
England

Please reconsider to let me and
others to have the meds

Hi | have suffered with ulcerative colitis since | was 18 and now I'm 44 , | have took allot of meds over the
years ranging from asacol to steroids and enemas ,over the last couple of years | have had several flare
ups taking more meds trying to control it but now the consultant as suggested | have the infliximab which
should help with my situation, and make my life a bit easier and now | have heard you are considering not
to let patients with ulcerative colitis have this ,would please consider to let patients have this as it would
make day to day life better and to cope with. Thank you

Patient

England

| am horrified at the potential removal of these drugs for the treatment of Colitis - when all other drug
treatment has been unsuccessful. | am a member of a patient panel and also a hugely popular forum for
people with Crohns and Colitis. There are many people | have spoken to, for whom these drugs have been
a godsend and the only therapy which helps them.

I, if  am not responding to traditional NSAID and Steroid Therapies, want the option of using these drugs.
Remember they do not have to be used long term, once the flare is over | could go back to using the more
traditional methods to manage the disease.

I think that removing this option and forcing the only other alternative - Surgery with all of its complications
and ongoing maintenance of having a stoma, which is likely to become permanent is not acceptable. The

[Insert footer here]

1 0of 126






mental and physical implications of having an ileostomy are huge.

Removing the patient wellbeing, and quality of life from the equation, | cannot believe that the removal of
these drugs is cost effective. | would like to see what due diligence has been done on the business case
and cost benefit analysis. The ongoing costs to the NHS must be significant and on the same level, if you
include all of the real costs. The ongoing maintenance of a stoma, all products, likely delivered at and sold
at a premium. The stoma nurses and follow ups for complications. This is without considering the patients
quality of life which needs to have a large weighting when making this decision.

| expect you to "do the right thing" rather than look for quick reengineering saves, which are likely flawed.

Patient

England

the removal of vital medicidne would have a large impact on the lives of thousands of ulcerative colitis
sufferers. This life log disease which is currently incurable takes over your life and makes every day tasks
impossible as a 31 year old | have been at worse diagnosed with moderate sevre ulcerative colitis in
November 2010 whilst in hospital. The pain both emotionally and physically when you have a flare up is
unbearable and anything that eases this paid should be made available to sufferers. some of the problems
you face include diarehea, blood stools, excruitating stomach and abonminal pain, fainting, sickness,
nausesa, migraines, inability to control your bowels and weight loos, malnutritution, embrassment,
depression, accieents with going to the toilet in public, conspitation and flu like sypmtoms like fealing week.
To not be offered medicine which for thousands of people works when nothing else does will impact their
daily life and stop you from having a normal quality of life - at times you feel like someone in their 80s or a
baby as you have no control over your body. this illness makes it impossible to work ,even holding a
conversation is impossible. | please ask you to reconsider your decisions and make medicine that keeps
this illness in remission available to everyone all over the country as the knock on affects of ibd is greater
than you can realise only when you have it do you realise just how awful it really is. | believe we should all
be treated equally and that this disease is as serious as cancer for example as there is NO CURE
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Patient

England

I have suffered with Crohns since 1995 and | never had remission for years until | started using humira. It's
changed my life I'm like a new woman. | can lead a normal ish life and work. If | wasn't able to have humira
is become very ill very quickly and spend long periods in hospital | also cud lose the rest of my bowel. My
quality of life Wud worsen 50% and | don't think I'd get the chance to become a mother. Please please
please don't stop us having humira on the NHS | cudnt cope without it.

Carer

England

My son was diagnosed with Ulcerative Colitis in 2013 at 28yrs, he had never been to a GP before this
event. He has had 2 flare ups both of which have required hospital admission where he failed to respond to
initial medication., lost 2 stone in 3 weeks and endured severe pain. He received 3 infusions of infliximab
which achieved remission for him. This condition is one of the worst things | have experienced as a nurse
in terms of chronic symtoms, to withdraw these drugs would be devastating to sufferers and | believe would
result in much more use of GP time , prolonged inpatient stays and surgery. | recognise that our experience
is only ours but | would plead for these drugs to remain a lifeline for IBD patients

Carer

England

| have a 15 year old daughter who relies on her medication to get her through the day.Having this
medication it enables her to lead a normal as possible life as a teenager.

At the moment she can eat and socialise with her peers and without it it would prevent this and make life
for her a lot more difficult.

Without the drugs it would mean she would need a dietician and for her school to provide who with a
special diet which all costs money and may negate any savings from not giving the drug.
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Patient
England

You will take hope and life from a
million people by taking these
drugs off of the free nhs and u
should be ashamed for even
thinking of doing so .... what
would happen if one of ur family
members came down with
crohn's disease you'd soon
change your minds then

| was diagnosed with crohn's disease and colitis 10 years ago and I've on ever medication there is and also
had a resection operation and I'm still suffering up until my consultant

at barnsley hospital south Yorkshire put me on humira 2 weeks ago and | now have my life
back ... humira was my last chance to be able to get my quality of life back ... before 2 weeks ago | couldn't
work , | had to be close to a toilet at all times goin for a bm 20 to 30 times a day and in constant pain that
made me cry it was so bad, | was in and out of hospital every couple of weeks , | couldn't go out and see
friend or family | had no future of having a family of my own , but since | started humira 2 weeks ago with in
2 days | felt what | suppose healthy people call human , | can go out with out worrying that | might have an
accident n not make it to a toilet and I'm looking into goin back to work , my pain has gone and my bm are
down to 8 ish a day , if you make humira and the other drugs not available on the nhs | will not be able to
continue on them because of the price which will mean ill be back to how | was before and to be honest |
might as well be dead because it's not a way to live a life it's not a life and many people rely on these
treatments just to be able to live a normal life .... If | could give one person who wants to take these drugs
off of the nhs my crohn's disease for one day before | started humira they would soon change there mind ,
humira is a miracle drug for people like me that other drugs haven't worked on and to take them off of the
nhs would cause many of us to live a life in hospital constantly and would end up costing you all more than
leaving drugs on free nhs
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Patient
England

You will take hope and life from a
million people by taking these
drugs off of the free nhs and u
should be ashamed for even
thinking of doing so .... what
would happen if one of ur family
members came down with
crohn's disease you'd soon
change your minds then

Patient

England

| was diagnosed with uc this time last year, | have been flare up free for the last 3 months after starting a
course of azathioprine in janurary. | was told if this didn't work that the next option would have been
surgery as sterdoid treatment had been the only thing to have previously worked. The though of having to
under go surgery when there were still treatments available but that they were deemed to expensive
sickened me as | knew there were other less life impacting options still available. Part of me even felt as is
dying would have been a better option. | couldn't feel more strongly about this being available for
everyone who suffers
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Patient

England

| have just read that NICE are looking for evidence of success while using Infliximab for Ulcerative Colitis.

| had severe UC which was not responding to conventional treatments. Over the years | have had
pentassa, steroids, metronidazole, azathioprine and methotrexate. My consultant suggested surgery was
the only option. However, | refused surgery and begged for an alternative.

| eventually received Infliximab infusions and responded well following my first infusion. It was like a light
switch and | finally had my life back. | had three infusions.

Prior to this treatment | was constantly unwell, had numerous hospital stays, miscarried three children and
was fearful of socialising for fear of accidents.

| now have two children, work part time and it never crosses my mind that | couldn't go somewhere
because of toilet issues. | would be devastated to learn this treatment would not be available again should
| relapse. It has literally been a wonder drug for me.

Many thanks for reading
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Patient

After having various drugs for UC fail, my options are already getting less. The removal if these drugs is

England just unfair (and if due to money, morally an issue).

| would like options to improve the quality if my life, not panic that | have no other avenues to go down.
Patient

Having spent 1 month in hospital in May 2013 where azathioprine and IV steriods max dose did not touch
England my severe colitis, the rescue drug INFLIXIMAB saved me from needing surgery.

Please save our last hope before
resorting to surgery automatically

If you remove this option, | believe that the costs to NHS for surgery, stoma care will far outweigh the costs
of infliximab. It certainly was my life saver and improved my then quality of life enormously. Apart from the
physical benefits of being able to use these biologics, the physiological bengfit is just as great if not
greater, my wellbeing has been transformed. It may well be that surgery is needed along the line, but
surely if I can avoid surgery and maintain a good quality of life by using this drug either as rescue or
maintenance it must be a preferred option?

Please listen to the people who have had this drug, the proof lays in the success rate of this drug.

Put yourself in their shoes, you have this condition, you only get offered surgery /ileostomy when standard
treatment fails, and you know there is a chance this will rescue you, how would you REALLY feel? Be
honest

Patient
England

Please save our last hope before
resorting to surgery automatically
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Patient

| am greatly concerned at NICE's preliminary decision to prevent individuals with moderate/severe
ulcerative colitis to use these invaluable biologic drugs as a stable form of treatment. After presenting with
a severe flare up and being hospitalised for about a month the only medication which finally caused my
symptoms to subside was Infliximab. It took many tests for my consultant to decide that my IBD unspecified
was severe ulcerative colitis (90-95% sure). | am currently being managed on Infliximab along with other
medications after intravenous steroids failed to stabilise my condition. Infliximab has genuinely propelled
me from being in an incredibly weak and chronically ill individual to a normal functioning adult again. | am
aware that in this document NICE explain that biologics such as infliximab remain as an option for these
acute circumstances but | am appalled that NICE are considering pulling it as a long-term treatment.

But you already know how effective these treatments are for patients, let me quote back key conclusions
from this document:

4.60 "The Committee concluded that patients and clinicians considered TNF-alpha inhibitors to be a
valuable option that could offer long-term remission to some patients with moderately to severely active
ulcerative colitis."

You also know that crohns and colitis are incredibly similar and you have been advised by experts to treat
the diseases the same:

4,61 "The Committee noted that, in the clinical expertd€™s opinion, the benefit of TNF-alpha-inhibitor
therapy for moderately to severely active ulcerative colitis will be similar to that for Crohn&€™ s disease for
which there is positive NICE guidance for using TNF-alpha inhibitors."

Despite expert advice from both patients and medical professionals NICE has chosen to pin it's final
conclusion on the Assessment Group's Model. | understand that this model is comprehensive and needs to
be taken seriously. However, as the limitations in section 4.57 make clear, this model only considers the
data of one year in the life of someone with this disabling chronic disease. Ulcerative Colitis is for life. | am
24 and | will hopefully have at least 50 years of having to cope with and manage this incredibly variable and
unpredictable disease. The biologic medications have clearly been life-changing for individuals and | really
do not believe that the Assessment Group's Model can truly reflect cost-effectiveness for a disease which

is life-long. | would also like to highlight that biologics are still a new form of treatment and it is noted within
this document that adalimumab and golimumab are lacking in clinical trials. The story of how these life-
altering medications and how they can play a major role in the life-long maintenance of severe/moderate
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Ulcerative Colitis is still in their infancy. Please, do not take such a massive step backward in the treatment
of this condition and deny thousands of patients the right to a normal life and the ability to contribute to
society. | believe that withdrawing the access to infliximab, adalimumab and golimumab as a treatment for
moderate/severe ulcerative colitis will genuinely result in patients suffering until they are so ill that
hospitalisation and emergency surgery are considered. Do not allow this suffering, waste of NHS money
and valuable time; keep people well. Keep these effective medications as a long-term treatment option.

Patient
| strongly believe that these drugs should continue to be used for patients with UC. I've just been offered
England Infliximab after having allergic reactions to most conventional drugs, other than steroids which are no
longer as effective for me. I'm very grateful for the opportunity to have Infliximab, | wouldn't want anyone to
have to suffer without suitable treatment, especially if conventional drugs have not been effective.
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Patient

England

| am a 23 year female. | was diagnosed with ulcerative colitis in April 2014. At the time of my diagnosis |
had fairly mild symptoms, | would have around 4-6 stools per day, often with blood. | was originally treated
with topical steroid foam enemas. However my UC has progressed over the past 6 months. | have been
treated with oral Prednisolone, this then became ineffective. Therefore | required IV steroids. At first the IV
steroids controlled my symptoms, and | returned to using oral Prednisolone. Unfortunately as | tapered my
dose of Prednisolone down my symptoms returned. | was readmitted to hospital for further 1V steroids.
Unfortunately the steroids have had no affect on my disease and | now pass around 12 stools a day with a
large amount of blood. | am currently in hospital, this is my fourth admission since April 2014. | have
recently started azathiaprine, however this will take 3-6 months to take effect. In the meanwhile | find it
increasing difficult to have any quality of life. | am scared to leave the house as | have sudden urges to use
the toilet, and it can be difficult to find somewhere in public. | also suffer from fatigue. | feel that the fatigue
is worsened by steroids as they cause me insomnia. On a more personal level | got married on 1st October
2014. | spent my wedding day in agony and in fear of soiling myself. This was very embarrassing and
upsetting. Since my wedding | have been readmitted, my consultant suggested that the next course of
action may be to give me a course of infliximab. | hope that this treatment will allow me to have a new
lease of life. Of course | am aware that it may not be compatible with me, but for NICE guidelines to take
this option away would be great loss. If my steroid and azathiaprine treatment fails my only option would be
surgery. Surgery is not an option | wish to contemplate whilst I'm still so young. I've yet to have children
and | fear that surgery could pose a risk to my fertility. There is clinical evidence that infliximab is a effective
treatment for ulcerative colitis, funding is not an issue for those with Crohn's. Why take a viable option
away from patients with ulcerative colitis. The decision to prevent patients with UC accessing infliximab on
the sole basis of funding is punitive.

worried mother

My son has had Crohns and uc for 10 years. He is having some success with the medication you are

England planning to withdraw. It will cost the ns much more in surgery if his options are withdrawn

Patient It saddens me greatly that you are considering withdrawing these drugs from use by the NHS as they are
of great use to many people and by withdrawing them you are condemning then to a life of pain and

England misery as there may not be any other drugs that work to the extent that these do.When | was first

diagnosed with UC it was some time before a drug was found that relieved and stopped the disease in
its tracks,| have to continue taking these drugs until a cure is found(in my lifetime | hope)or that another
drug has to be used because of the side-effects of the current regime(as you are aware all drugs have
side-effects).
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Sometimes when one hears that NICE are withdrawing/ not allowing a drug to be used by the NHS it
seems ,from this side of the fence that for all your professional expertise that you are on a different planet
to the one that patients(whose life is on hold or their life is restricted) are on.

Please do not withdraw these drugs as it is a great comfort for myself and others that they are there if we
need them in the future and that patients already using them can continue to do so.

| am sure you are aware of the impact of UC on a person who when experiencing a flare -up that it
severely restricts their social life and indeed their whole life and if these drugs are withdrawn there will
probable be more hospital admissions and and time spent treating the patients whose drugs have been
changed.

Patient

As a patient with Crohns who's life has been completely turned around by Infliximab | cannot stress enough
how important this medication is! | went from 4 rectal operations, being one step away from a colostomy
bag, permenently half blind in one eye and in a wheelchair with chronic peripheral arthritis to returning to
teaching dance, being able to lift, play with & have the energy for my little girl and having a life. | have a
close friend who has a crossover diagnosis of both Crohns & UC | am shocked that if her future diagnosis
swings towards UC this medication will no longer be available to her. Infliximab is the way forward in
medicine & | am fully aware that the so called 'secrets’ behind it have now been opened up to everyone in
the medicine world so that it no longer costs so much. | have a friend who works in Pharmaceuticals who
was at the conference when this was announced so for heavens sake why withdraw a drug that A. works
so well & B. Is now cheaper? PLEASE consider this. Thank you.

Parent

England

| am writing as parent - my son has ulcerative colitis and | am horrified at the prospect of the withdrawal of
infliximab treatment.

Earlier this year my son was hospitalised with severe UC. Leading up to this point UC had a devastating
impact upon his life and | feel very few people understand the horrendous nature of this condition. He had
had months of rushing to the toilet 20- 30 times a day and having accidents on a regular basis, no sleep,
lost so much weight, was malnourished and feeling very unwell with fevers and was unable to leave the
house. So infliximab was recommended and has totally transformed his life back to normality. He had
already tried other drugs but these had not worked and had dreadful side effects.

Looking at the bigger picture and costs, | feel that UC patients will end up hospitalised and needing surgery
without the infliximab treatment and this would be far more costly in the long run- not to mention the
distress and disruption for the patient

We are a very hardworking family who pay into the system and feel it would be just so unfair.

| sincerely hope that you decide to 'do the right thing' rather than go for the quick money saving fix.

Please, Elease, Elease do not withdraw infliximab for UC patients. Thank you.
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Public
Hello,

England My name is ||} BB, | 'ive in Nottingham and am also a member of the ||| | | I . ''ve had
7 Infliximab treatment infusions since last July 2013. And it has really worked for me.

My UC is in remission now and my quality of life has improved immensely.

I'm so grateful for this drug & all the help received from the IBD nurses, colitis consultant &
gastroenterologist at Circle & QMC.

I'm off infusions now for almost 3 months and have been on Marcaptopurine tablets since last year.

Hope this feedback helps! And if you need further info then please don't hesitate to contact me.

Kind regards
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NHS Professional
Scotland

I have received an educational
grant to attend European
Gastroenterology week this year
from Abbvie

| have been a Consultant Gastroenterologist for over 12 years and working in a unit with a large population
of patients with UC have dealt with many cases of moderate to severe UC. It is perhaps difficult to
articulate the distress and disruption that this condition causes to people. Education is interrupted,
employers lose patience and patients lose employment, relationships with friends and families are
stretched to breaking point. Thankfully, nowadays, very few people die as a consequence of their disease
but many many lives are adversely affected and many days of useful employment are lost. While for many
individuals a colectomy with or without subsequent restorative (pouch) surgery is a good option when
conventional therapy fails or isn't tolerated, this seldom results in restoration of normal physiological
function and further inmpairment of quality of life and educational and employment potential results. Many
colectomised patients are deeply traumatised by their surgery and would have given anything for the
opportunity to avoid it. It is simplistic to see colectomy as an end point especially when looking at long term
health related QoL. The effects of surgery on days off work, impaired social functioning continue well
beyond the immediate post operative recovery period. Gretaer emphasis needs to be given to the
deleterious effects of surgery on long term QoL

NHS Professional
Scotland

| have received an educational
grant to attend European
Gastroenterology week this year
from Abbvie

It is deeply iniquitous to deny access to a group of highly effective drugs to UK patients when experience of
their use and utility continues to build up in other civilised countries in Europe, North America and beyond

NHS Professional
Scotland

| have received an educational
grant to attend European
Gastroenterology week this year
from Abbvie

Already we are seeing a situation where patients from other EU countries are coming to live and work in
the UK already established on anti TNF therapy for their UC
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NHS Professional
Scotland

I have received an educational
grant to attend European
Gastroenterology week this year
from Abbvie

Many patients have struggled on with ineffective conventional therapy, putting up with unpredictable,
frequenct loose stools, abdominal pain and incontinence, running the risk of chronic poor health, reduced
social functioning and the risk of bowel cancer because of the absence of any middle ground between
conventional therapy and surgery. | will be deeply disappointed to have to spend the next few years of my
working life dealing with these problems in the knowledge that such an alternative exists but cannot be
used in the UK because of an economic model which does not take account of all the factors involved in
this illness

NHS Professional

England

within our trust we do not use maintenance therapy for our UC patients. the acute and sub acute follow the
same pathway. 2 doses of Infliximab, a repeat sigmoidoscopy then +/- a 3rd dose. if no improvement after
2nd dose they are then referred to the surgeons. Bridging with Infliximab for sub acute patietns allows us to
introduce immunosuppressent therapy which can take up to 12/52 to have full effect. patients feel better
faster and can return faster to their work/school or homelife. we undertook a prospective study looking at
our UC patients that had been treated with Infliximab and the results were as follows:

Efficacy of infliximab therapy in acute and sub-acute ulcerative colitis: A single centre retrospective study
Cheema D, Harrison E, Nizamuddin M, Slater J, Wood L, Ishaq S, Cooper SC, de Silva S

Abstract:

Background: Ulcerative colitis (UC) is a chronic relapsing and remitting disease with almost a third of acute
severe cases needing rescue therapy. Infliximab is NICE approved in the UK for treating acute severe UC
and moderate to severely active UC that is non-responsive to conventional therapy, however limited data
exists with respect to long term outcomes.

Methods: We conducted a single centre retrospective review of patients with UC who received infliximab
between July 2006 August 2013. Patients were grouped according to whether they had received infliximab
for either an acute or sub-acute exacerbation. Data gathered included all treatment, colectomy rates, CRP
and platelets at presentation and smoking status. Fisheré€™s exact or Mann-Whitney U analyses were
performed.

Results: 50 patients received 1-6 doses of infliximab in the 85 month period studied, 23 for acute and 27 for
sub-acute UC. 70% received 3 loading doses only, then up to 3 further maintenance doses if indicated. In
the acute group 15 patients (65%) avoided colectomy, with a median follow-up of 38 months. 73% of the
acute patients who avoided colectomy were immuno-naive. In the sub-acute group 21 patients (78%)
avoided colectomy, with median follow-up of 29 months. All patients in the sub-acute group had previously
been exposed to immunomodulators.
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Conclusions: Infliximab has potential benefits in the treatment of both acute and sub-acute UC. Immuno-
naive patients with acute ulcerative colitis are more likely to benefit from infliximab than those patients
previously exposed to immunomodulator therapy (p=0.04). This supports the use of infliximab in these
groups of patients with UC.

this study is continuous so more data has been collated and currently being written up.

admitting every patient to hospital for inflxiimab is not cost effective for the Trust due to pressures on beds
but also for the impact on the patients loss of earnings/education and social life all of which can have
longer term implications. loss of education can lead to reduced capacity to get a job and so they may
become more financially dependent upon society. for those patietns who do not wish to have a colectomy
this could have long term consequences on their disease activity, increased disease activity and being
diagnosed at a young age can both lead to an increased risk of colon cancer.

NHS Professional

England

Carer My daughter was diagnosed with moderate ulcerative colitis more than two years ago, and had symptoms
for at least two years prior to the diagnosis being made. As the disease developed, she was given various

England medications to help manage her condition. Until May this year (2014) the medication she was taking did

not really work. With constant flare ups of her disease and effective control through azathiaprine, asacol
and steroids not working, my daughter at the age of 15 - just before her GCSE exams - was offered
infliximab as her ulcerative colitis had become steroid dependent. The centre where my daughter is
receiving treatment did not enter into this course of action without assessing the chances of success, and
having carried out their analysis, it was deemed that my daughter was a good candidate for having
infliximab which would continue to be effective after a year of use.

Since having regular infusions of infliximab the impact on my daughters day to day living has been a
revalation. Not only does she now look more normal as she doesnt have the side effects from the steroids,
she has stabilised her weight and has been able to attend school regularly. Prior to her infliximab infusions
she had extended periods of time away from school which isolated her from her peer group and had a very
negative impact on her self esteem and her ability to maximize her potential in her school work. My
daughter was a very sporty child before diagnosis, however, since her diagnosis her engagement in
sporting activity has been hugely reduced - that is until now and since she has been on infliximab. My
daughter is now able to participate in sport like any other child at her school, and this has had a very
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positive effect on her. Now my daughter comes home from school tired because she has been active, not
because she is exhausted from just having her disease.

There are also other benefits of having infliximab, which includes the potential healing properties of this
biologic medication. It is clear to me that the possibility of healing is worth the price regardless of the cost
at present. | am aware that infliximab (Remicade) is soon to come out of patent, and as this is the case the
cost will become significantly cheaper as biosimilars will be made available. At present the cost is high, but
this will change. NICE could decide to allow this drug to be prescribed on the NHS, or they could settle for
a cost over quality of life decision and push my daughter towards a life away from school, away from work,
needing unplanned hospital admissions, the potential for huge cost to the NHS and potentially other
government departments for decades to come.

Without infliximab there will be a direct impact on the quality of life for my daughter and for me as a parent.

| have also had to take extended time off work to care for my daughter, but since she has been on the
infliximab the only time | needed to take off are when she has a pre-planned hospital appointment.
Discussions have been had between my daughter, consultant and me as a parent about the possibility of
surgery. Due to the nature of my daughters particular ulcerative colitis, any surgery would involve complete
removal of her rectum and would result in her lifelong need for an ostomy bag. Surgery is NOT the answer
for everyone, and presently as the use of infliximab has been so effective, my daughter and family were
devastated by the news that infliximab may be withdrawn for her to use.

| sincerely hope that you reverse your decision and continue to allow this life changing drug to be made
available to patients through the NHS when it is appropriate to have it prescribed.
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Patient | was diagnosis with UC late in life and tried on two different drugs one being Mercaptopurine which
disagreed with me to the point of spending 6 days in hospital on all sorts of antibiotics. | have been on

England Inflixamab for nearly three years and my quality of life has changed to very good. Not so many visits to my
GP and feeling confident to lead a normal life. | would be back to square one if taken off this drug.

Patient
My name is [ | | |G <. | have suffered with Ulcerative Colitis for many years.

England My mother also had the condition, but, it was never made clear. whether she had Crohn's

Disease or Ulcerative Colitis, or a combination of both. She had an lleostomy Procedure
in 1964 & | nursed her for many years prior to her death in 1990. It was a degrading &
embarassing condition for both of us.

| was officially diagnosed in 2006 after decades of misery. My life was on a permanent
hold, as | could not leave the house for any length of time, or go any place, without
knowing that a toilet was available. In the early days, my GP did not pay too much
attention to my problem & was told on numerous occasions that it was just one of
those things | had to live with.

In 2013, my condition got so bad, that a friend forced me to go & see my GP, which

| did on 19 August 2013, & | was admitted to The Royal County Hospital Winchester,
where | was hospitalised for 8 days. | underwent intensive tests, & it was decided

that after 5 days of Intravenous Prednisolone, they would try Remicade/Infliximab
Infusion. Some of the Doctors were unhappy that | was been given this treatment,

& it was actually stated that | was "too old".

One of the Consultants stated that my colon was scarred from top to bottom, which
indicated that | had, had this condition for decades.

Within 8 hours of receiving the Infliximab infusion, it was unbelievable the change

that took place.

In my opinion, " a miracle had happened."

| had visions of having to have a Colostomy, & at the then age of 70, this is not what

| wanted to be subjected to, for the rest of my life

I have now been on Infliximab for 14 months, & sometimes | find it hard to believe,

how much my life has improved. Realising the best years of my life, had been on hold ,
due to lack of interest or caring by the Medical Profession.

| attend The Royal County Hospital Winchester every 8 weeks, where the ward staff
are absolutely fantastic.

These are truly wonderful caring individuals.
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Carer
Wales

| urge you to reconsider- this is a
decision to remove treatment that
I will continue to fight- for my

son, his future and that of others
for whom they have been given
their lives back.

| am the parent of a young man who had a diagnosis of UC in his late 20's. This followed a period of
extreme illness, hospital admission for pancreatitis and general worry about deteriorating health. The
investigations towards his diagnosis were done privately through his work health scheme. He was
struggling to maintain a healthy weight, was constantly feeling sick, rushing to the toilet and in pain and
missing a great deal of his work at a stage in his career(post Masters) that was very important to him. It
was awful to see my son almost disappearing before my eyes. He was unable to continue his sport and his
social life was negligible. He had to take medication to digest his food and this was a very dark time for
him. Then following many invasive tests and deteriorating health he finally got a diagnosis. By this time it
was at crisis point and he admitted himself to hospital. Once in the NHS system the staff have been very
caring and supportive and Crohn's and UC UK have been a lifeline. It has been extremely hard to come to
terms with the enormity of this condition alongside the fact that we were learning, whilst watching him
deteriorate in hospital. A really fit active young man who now could not even walk down the ward and who
had to suffer the ignominy of discussing his "poo" with all and sundry.

Despite corticosteriods, azathioprine and others drugs, nothing was working. The steroids caused him
great distress and made him very difficult company, as his girl friend would have said. Even when he was
out of hospital the drugs were not helping at all and trying to work was a nightmare. He experienced
crushing fatigue. Until he went onto Infliximab that nothing would improve it. He was becoming very
stressed as there were great expectations on him in work (Renewable and sustainable energy for Wales
Govt). He spend more time in the toilet and even had an interview feeling violently sick and rushing from
time to time to the toilet mid interview. We were really proud of his determination, but had to stand by and
watch him suffer. He keenly felt the impending doom of surgery and researched this in depth, as a young
man in the field of science would do. As a family we were aware of the advances in this auto-immune type
of disease and looked for answers that did not involve finality of surgery. His fear of this in the future has
meant that his relationship did not survive, and | feel this has contributed to him being single now- not
wanting someone to have to look after him. A colostomy was planned as nothing else had any effect. He
was still in hospital when a trial from Swansea university was mentioned by the medics. He had to choose
A or B as a random choice and was accepted on the trial.
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Carer
Wales

| urge you to reconsider- this is a
decision to remove treatment that
| will continue to fight- for my

son, his future and that of others
for whom they have been given
their lives back.

This is where he began to get his life back. They explained that all other avenues had been tried and all
that was left was surgery and the team came in the explain the procedure. | cannot fully share with how
devastating it was for me, as a mother of a lad who; is not yet married, not fully enjoyed the fruits of his
extremely hard work in school, university and subsequent Masters, being told about having to come to
terms with the finality of surgery. Any future progress in research will be useless to him as he would have
no lower bowel.

The trial began and slowly he began to improve. He has an infusion every two months in hospital here,
having a chance to have some emotional support and time to be with others in the same boat. His work
accept he has to have this, and he works from home in the afternoons of the infusion. Even the steroids he
has to take a few days before the infusion make him feel unwell, but this is a small price to pay. The only
real side effects he has are cold sores- but as he was prone to these before, he has learned to manage
them. He is now a happy, healthy young man who is training in the gym three times a week, working on his
strength to maximise his health. He eats well and healthily, watches his alcohol intake and has again been
able to travel. We no longer discuss "poo”. He has ditched the special key to toilets and can drive to North
Wales for his job without being scared to even go to town on the bus. He has not had to have any invasive
tests. Watching him have tubes down his throat, up his bottom and swallow disposable cameras was so
stressful to me that | spent many a night in tears.

Infliximab has been a life line to him, and for us as a family we have been able to breathe again . His
sisters and brother do not have to keep asking him how he is, and sometimes | even forget two months has
gone by. He does not seem to have been more prone to illness than anybody else. Any flu like bugs have
usually come after a period of stress- working too hard, but many people experience this so | do not think it
is linked- To watch him now is a joy- he has put on weight (never was easy for him to do this) is strong and
healthy looking- before he looked like someone from Belsen. He even had to come home to live for a while
as he was unable to look after himself. Now he just comes home for a chat and a meal! He has loads of
energy and lives a fully fulfilling life.

With regard to work- he is on top form and has been promoted, and now feels confident enough to apply for
a job in another town. He was not able to do this before as he was worried about losing the care he has
received at his hospital..All of the previous treatments had unpleasant side effects, but the main issue was
that they were not allowing him into remission. He has had NO flair-ups since being on Infliximab, no
hospital admissions and no more tests. Towards the end of the time before he has his transfusion he
occasionally begins to feel some discomfort, but again after the transfusion all is well again.
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| would ask the question of anybody sitting on the panel that makes this decision would you be able to look
at your son or daughter who is healthy and a valuable part of society, who is no burden on any state
system, rather a positive contributor to it, and say surgery is the best option when they have a drug that is
giving the best quality of life possible? Would you want to teach them how to manage a colostomy bag
before they have established a long term relationship, before they have had children and whilst they are a
burden on nobody and well? It makes no sense and | will fight this until the end.

Carer
Wales

| urge you to reconsider- this is a
decision to remove treatment that
| will continue to fight- for my
son,his future and that of others
for whom they have been given
their lives back.

Certainly some do not respond as well to this treatment as with any drug, but it seems criminal to even
discuss the withdrawal of a drug that has worked so well. This is not an end of life drug that gives a few
more months- it is a drug that has given a young man his life back. Removing the problem(colostomy) is
not a final solution as there are many concerns that arise from it and the need for further surgical/medical
interventions so it is not a final solution- maybe just a more convenient one? Surgery would be a massive
emotional and psychological barrier for our son at this stage in his life- his career is one where there is
constant development and to be out of this for a while would be disastrous. Any break in service would
mean he could not keep his home and mortgage so would be far more of a burden on society- how can this
be the right way to proceed. We do not know how his disease will progress in the future BUT as drug
treatments develop all the time and he is VERY well we have hope.

I hope that this case has shown how valuable the drug is and how it should be given to both sufferers of
Crohn's and UC where it is appropriate to do so. It is such a private part of a person's body that to have a
colostomy where there is an alternative cannot be good for either their physical, emotional, psychological or
physical life. My son's step grandfather had a colostomy following an operation to remove a cancerous
growth. He came close to suicide and had to be rescued a 'couple of times', miraculously the cancer died
and the colostomy was reversed. My husband and | have worked nearly all our working lives in Special
Education and we have seen firsthand the trauma a colostomy impacts on the lives of the recipient and
their families. | urge NICE to reconsider this-It is our son's future and the futures of many others which will
be affected.

Carer

Wales | urge you to reconsider-
this is a decision to remove
treatment that | will continue to
fight- for my son,his future and
that of others for whom they have
been given their lives back.
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Patient

England

Over Christmas of this year | was admitted into my local hospital after months of being bed bound. | was
taken through A & E and after a series of test | was diagnosed with U.C. At the time | naively thought that
after treatment | could continue my studies at University and my normal life. However after strong steroid
treatments and conventional medications the pain didn't stop. | spent numerous days bound to my bed in
pain with regular visits to my A & E department. When suffering the pain did not allow me to study at
University and | was simply unable to socialise. It began to affect more of my life than | had ever expected,
my health was deteriorating rapidly. | had several appointments with my specialist who suggested the use
of Infiximab every eight weeks. When first being put on the treatment my apprehension was obvious but as
| saw people within the ward | began to feel more comfortable with the situation. But the pain didn't stop
there as the disease continued | was unable to continue working, | was absent on many occasions and felt
that my body would not allow it any longer. | felt unable to continue working and consequently gave up my
job. Infiximab treatment has now become more frequent receiving it every 4 weeks. | now have my disease
at a bearable level where | am able to attend University an acceptable amount to continue my studies. The
treatment has made me feel mentally and physically stronger and more positive about my situation. My
pain is constant and I live with it every day, my life has been altered and nothing is the same as before. My
specialist has given me the option to undergo an operation which | have not yet taken up. As a student | will
have no income for the time in which | will be unable to work and | will not be able to complete my studies.
What strikes me is the inability to know if this major operation will work and allow me to live a normal life
which | desire. By taking away this treatment you are removing my life line, | will no longer be able to study
and ultimately complete my degree. My physical and mental health will deteriorate to the state | was once
in and struggled to recover from the first time. | hope that you will reconsider taking into account the life
changing negative impact this will make on thousands of patients like myself.

Patient

England

I am on adalimumab and have been for 2.5 years. | have moderate UC and also ankylosing spondylitis -
the medication is known to be effective in both conditions. | have tried various medications prior to going
on adalimumab, which were not effective. | was working full time but finding it increasingly hard to remain
doing so due to the UC messing with my internals and the AS causing me considerable joint pain. |
practically begged my UC and AS specialists to put me on adalimumab, | had reached desperation point.
Having to inject myself was a minor inconvenience compared to the benefits | hoped for. Within
approximately 2 months | was feeling far better with both my UC and AS. | used to walk with 2 sticks and
was in pain all the time, | could not walk far without them. As the UC was under control | have been able to
eat foods such as fruit and vegetables which upset the condition, which means | have been able to lose
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weight. Over the last 1.5 years | have lost a total of 6 stone and this is due to being on adalimumab - | am
sure | would not have been able to eat healthier and therefore lose weight if not for the medication. As a
bonus effect | hardly need my sticks now thanks to the weight loss as my joints are also less painful. |
would not ever want to stop taking adalimumab as | know my UC and AS would return, meaning | couldn't
eat healthily because the foods would upset the UC. | beg you please do not remove the availability of
adalimumab for those with moderate UC. Thank you.

Patient

N. Ireland

| was diagnosed with Ulcerative Colitis in December 2011. Due to the symptoms of this disease | have
been unable to work leading to major financial difficulties and unneeded stress. The disease has affected
every single aspect of my life. | no longer have a social life and have been left a recluse as | have been
unable to leave my house. | have lost friends and it has had a major impact and put strain on my marriage.

| have experienced regular flares of the disease since diagnosis. | was first prescribed Asacol MR 800mg
tablets. | continued to flare and was admitted to hospital for IV steroids and discharged with 50mg of
prednisolone. | flared following tapering of the drug and was continuously 're admitted to hospital. | was
prescribed 2 further courses of prednisolone and then prescribed Azathioprine.

At present | have not reached long term remission with any of the prescribed drugs. This is having a major
impact on my quality of life. It is making my life not worth living if | am being totally honest.

My Gastroenterologist is going to prescribe Infliximab as my next course of treatment. This has caused
further anxiety as | will only receive 3 infusions. If this drug improves my quality of life long term why can |
only receive 3 infusions? | have spoken with patients with Ulcerative Colitis that have received long term
Infliximab infusions and have described it as their "wonder drug" which has given them their life back. | will
be denied the possibility of a better quality of life if the use of Infliximab is restricted for the use with
Ulcerative Colitis. | can't help but feel cheated by your strict guidelines.

| am now faces with surgery and life with a stoma if this is not approved. | am terrified at the thought of
surgery and wonder what a stoma will do to my body image and confidence. | want to avoid surgery at all
costs. Removal of the colon has been described as q cure for Ulcerative Colitis. This is certainly not the
case as surgery can lead to further complications, lead to a poor quality of life , and even death.
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This is actually disgusting; you and your organization have the power in your hands to possibly give me
back my life. If | was your daughter would you consider the same decision and deny me this treatment?

Please reconsider your decision and save my life!

Patient

N. Ireland

Senior Lecturer in Sociology

England

| am an academic and have written a PhD on the Quality of Life and Coping in Children and Adolescents
with IBD (2006). | am absolutely devastated to hear of the suggestion by NICE to no longer offer the above
medication on the NHS. The purpose of my PhD was to explore the various social and cultural impact of
having IBD on those diagnosed. Part of this focused on various medication and their diverse social
consequences. For the children who had been through the various other forms of treatments, Infliximab in
particular offered a huge alleviation of their symptoms which in turn improved their quality of life. With an
increase in quality of life of course such patients become less likely to access services such as family
counselling or other forms of therapy. | urge you to reconsider your proposals and make a decision to allow
these to remain on the NHS list of treatments. It is a matter of allowing these group of people with IBD to
live a more comfortable and productive life.
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Patient

| am a 25 year old, diagnosed with Crohn's Disease in 2007. Crohn's disease really effected my late teen

England years and while on Pentasa and Azathioprine, | was extremely ill, which had huge social, mental and
ofcourse physical impact on me.
It wasn't until | began taking Humira 18 months ago that achieved remission for the first time since being
diagnosed. Since, | have managed to successfully push on in my career and social life - Humira has
enabled me to have a normal life., which was simply not possible on Pentasa (which didn't really work) and
Aziathioprine (which made me much more ill).
best,
I

Patient
Infliximab- my success story

England

| was diagnosed with Ulcerative Colitis in January 2008. | was prescribed the usual drugs, progressing
through Balsalazide, and, and other drugs of the same family and when these were no longer sufficient |
moved onto Prenisolone & Budesonide

| was then tried with Azathioprine but within 3 weeks this treatment had to be stopped | was very ill with
hepatitis and pancreatitis, caused by the 6MP drug.

In 2012 my UC was very severe and had become steroid resistant. | lost my job, one | had held for over 30
years as | was spending more time off sick than at work. Even when | tried to work the bone crushing
fatigue and the toilet visits meant | was no longer a productive member of staff.

As a last line of attack, it was recommended by my specialist that | try Infliximab, it was my last hope and |
was put onto 6 weekly infusions.

Within days the bleeding stopped, the pain was less and my 20+ toilet visits per day were down into single
figures. Within 6 weeks | was normal! | had a colonoscopy 3 months later and my colon looked normal! |
was in remission.

| have stayed in remission ever since. | have received 7-8 weekly infusions now for 2 years Simply put, if |
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have an Infliximab infusion every 7 weeks | don't have Ulcerative Colitis. Importantly, | have not had one
single reaction or experienced one single side effect to Infliximab

Infliximab has given me my life back.

My world before | was given Infliximab was my bed, my sofa and my toilet. | even had to sit or lie with the
door to the room open, and the toilet door open, day and night, so | could get to the toilet as quickly as
possible, but | still had accidents which were totally demoralising and upsetting. | was also in constant pain
from stomach cramps and back pain and acute arthropathy (joint pain) I lost my job, | had no social life, and
my husband was greatly effected. It was a very depressing existence.

At one stage | was taking up to 25 tablets per day to try and control my UC, but nothing worked.

| don’t want this disease. It is not lifestyle driven. | havend€™1t, smoked, drank or eaten my way to this. In
fact 1A€™m a very trim 105Ibs | dona€™1t eat junk food and 1€ ™ve never smoked. | cana€™1t do anything
to prevent it happening. If | could | would!

| don’t like NICE thinking of me as not a good use of public funds,* however if you look at it from an overall
cost to the country if you take Infliximab away with nothing in its place there are going to be more people
unable to work, and more hospital admissions, even a rise in Colon cancer.

Please dona€™t assume that surgery is the great solution to this disease. It is obvious that NICE are
thinking along these lines as Infliximab isn&€™1t being withdrawn for Crohna€™s patients, only UC.
Surgery for UC a major operation with a high number of people going on to develop further complications,
further hospital admissions and further costs. Feel free to review CCUK, Ulcerative Colitis Awareness,
United for Colitis and any other number of support groups and web pages available. Surgery to take out
your Colon to so call &€cecureé€s UC is quite frankly like curing an in growing toe nail by amputating the
foot! Per say it isn&€™1t my colon thatd€™s the problem, UC is an auto immune disease.

Infliximab isn&€™t a drug that may just improve the patients&€™ condition a little, or may give you a few
extra weeks or months. It either works or it doesn&d€™t. It becomes obvious almost immediately if ita€™s
going to work and if it doesn&€™1t then the treatment isn&€™t continued so there is no further financial
outlay. For us it does work for, Infliximab is nothing less than a miracle drug and enables us to be full
functioning productive members of the community.

Rethink your recommendations NICE. Please don&€™1 take away this successful treatment. INFLIXIMAB
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WORKS It is a good use of funds to those it works for and to the overall cost to the country.

Yours faithfulli

[Insert footer here] 3 of 126






Patient and a health care
professional (Dietitian)

England

As a health professional and a sufferer of UC | am saddened to read this document and the conclusions.
As a health professional | have seen numerous UC patients improve and thrive on these biologics, not only
in regards to their medical health but also their QOL. From a personal point of view | have received
Infliximab and adalimumab which have provided me with an excellent QOL and enabled me to continue my
working role in the NHS. | received 4 infusions of Infliximab 4 years ago and remained in remission until a
surveillance colonoscopy triggered a moderate to severe flare this year. | was very fortunate to be enrolled
on a humira trial for 6 months this year and the response was immediate. | am now in remission and did
not miss 1 day of work, avoided a hospital admission and avoided an increase in my medications. | did not
need to see my GP nor consultant about my UC during the trial and only saw the trial doctor as per trial
protocol. Surgery is not an option for me, ever.

| find it hard to believe in todaya€™s medical world that biologics are not the most cost effective way
forward. As a health professional with an interest in IBD | have read numerous international papers
demonstrating a medical benefit, cost benefit and QOL benefit. From my case alone | have proved how
cost effective it can be which compares well with what research is demonstrating.

This is a very sad step backwards for IBD patients and to see NICE choosing to restrict UC patients to
surgery (or at best 3 infusions of Infliximab) if second line treatment fails is very upsetting and prejudice to
this group of patients. This will lead to poorer patient-doctor relationship and increased stress in this
patient group due to the limited options available.

Yes, | know that side effects are expected with most drugs. However the 1st and 2nd line treatments for
UC are not without their own devastating side effects which impact upon QOL e.g. steroids and their known
negative impact on bone health as well as development of diabetes in some patients both of which are also
costly for the NHS.

To conclude, | am immensely disappointed in NICE from both a patient perspective but also as a health
professional who strives to first do no harm, puts patients first and takes on board patient choice and
overall well being. This proposed guidance will do harm, does not put patients first, removes patient choice
and will lead to reduce QOL and well being. Itis in short shameful.
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Patient
| have personal experience of treatment with Infliximab to treat a severe flare up of UC. | was being treated
England with a maintenance regime of Azathioprine and Mezavant when this flare up started. | was passing blood
up to 20 times a day and was in constant pain. Treatment with prednisolone failed to have any effect. | was
hospitalised and given intravenous steroids as well as blood transfusions. The intravenous steroids also
failed and | was getting thinner and weaker. | was advised that surgical removal of my large intestine was
under consideration. However a 3 infusion course of infliximab was agreed. The treatment was miraculous
and put me back into remission in a matter of weeks. 5 years later | am still healthy and did not require
intestinal surgery. In my case infliximab was a wonder drug treatment. It should remain an option for
consultants where they feel it appropriate.

Patient
| had severe UC, diagnosed in December 2012 (but symptomatic for many years before then). The only
England treatment that seemed to work was a high dose of steroids (Prednisolone, 30-40mg per day). | had
Infliximab for 4 months but my consultant said it wasn't making any difference so | had surgery in the end.
As a driving instructor, | couldn't live with the symptoms of UC long-term, but | had the flexibility to take a
day off when | needed to be in hospital for the injection. | had gone through 2 years of hell before being
prescribed Infliximab, and having spoken to other UC patients | had high hopes for the treatment.
Unfortunately, it had very little effect on my colitis. | had surgery to remove my colon last April and
everyone who knows me has said they can't remember me looking so healthy!

Surgery should always be a last resort, but for me it was the best choice | ever made. Living with a stoma
has taken a bit of getting used to, and | can understand why it would be a nightmare for someone who
cares a lot about their appearance, but my quality of life is infinitely better than it was pre-surgery!
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Patient

England

As a sufferer of Ulcerative Colitis, | am very dismayed to see this being put forward. | know the health
service is being somewhat strangled by the current Government, but this is certainly not a good answer to
people who suffer from UC and other, similar diseases.

When | was turning 24 | was first diagnosed with severe, acute UC and was in hospital for a number of
weeks. Steroids did not do a thing for me, and the case was so severe that surgery was being discussed as
a necessity. As a 24 year old man, a life-changing surgery is absolutely not something | wanted to deal with
in my life. The last chance was an infliximab infusion, which | had and which put me on the road to
recovery. It completely saved the need for surgery and everything that goes with it, and gave me my life
back.

Now, at 28, | live with this condition and while | have good days and bad, | manage to live a fairly normal
life. It is a blessing to me to know that if it got very bad again, an infliximab infusion would be there as an
option for me so that | can live as normal life as can be offered. To take this away from myself and so many
others is immoral, and will have a severe negative impact on thousands who suffer from this condition. |
cannot stress enough how much | am against taking away infliximab as an option for IBD sufferers, and
what is an absolutely horrible illness will become so much worse for so many people all in the name of
saving a bit of money. Should you go through with this, just know that you have decided to take away a
very useful treatment from a disease with no cure that thousands struggle to live with every day.

Patient

England

| am a sufferer of both crohns & ulcerative colitis, and my life is hell so | implore you not to make these
drugs unavailable to us sufferers.

| was on infliximab a few years ago and had a reaction to it and | had to come off the drug it was very
upsetting as this drug gave me back some sort of life.

| am on methatrexate at the moment but it is not working making my life hell just been on holiday it was
torture,l am also a front line ambulance worker so you can imagine how difficult that is.

They are going to try me on a simular drug to ifliximab called humara and they think it will be as good as
infliximab.

So | am begging you not to take this life line away from so many people that it sets free from there medical
internment.
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Public

England

Whilst | appreciate that this range of drugs/treatments is high in cost the undoubted quality of life that is
offers patients including my daughter must be considered against the long term costs of removing the colon
not least the real cost of the operation and ongoing treatment. The phycological effect must also be
considered in the cost analysis as this operation would have a devastating effect on the patients confidence
for many years, many of these patients are young with busy lives as workers, parents and partners so the
effect of surgery goes far farther than just the patient. The value of this treatment cannot and must not be
under appreciated due to cost

Public

England

| provide support for my partner who suffers from severe ulcerative colitis. When this condition first
appeared it was a very stressful time for her, with the thought of surgery vastly increasing this stress.

A number of treatments were attempted that didn't ease the condition but with infliximab the improvements
have been dramatic. Her quality of life returned to normal and without the threat of what is life altering
survey hanging over her a massive weight was lifted.

| believe that these treatments are an essential part of the health service. Due to life long effects that
surgery for this condition would have it should only be seen as a last resort rather than a quick fix for the
health service. A patients well being and mental state should always be top priority and if a non surgical
procedure is able to alleviate this condition then it should be every patients right to be offered this
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Patient

England

Dear Sirs,

| am the |l of the 1BD patient panel at UCLH, a || ith the Disability Benefits Service at Crohn's and
Colitis UK, and an ulcerative colitis sufferer. These are my comments in relation to the draft guidelines on the use of
infliximab, andalimumab and golimumab.

I am currently in receipt of exceptional case funding from my CCG for infliximab treatment for my UC. | have been
receiving infliximab treatment for the last eighteen months. | am extremely disappointed and concerned that NICE are
not recommending biologic treatments for moderate to severe ulcerative colitis. | feel that a number of very important
factors are missing from your considerations of the cost effectiveness of these treatments.

The number of treatments currently available for UC in the UK is extremely limited. | have suffered from UC for three
years and within approximately one year of diagnosis | had already exhausted all conventional treatment options. This
iS not uncommon.

The first line of treatment for UC is corticosteroids. | note that in your draft guidelines there is no mention of the well
known complications of long term steroid use, including osteoporosis, cataracts, diabetes, suppressed adrenal gland
hormone production, etc. The reality is that the majority of UC patients are left with no choice but long term steroid use
because maintenance treatment options for UC are so limited and poorly tolerated. The costs of long term damage and
increased use of NHS resources to treat these complications do not appear to have been considered in your reasoning.
Biologic treatment enables patients to stop using steroids and therefore avoid these complications as well as the day to
day side effects of steroid use (weight gain, poor sleep, anxiety or euphoria, acne etc). The cost of hospital admission
for intravenous steroid treatment should also have been considered.

Patient

England

Other treatment options for UC are mesalazine, which is often ineffective in moderate to severe UC, or
immunosupressants such as azathioprine, methotrexate or mercaptopurine. (which is essentially the same drug as
azathioprine). These medications have significant side effects but can also be ineffective. Azathioprine caused my white
cell count to drop. Methotrexate was completely ineffective and mercaptopurine was not even offered to me since it is
the same as azathioprine.

After nine months of being extremely unwell with UC, up to ten bloody bowel movements per night, extreme fatigue,
temperature, weight loss, anaemia, | was eventually admitted to hospital and treated with infliximab. | cannot express
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how much this treatment has improved my quality of life. | had to fight extremely hard to access the treatment that |
needed, both with my hospital and my local CCG. If | had Crohn's disease no questions would have been asked.
Thanks to infliximab | was able to stay in work, pursue a career, avoid hospital admissions and consider starting a
family. To be told that my quality of life is not worth A£210 per month is despairing.

Patient

England

There appears to be an assumption that surgery is an easy and cheaper option to treat UC. The costs of surgery have
not been properly considered in this appraisal. The cost of hospital admission for up to three complex surgeries, the
cost of stoma care, the cost of treating complications arising from surgery (including biologic treatment for severe
pouchitis in certain cases) have not been properly considered in this appraisal.

There also appears to be an assumption that most patients treated with biologics will have surgery within two to three
years anyway. This is not accepted. Some patients do lose response to a biologic within three years of starting this,
however a switch to another biologic would be an option if all three treatments were approved. These treatments could
therefore provide up to nine years of remission to patients, or indeed the possibility of avoiding surgery altogether if
mucosal healing is achieved.

Surgery is not an acceptable option for me as a UC sufferer because this would mean around nine months out of work,
a significant impact on my career, risk to my fertility as well as a delay to starting a family, and there is no guarantee
that surgery will result in an improvement in my health and quality of life. Infliximab on the other hand has resulted in a
huge improvement in both my health and my quality of life.

If NICE requires further information on cost effectiveness and comparison with other treatments and surgery then a
delay should be sought in the publications of these guidelines in order for this information to be collected. These
treatments should not be rejected without this information being available.

I very much hope, on behalf of the 120,000 UC sufferers in the UK, that you will reconsider your decision to reject these
treatments.

Patient

England

infliximab did not force my colitis into remission, it did however significantly reduce the symptoms for several weeks
after each infusion. i have since had surgery after a year of infliximab, but have met other patients who have had their
lives transformed by the treatment. As this condition may be genetic, it is on behalf of my family, and future children to
ask that this treatment is continued for colitis sufferers as it may help them in the future. NICE should consider investing
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consider using their influence to push for new drugs and treatments with the view to adoption of more effective drugs
prior to the withdrawal of infliximab.
kind regards

Carer

England

Dear Sirs,

My daughter who lives in || G ound out she had ulcerative colitis
around 7 years ago and although treated with various drugs including steroids her condition deteriorated to the point
where we thought she would die and she has been in hospital a number of times. The second time she was in hospital
they treated her with Infliximab which consisted on 3 infusions followed by a follow-up infusion two months later. This
alleviated all her symptoms and she was able to have a normal life. This was 4 years ago. Unfortunately, she was not
prescribed a maintenance dose and after about 12-18 months her condition deteriorated again until everything in her
seemed to shut down and she had to go to hospital as an emergency where she was again given Infliximab and all her
symptoms and illness went away. There was, however, a warning on her hospital notes that if she was to be admitted
to hospital again she was not to be given Infliximab.

Since then she has developed pyoderma gangrenosum on her leg which no-one at her local Harlow hospital had seen
before as it was quite rare and she went through some excruciating treatment and huge amounts of steroids to try to
combat this lesion. The lesion was stabilised and she was referred to * But as the
lesion was stabilised she was not given Infliximab. Also he has since written to her saying he thought a colostomy
might not be the answer to her condition. She is once again ill and trying to keep down a job at the same time. The
only way she can survive at work is not to eat anything. Unfortunately as her condition gets worse this time she will
again have to be admitted to hospital (usually for around 2 weeks) and it looks as if she will lose her job.

My daughter because of circumstances left school at 16 and has worked hard to carve out a career for herself.

None of our family has ever been a burden on the State. _

I D-iy e hear about innovations with drugs which can heal all kinds of sicknesses and
prolong life. But what is the use if those drugs are only available to the few who can afford them. The rest of us are
fobbed off with cheaper options which neither cure nor help us live a useful life. If you counted out the number of days
off sick, the hospital time and the various specialists, such as dermatologists, rheumatologists, haemotologists and
gastroenterologists 4€“ all with their hands tied as they cannot prescribe the drugs that are needed &€“surely just a
waste of time and money plus the sacrifice of a life.

Here is a list of GPs and siecialists she has consulted most frequently.
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Patient

England

Dear Sir/Madam

As a sufferer of IBD | am horrified to hear that NICE does not think that Infliximab is a cost effective treatment. Having
tried almost all the other treatments available, two of which put me in hospital, namely Azathioprine and
Mercaptopurine, and none have worked for me.

I am finding that Infliximab is working and keeping me clear of any symptoms. If this treatment were to be stopped on
the NHS I, for one, would not be able to afford it privately (and I'm sure there are many other sufferers currently on
Infliximab that would not be able to afford it either). This would, most likely, mean that | would be likely to have a relapse
and end up back in hospital which would, | would have thought, cost the NHS substantially more in treatment. Given the
number of sufferers of all ages, stopping Infliximab being available on the NHS would, in my opinion, end up costing the
NHS a lot more and not only put our hospitals under even more pressure than they already are, but would cost the

country a lot more in working time lost. PLEASE BE 'NICE' AND DO NOT RECOMMEND THE STOPPING OF
TREATMENT OF THIS DRUG UNDER THE NHS.
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Good afternoon,

My name is [} ]JEEEEEE | 2 21 years old and | am a patient with Ulcerative
Colitis, who was diagnosed in September 2012 at the beginning of my second year of University. My first
big flare up was when i received a diagnosis, treated with steroids, i was put into a remission for the
remainder of my second year at university. Beginning my 3rd year of university then saw the start of
continual flare ups and courses of steroids. | was also experiencing Joint problems and Psoriasis, as well
as the extreme fatigue, blood loss and diarrhea. This severely affected my quality of life and i struggled to
complete my degree, there were many late submissions and | didn't attend more than 3 lectures during the
second semester. Fortunately the uni were very supportive and i still managed to get a 2;1 degree.
However every time i was reducing off a course of steroids the symptoms would again become worse and
worse. Once my degree had finished and the stress was over my biggest flare up of that period began.
Even a 9 week course of steroids couldn't settle this flare. At the beginning of this course my Consultant
decided that i was becoming steroid dependent and that i had already been having so many courses
(without a good response) it was time for something else to be done. | then tried suppositories, enemas
and other various types of medications with no relief from my symptoms. This flare up had also presented
itself with intense stomach pain which caused me to have to give up work and move home with my parents.
The flare up was ongoing for 3 months and involved a hospital admission, before the pharmacy would
accept my application for infliximab. After my first infusion | saw a dramatic difference in both my joints and
psoriasis. | was experiencing no problems with either of these any more. With the next two infusions the
stomach pain decreased and the amount of blood and bowel movements a day also dramatically
decreased. Infliximab has given me the chance to start back at work, begin working in a school before |
enroll on a course to become a teacher and has allowed me to become a cub scout leader. This is a
dramatic change from the 3 months before my first infusion where every day was spent on the sofa curled
up in pain. Without infliximab | would have had to consider surgery or other drugs that can cause more
harm then good. | feel that if surgery is needed i would like it to be my decision and my choice. It is my life
and if | had been told i would need surgery before i got the chance to try infliximab | would have been
furious that there is a well known drug that has good benefits that i wasn't allowed to try. For me and many
others surgery is a last resort. Infliximab not only sorted my colitis, but also my psoriasis and joint
problems. For me, it has been a life line, a chance to keep my colon and lead almost a normal life.
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| am extremely concerned that NICE have once again taken the decision to deny anti-TNF drugs to patients
with moderate-severe ulcerative colitis (UC). Not only is this is out of step with European and American
practice it is also against UK clinical experience with these drugs in this setting.

In essence anti-TNF drugs are being compared against colectomy which is not a fair or valid comparison.
Many patients who have UC which is not responsive to so called conventional therapy or who are unable to
tolerate these drugs very reasonably do not want to have a colectomy especially when knowing that they
might derive significant benefit from an anti-TNF agent. Indeed some will refuse colectomy and carry on
with debilitating symptoms, more frequent hospital contact, absence from work and ongoing steroid use
with all the associated long term side effects. This is an intolerable and cruel situation when drugs are
available from which some of these patients will derive life-changing benefit.

The decision from NICE appears to be based on cost-benefit modelling, not lack of efficacy. Consequently
patients who have ongoing symptomatic disease, unresponsive to currently € recommendeda€™
treatments, have to be told, in the clinic, that while there are drugs available that might literally transform
their lives and allow them to keep their colons NICE have said that they cana€ ™t have them because
iti€™s apparently cheaper, based on a mathematical model, to offer a colectomy. Of course not all
patients with UC will respond to anti-TNF&€™s. But some do. Denying these patients a chance of a
symptom free, steroid side effect free, life, based on a mathematical model of an unpredictable disease
whose course varies enormously between different patients is not only ludicrous but unconscionable.

NHS Professional
England

nothing to disclose

The overall conclusions seem reasonable, although the continued emphasis on the economic costs of
colectomy are disappointing. What seems to be missing in this document, especially related to service
provision effects, is the interactions with clinical research networks. As the document states the optimal
management for thiopurine non-responding patients is not certain and whilst the ant-TNF drugs are
theoretically an option, it must be agreed they are no that effective at all. There are many ongoing clinical
trials supported by the Gastroenterology Research network of novel agents, the majority of these seem to
be considerably more effective that any of the anti-TNFs in inducing both clinical remission and
improvement. The whole point of the NIHR infrastructure was to support clinical research and increase the
availability of clinical trials to potential patients. The correct option for the patients surely should not be
have anti-TNFs of modest efficacy and great cost, or a colectomy but to enter a clinical trial, which actually
offers greater chance of benefit? By not driving a increase in clinical trial participation in this important
group, the NICE guideline group are condoning less than optimal practice and disadvantaging the patients.
There is already too much reluctance to refer patients elsewhere, perhaps for better care, and certainly
insufficient patients are referred to centres recruiting patients to trials. This then clearly creates post-code
prescribing: patients in the local area of research active units, get better drugs and better results. Those
patients local but not quite local enough, will just get a colectomy.This guidance is very much a missed
opportunity to reinforce the benefits of clinical trial participation and involvement in the research network,
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when this will be a clear benefit to individual patients.

Patient

England

Diagnosed with uc 6/2010. admitted to hospital 1/2013 with severe uc and came close to having entire
colon removed. All standard medical treatment failed including steroids. Received Infliximab and condition
improved. | have been prescribed it since and my condition has improved drastically. It has given me my
life back and | realise without it my quality of life would be poor again

NHS Professional
England

My daughter has UC. Biologics
have transformed her quality of
life

| do not feel that the complications (specifically Surgical Site infection and adhesions) post-surgery have
been given enough consideration. Surgical site infections in bowel surgery and are underestimated my
national surveillance schemes at approx 9%. These schemes look only at inpatient data and high quality
surveillance undertaken as part of research studies put the rate at 27% (Tanner J, Khan D, Aplin C, Ball J,
Thomas M, Bankart J. Post-discharge surveillance to identify colorectal surgical site infection rates and
related costs. Journal of Hospital Infection. 2009;72(3):243-50.)

The cost associated with these SSlIs was A£ 10, 523 per case. The cost associated with abdominal pain
and adhesions requiring further surgery also should be considered.

NHS Professional
England

My daughter has UC. Biologics
have transformed her quality of
life
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Wales

| encountered my first symptoms of Ulcerative Colitis 5 years ago, which initially manifested itself as an
attack of acute pancreatitis. After 1 month in hospital recovering from the pancreatitis | was released and it
took a further 12 months of symptoms before | was diagnosed via colonoscopy. At this stage the disease
appeared to be relatively mild, although present throughout my entire large bowel. | was frequently in pain
and suffered from bleeding, but still managed to hold a relatively normal life. | was given prednisolone
which put me quickly put me into remission. | took the steroids for the length of time stated by the doctor
and also placed on asacol as maintenance. Unfortunately the remission last 2 months and from this point
onwards my disease progressed quickly and became more severe. | was given steroids a second time and
these failed to work. | suffered for approximately 12 months with repeated trips to the doctor and was told
to continue taking the steroids, at a higher dose. Azathioprine was mentioned as a potential option, but my
consultant was extremely hesitant to give it to me due to my previous history of acute pancreatitis. My
condition got rapidly worse over the coming months and can only be described as a living hell. | could not
leave the house and had to be signed off on long-term sick leave. My bowel movements increased in
frequency with each passing week. Each bowel movement was accompanied by a large amount of blood
followed by crippling stomach pains that would leave me unable to move or function for prolonged periods
of time. | became withdrawn and lost a large amount of weight (I am 68€™64€™ and weighed 74kgs at my
lightest). During my final few days before being admitted to hospital, | could barely leave the bathroom. |
was experiencing 15-20BMa€™s per day with approximately 50% of these being almost entirely blood. The
stomach cramps were debilitating and | frequently threw up due to pain.

| was admitted to hospital during easter 2012 and spent a total of 4 weeks as an in-patient. | was
immediately put on IV corticosteroids which resulted in a very minor improvement in symptoms.
Immediately after tapering off, the symptoms returned. | was diagnosed as having severe pancolitis and
was told if my symptoms got any worse and could not be controlled, then | would have to undergo surgery
and having my entire colon removed. The first time this was even mentioned was an option was when the
surgical team came to assess me. | was given a leaflet on life with a stoma and that night | wept for the first
time in years. | asked desperately about any option other than surgery. Again, the consultant mentioned
azathioprine but was extremely concerned about using it due to the pancreatitis and there appeared to be
no options left. On day 26 | was approved for a medical trial testing the effectiveness of infliximab vs
cyclosporine. And received my first infusion that morning. Within 3 days | was discharged having achieved
a dramatic reduction in symptoms and returned to work 6 days after being discharged.

This is a very brief description of my disease progression and is as accurate as possible considering the
pain | was in.
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Before being admitted to hospital | was a shell of my former self. | stopped playing sport and going to the
gym (previously | had been extremely active playing sports for multiple clubs and weight training daily), my
social life was non-existent as | could not be certain | would not soil myself getting between locations with
toilets (this did happen on 2 occasions). | had to be placed on long-term sick as my job requires frequent
travel and public speaking, which | was not able to do. My relationship broke down due to depression at my
condition. | did not want to speak to my family or friends at all due to a mixture of shame and relentless
fatigue. cont on comment 2...

Patient

Wales

cont from comment 1 - This was not only damaging to myself but to my loved ones who had witnessed my
descent from being happy, active and successful, to painfully underweight and withdrawn. In short, | felt
everything worth living for had been taken away and at times | did not see a reason to go on living. |
suffered badly with fatigue and at times slept for prolonged periods, only getting out of bed to use the toilet
and eat enough to not be hungry. | was in a fragile emotional and physical state, which was made worse by
being admitted to hospital for a month. The doctors, nurses and general care | received were excellent, but
prolonged stays in hospital present difficulties for most patients and | did not handle it well.

After suffering for close to 2 years in almost daily pain, the speed and effectiveness of infliximab was
nothing short of miraculous. Everything in my life turned around within 24 hours of receiving my first
infusion. The first thing | noticed was a dramatic reduction in pain after a bowel movement. | could not
remember what a pain free bowel movement felt like but felt compelled to tell everyone that | knew (which
seems absurd now, but at the time | was elated). My appetite returned and steadily over the next 3 days by
bowel movements reduced in frequency and severity (a distinct reduction in bleeding). Although still very
weak, | felt like a giant fog had been lifted and | began to remember what it was like to not be in constant
pain and had energy | did not know it was possible to possess. For the next few months | made steady
improvements, | gained weight from a starting point of 74kgs up to 80kgs and finally after 2 years | have
reached 85kgs, which is the weight | was before my first symptoms.

At this point | feel like | owe my entire life to the drug. Everything | do on a daily basis is down to the
treatment | receive every 8 weeks. | have a happy and fulfilling life that was not possible with the effects of
severe ulcerative colitis. | still have occasional symptoms at the end of my 8 week cycle, so often look
forward to my infusion date as that grants me another 8 weeks of happy life. | do not generally plan
anything beyond 8 weeks as | rely on it so much to be healthy.
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| am now aware of the surgical option for ulcerative colitis and | am aware that | have very few treatment
options left if infliximab fails to continue working or is withdrawn by my doctors. It has taken a long time, but
I am finally mentally ready for this as an option and have spent a long time talking to people with ostomies,
colostomy bags and j-pouches about their life after surgery. But facing that surgery in the fragile mental
state | was in after being admitted to hospital would have been nothing less than devastating. | was not in a
healthy state of mind and facing life with a colostomy bag was blown out of all proportion in my head. | had
not had a chance to educate myself about the implications. Looking back | am very concerned that | may
have taken drastic action. cont on comment 3...

Patient

Wales

cont from comment 2.

This is the point | extremely concerned about NICE&€™s proposal to withdraw infliximab as a treatment
option for severe UC. | believe infliximab is essential for people with severe UC to give them time to
understand their condition, and face the fact that they may require surgery in the future. | believe it should
remain as an option for people on their first admission to hospital, where all treatment options have failed
and they are facing imminent colectomy. This should ideally be provided with counselling to help them
understand the future implications of surgery and help them prepare.

This major surgery also has wider implications for people in their lives. Now that | have been given time, |
am able to plan a career break should | need one. Due to the nature of my work | am now on fixed term
contracts and self employed. Having time to plan for surgery means | can save money and make
arrangements to cover my mortgage and bills whilst recovering from surgery. Unplanned hospital
admission and surgery could have even more devastating effects on patients who do not have sufficient
savings to cover their bills. | would be extremely close to defaulting on my mortgage if | was not prepared.

As | am still relatively young, | would like to continue on infliximab as long as possible to enjoy my life
without a colostomy bag. | am still extremely concerned about having the surgery especially as | know of
people who have struggle with blockages, pouchitis and erectile function post surgery. | am still single after
my relationship broke down due to my severe flare up and would like the chance to form a stable and
lasting relationship before | undergo such a life changing operation. | would also like other people to have
the same opportunities | had to receive this drug and make the necessary adjustments. However, the
surgery would be in no way as devastating as if it had happened two years ago and that, more than
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anything, is why | believe it should remain as a treatment option for people with severe UC.

Thank you for your time.

Patient

England

| was given infliximab after 2 weeks of IV steroids which did not work. I'd been having 30+ bowel
movements a day. The day after my infusion | had 4 bowel movements. | was discharged 2 days later. |
had 2 follow up infusions and was in remission for a year. A year later | have flared up again and have
been in and out of the doctors and hospital for outpatients appointments. | am taking pentasa both orally
and anally and mercaptopurine and have been on prednisone but it still won't settle for more than a few
weeks. In terms of my health, infliximab helped immediately and unequivocally. In terms of Value For
Money - It would undoubtably be better to nip a flare up in the bud with infliximab rather than going back
and forth to the doctors. Not only do we as taxpayers pay for the useless drugs which fail to improve my
health, the taxpayer also pays for the doctor's and receptionists time and my time (as | take paid leave off
work for these appointments). | work for the civil service, so my paid leave directly costs the taxpayer
money. This is just for appointments, not to mention the cost of lost working hours (both mine and those
who take compassionate leave to visit me in hospital) not to mention the direct cost to the NHS if | had to
go back to hospital. | am sure that the cost of infliximab infusions is less than the costs mentioned above.
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6th October 2014

Dear NICE
Today we had a meeting of the British Society of Gastroenterology Inflammatory Bowel Disease (IBD)
Clinical Research Group. At the end of the meeting many opinion-leading IBD gastroenterologists

X€™s, London]) expressed substantial concern at
the draft NICE guidance relating to the use of anti-TNF therapy in ulcerative colitis. In particular was
concern at the complexity and tangential relevance of the modelling used to interrogate costs and benefits
(making the analysis all but impenetrable even to experts in IBD management highly familiar with the
literature on this topic) and the flawed assumptions on which it seems to be based, seemingly failing to
recognise that:

1. The patients included in the published studies of anti-TNF therapy were NOT representative of the
patients who would be considered for this treatment in the UK [ie mild disease refractory just to mesalazine
treatment vs &€ end of the lined€™ patients often refractory to steroid and azathioprine and in whom
surgery is the only remaining option]

2. A smarter treatment algorithm could be implemented, for example allowing patients an induction
course of anti-TNF therapy and only allowing maintenance in those who clearly make a complete response
&€" having a dramatic impact on the cost-benefit analysis

3. The arrival of bio-similars in Q2 2015 will inevitably reduce the costs associated with anti-TNF
therapy and substantially alter assumptions made in the current cost-benefit analysis
4, Critically, many patients who undergo colectomy for ulcerative colitis are NOT cured and do NOT

return to a normal quality of life. 39%21 are incontinent of faeces overnight and 26% suffer some daytime
incontinence2. 20% suffer from sexual dysfunction3 with only 56% being able to conceive at 2 years4. 20%
of patients have on-going problems relating to inflammation in the pouch at 1 year5. Many of these are
managed with anti-TNF therapy and 13% require further surgery to remove the pouch2. Thus the evidence
from the literature and the large collective experience of our panel is that the traditional assumption

a€ colectomy = cured€™ is deeply flawed, and that a modelled dysutility value for post surgery of 0.75
based on the paper by Woehl presents a hugely optimistic assessment. Accurate assessments of the costs
and morbidity associated with post-surgical complications and care must be included in the model.

We would strongly urge your committee to reconsider its analysis and the details of its modelling, and
further engage experts in the gastroenterology and IBD community to input into the process. Otherwise we
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fear a grave injustice being done to this predominantly young and economically active patient group which
would put UK practise at variance with the rest of Europe and North America, and which risks undermining
confidence in the undoubted strengths of NICE.

Thank you for taking these views into consideration

Yours truly

1. de Buck van Overstraeten A, Wolthuis AM, et al. Long-term functional outcome after ileal pouch
anal anastomosis in 191 patients with ulcerative colitis J Crohns Colitis. 2014 Oct 1;8(10):1261-

2. Wheeler JM, Banerjee A, Ahuja N, Jewell DP, Mortensen NJ. Long-term function after restorative
proctocolectomy. Dis Colon Rectum. 2005 May;48(5):946-51.

3. Chapman JR, Larson DW, Wolff BG, Dozois EJ, Cima RR, Pemberton JH, et al. lleal pouch-anal

anastomosis: does age at the time of surgery affect outcome? Arch Surg 2005;140(6):5348€"9
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4, Hueting WE, Gooszen HG, van Laarhoven CJ. Sexual function and continence after ileo pouch anal
anastomosis: a comparison between a meta-analysis and a questionnaire survey. Int J Colorectal Dis
2004;19(3):21545€"8.

5. Hahnloser D, Pemberton JH, Wolff BG, Larson DR, Crownhart BS, Dozois RR. Results at up to 20
years after ileal pouch anal anastomosis for chronic ulcerative colitis. Br J Surg2007;94(3):3334€"40.
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England

Dear Sir

i would like NICE to appreciate just what a lifesaver treatment with infliximab is to patients who respond
well to this drug. | was diagnosed with UC in 2009 and did not respond to any of the conventional drugs:
steroids, mercaptopurine, anti-inflammatories. For different reasons | was unable to tolerate any of them,
S0 was put on to infliximab. This was quite miraculous - from the first dose | started to recover from a
horribly distressing flare-up of UC, where | was unable to work, eat, sleep, look after the family. | felt my life
had come to an end.

Without infliximab | would have gone straight to a colectomy and living with a stoma, with all the difficulties
associated with major surgery, both physical and psychological.

With infliximab | was able to get back to my job and start living again; it really did give me my life back both
at work and with the family. | felt so lucky to have it, as | know some patients can't access this drug.

| have never experienced any health problems with infliximab, either during the infusions or during periods
between infusions. Apart from 8-weekly infusions | haven't needed any further medical interventions,
hospital stays, etc, for 5 years; surely this would make treatment with infliximab a viable treatment
financially from this point of view.

I would urge NICE to allow treatment with this drug for patients with UC who can't tolerate the usual drugs
for UC. | understand infliximab is coming off patent so surely this would make it cheaper for the NHS.
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| am an Ulcerative Colitis patient who received treatment with infliximab. The classification of severe UC is
more than 6 bowel movements a day. During my last flare-up (2009), | was having a bowel movement at
least once an hour, and required a blood transfusion. | was in extreme pain, and my parents returned from
living abroad, so serious was my condition. | was taking steroids (orally and topically) and also
azathioprine. | remember having my first dose of infliximab on a Saturday afternoon. By the Monday
afterwards, there was a dramatic improvement in my condition - the relief for myself and my family was
immense. | then had a second treatment several weeks afterwards. As time passed after this treatment,
my symptoms returned, even though the azathioprine should have kicked in and suppressed my immune
system. | was back to living in extreme pain, waking every 30-60 minutes in the night to use the bathroom,
and losing control of my bowels - at one point while driving on the motorway. | felt like my life had been
reduced to nothing more than battling my illness. Surgery was discussed with me, but this was an option |
wanted to avoid at all costs. In your reports this may be a more cost effective option, but you don't have to
factor in the same things as | do - such as having to carry around a 'nappy bag' of stoma supplies as if |
have a baby, how to manage the bag when | am running, or doing martial arts, and being sat in a meeting
at work and effectively starting to defecate in a room full of my colleagues or customers - and possibly still
suffering UC-related symptoms anyway. Then | began a 12 month course of treatment with infliximab.
Again, from the first treatment there was a marked improvement within days. Only at this point did | start to
rebuild my life. | gradually walked longer distances, and eventually | was able to start running again, 30
seconds at a time. | was able to rekindle the travel plans that | had given up my job and left my previous
life to begin - | had to abandon these completely when | flared up, as my visa application then was refused.
My life had been changed completely during the course of my flare-up, and only infliximab gave me the
health and the hope to rebuild it. At first | used to feel the symptoms creeping back as my treatments
became due, but by the end of the year | felt healthy all the time, and my health has been maintained using
‘cost effective’ conventional therapies for four years (I note in your report you question whether the effects
of these treatments extend past the first year). If the recommendation of NICE is to withhold these
treatments from UC patients, then my heart will break. | dread the onset of my next flare-up, and to know
that new and effective treatments are being developed, but won't be available to me, will make it harder
than ever to deal with.
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As a patient | received 5asa and various steroid based medications as far back as 2006. After 2 years of
fairly ill health and with my symptoms showing no signs of improvement (bloody bowel movements 15
times per day) | was admitted to hospital where | required a blood transfusion.

| spent almost a month in hospital and was started on IV steroids as well as azathioprine. At this point the
steroids besides causing chronic insomnia were doing nothing for my symptoms. | received an Infliximab
infusion on day 26 and immediately noticed a positive response. For the first time in two years the bleeding
and frequency of bowel movements reduced. A few days later | was discharged feeling extremely lucky to
have escaped collectomy surgery and having had the chance to receive this therapy.

Over the next 8 weeks | received 2 more Infliximab infusions and by around week 7 my symptoms were
almost entirely gone.

The positive outcome enabled me to regain something closer to a normal routine and to get my life back
having had to leave work in 2007 and being pretty much house bound 24/7 and unable to make it beyond
the bedroom or bathroom for 3 months.

The full remission lasted for approximately 6 months and then slowly the symptoms started to return. | was
again started on steroids but they had no effect so after another couple of months of slipping back down
and increasing my Azathioprine dose | was offered another does of infliximab.

As with the first time, my symptoms were completely gone.

In short. Infliximab enabled me to enjoy something approaching a normal life again. | was able to return to
work and to make plans that looked further ahead than just one day. | have not experienced any ill effects
from using this medication.

UC can be an extremely debilitating disease. Surgical options are far from ideal in my opinion, especially
for people who do physical jobs. While | appreciate that Biologics will not work for all IBD patients | feel that
their use is invaluable in saving a proportion of UC patients from surgery and all of the baggage that comes
with that.
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| write as a gastroenterologist caring for patients with UC for over 30 years, as
ﬂ as a previous expert adviser to NICE and as a clinical

researcher in the treatment of IBD.

I'm afraid | share the extreme concern of many other individual clinicians, professional groups and patient
organisations about the proposed guidance on the use of antiTNF therapy in UC. | fully support the
feedback sent to you by the British Society of Gastroenterology (though | haven't contributed to it) and will
not reiterate their highly justified criticisms of the conclusions NICE has reached and the assumptions and
methods it has used in so doing. (I should add that | have not contributed to, or seen the response from
Crohn's and Colitis UK). | would like to make, however, just a few points:

1. The alternative treatment proposed by NICE, surgery, is not, unfortunately, a perfect solution. The
procedure is a major one, and even with the best results, leaves patients with either an ileostomy or an
ileoanal pouch necessitating defecation of liquid stool 4-6 times daily and often in the night. Up to 50% of
patients with pouches may develop pouchitis, itself a very unpleasant inflammatory condition for which
there is limited medical treatment. It is unsurprising that most patients and their doctors opt for medications
that can prevent or defer for as long as possible this irreversible and unsatisfactory procedure.

2. AntiTNF therapy does not of course help all patients with UC. In some, however, it completely
transforms their lives, often converting them from steroid-dependent sick people unable to leave their
homes, to fully functioning and working members of society.

3. Because antiTNF therapy is not effective in every patient, its use should be carefully monitored. One
approach, used currently by us, is to undertake flexible sigmoidoscopy before and at 2-3 months after
initiation of treatment to ensure that there has been an objective mucosal response. Patients not showing
a good mucosal response, as well as those whose symptoms have not improved, have their antiTNF
stopped. For them, surgery is very regrettably the only current alternative. For patients who respond
clinically and sigmoidoscopically, treatment continues until, just as in Crohn's disease, a formal re-
evaluation at one year, with a view to withdrawing the antiTNF in those in complete remission. Has NICE
considered this approach?

4. Many patients who respond to it want/need antiTNF therapy only for a limited time anyway, eg to get
them through exams at school or university, to tide them over marriage and conception (which may itself be
threatened by surgery). In these patients, there is a particularly clear social endpoint, as well as need, for
use of antiTNFs.

5. Early colectomy in patients presenting for the first time, but who fail to respond to conventional therapy,
is a huge psychological as well as social and physical hurdle. Delaying surgery through use of antiTNF
therapy can be enormously helpful.
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6. A likely outcome of a proportion of patients refused antiTNF treatment is that they will refuse surgery
and battle on with obsolete and dangerous longterm steroid therapy, with resultant (expensive)
complications.

7. A decision by NICE, despite the accumulated evidence, to prevent the selective and carefully monitored
use of antiTNFs for people with UC will be a dreadful one: it will be considered inexplicable and
extraordinary by patients and gastroenterologists not only in the UK but all over the world. For me, it would
entirely undermine the credibility of NICE and its decision-making processes.

Patient

England

With regard to the committee preliminary findings of not recommending &€cethe use of adalimumab to treat
adults who have moderately to severely active ulcerative colitis that has responded inadequately to
conventional therapy including corticosteroids and mercaptopurine or azathioprine, or who are intolerant to
or have medical contraindications for such therapiesa€ | object to your findings and would urge you to
reconsider your recommendations for the following reasons:

1) | was diagnosed with UC during the 90&€™s. Initially my condition was under control with the use of
Messalazine. However, as the year progresses, | have regular relapsed and the use of corticosteroids
helped but not for long. The condition continues to deteriorate and in 2005, | had a severe relapsed and
ended up in hospital three times despite the use of corticosteroids. | was unable to work and had extremely
poor quality of life.

2) My consultant prescribed mercaptipurine to me and | nearly die from the side effect as | have no
white blood cell left in me. | lost all my hair in 2 weeks and | ended up in an isolation ward due to the fact
that my immune system has collapsed. | was in hospital for two weeks and this must have been cost NHS
a lot of money.

3) | was then prescribed infliximab; however, the drug did not work for me as | was still relapsing. In
addition to that, | face was swollen like and€s elephant man&€e due to the reaction to infliximab. As a
result my consultant stopped the treatment.

4) My consultant finally prescribed adalimumab to me and this has changed my life. | noticed the
change very quickly and I am now able to resume a normal life. | am in remission and | fear that if this is
withdraw then my quality of life with be reduced to an intolerable level.

5) | can confirm that adalimumab is an effective treatment that prevented symptoms from recurring
and helped me maintain a good health state for long periods. | noticed my symptoms of ulcerative coliltis
returned (with my bowel opening many times with loose and bloody stools) when | had to stop my injection
of adalimumab for two weeks due to my chest infection. As soon as | return to my normal injection, my UC
symptoms gone away.

6) In concluding, | would like to bring your attention to the following:

a. Adalimimab has given my self-confidence back. This is priceless for any individual.
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b. With the use of the TNF-alpha inhibitors, the symptoms of ulcerative colitis had stopped and | felt
&€ normala€™ again and able to work and lead a normal life.

C. The TNF-alpha inhibitors is a valuable option to many patients, ( | am a living example) that could
offer long-term remission to patients with active ulcerative colitis.
d. With regard to the cost effectiveness of the Adalimimab, it is very cost effective as patients with their

Ulcerative Colitis condition under control will not require constant hospitalisation and going to see the GP or
the consultant therefore it reduces the NHS treatment costs.

e. | urge you to factor into the NHS cost of taking care of patients who relapsed due to not being able
to access the TNF-alpha inhibitors drug and the cost to the UK economy.

Patient

England

Introduction

| suffer from Ulcerative Colitis and | receive Infliximab to control the condition, successfully.

My Ulcerative Colitis was diagnosed in 1977, though | had a history of diarrhoea for the 10 years prior.
Since 1987 my condition worsened and had been chronically active. It was defined as moderately-severe
and debilitating. Conventional drugs had failed to control symptoms of the disease, | was hospitalised, and
in addition | suffered the adverse effects of drug treatments. Surgery was considered.

In 2005 | was offered a trial administration of Infliximab. | responded positively, and entered remission that
has lasted most of the time since 2005 (except in 2008 when we tried to switch to Adalimumab). My life
changed for the better. | was saved from a major risky operation.
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Patient

England

My condition when | was very ill

1987 &€" 2005 | was most of the time ill, bed ridden, with frequent flares of chronic symptoms and few very
brief periods of remission (longest 4 months). My condition was defined medically as refractory Ulcerative
Colitis, moderately-severe and potentially debilitating. Due to the unpredictability of my illness, | was unable
to plan for work and social life. | constantly lived in fear of the illness and potential operation. My condition
was defined.

Symptoms:

Physically: | was very ill, chronic, urgent, frequent, watery explosive diarrhoea (up to 16+ times daily),
incontinence (diarrhoea leaking), a lot of blood and mucous, blood splattering all around the toilet seat,
wind, bloating, stomach pains, intestinal cramps, weakness, fatigue, tiredness, dizziness, dehydration, loss
of appetite, loss of weight, malnutrition, anaemia. | also suffered side effects from the drugs.

In addition, the disease has had extra-intestinal manifestations: | had Pars Planitis which necessitated
steroid treatment (drops and eye injections) and left me with scars on the retina and Hypopigmentation and
therefore susceptible to Age Related Macular Degeneration. | also suffer from Ankylosing Spondolitis.

My intestines seemed to react to the majority of food items. So | eliminated them, which resulted in a very
strict and limited diet, which nutritionally is imbalanced.

Emotionally: depression, desperation, fear of leaving the house (urgent diarrhoea), travelling, developing
cancer, of the operation.

Family: | was afraid of travelling and therefore could not see some of my family frequently. | was unable to
travel to help my daughter when her new born was critically ill and she desperately needed my help.
Socially: | was isolated. | could not go out (for fear of the urge of diarrhoea), | could not pursue my hobbies
of country walking, dancing. | felt miserable, stayed in bed a lot of the time.

Economic: there were times | crawled on all four to get to work, as | feared losing it. And finally due to long
absence, | gave up work. In 1999 | left my employment due to ill health. | started to work from home as self-
employed. When | was ill, | found it hard and at one time had to drop clients, as | could not cope. That
resulted in loss of income.

Quality of life: None.

Treatment

a€¢  Anti-inflammatories: steroids both enemas and suppositories

a€¢  Immune-suppressants: methotrexate, azathioprine

a€¢  Amino salicylates: Salazopyrin, followed by Mesalazine.

a€¢  Atthe end of 1999 | was hospitalised and given intravenous hydrocortisone and prednisone
enemas.
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In the years 2003 a€“ 2007 (4 years) | was on a high dose of steroids, most of the time 40mg daily. My
disease proved corticosteroid resistant. Once | started on Infliximab, | cut down the steroids. But it took me
a long time to wean myself off it completely.

During that period | suffered side effects:

Salazopyrin &4€“ enlarged blood cells.

Methotrexate &€* inflamed liver (after 5 years).

Azathioprine &€ liver inflammation (after 6 weeks).

Steroids - osteopenia (I still suffer from it), muscle weakness, moon face, weight gain, candida, my nervous
system reacted to the drug: rapid mood swings, anger and rage, severe insomnia, tachycardia,

To combat the insomnia, | took 200mg Amitriptyline and 7.5 mg Zopiclone nightly for several years. It took
me a long time to wean myself off the latter, but have not managed yet to come off the former completely.
In 2005, it was clear that my condition was not responding to conventional therapies. The consultant tried
me on Infliximab. | responded well and my symptoms were alleviated. Initially it was prescribed
episodically, and later when this was not sufficient, as maintenance.

Patient

England

The impact that Infliximab has had on my health and life

As a result of being on Infliximab, | have been benefitting from good health long term. Infliximab has
prevented symptoms from recurring and saved me from an operation.

Clinically: I entered clinical remission, and inflamed tissues were healed.

Physically: | feel healthy, energetic, and free of most symptoms. | undertake less clinical appointments, less
colonoscopies, less medications, put less pressure on clinical staff. | can do country walking, exercising (to
combat osteopenia). | can eat most things, and have a varied healthy diet.

Emotionally: | am happy, feel confident, enjoying life.

Economically: | can work.

Socially: | can socialise, go out for meals with friends, dance, travel to see my family in Devon, France,
Indonesia, USA, Israel.

My quality of life improved dramatically.

Side effects from Infliximab: occasional sore throats, very mild skin allergy on my upper lip.
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Patient What will happen if | stop taking Infliximab?
Stopping the Infliximab will mean returning to where | was up to 2005, with frequent episodes of illness that
England take their toll on me physically, mentally, emotionally and economically. This is potentially life threatening.
There will be an increased risk of bowel cancer and other complications of the disease (perforated colon,
toxic megacolon and more). The potential loss of work will mean more reliance on State Benefits (sickness,
income, incapacity). | will have no option but to agree to surgery.
Will that be cost effective?
Patient The impact and cost of surgery
The operation:
England

An operation means one MAJOR operation to remove the whole of the colon, joining the small intestines to
the anus, creating a reservoir near the anus (out of the small intestines), creating drainage (stoma).

After 3 months they do a second operation (minor) to close the stoma.

Theoretically so long as the reservoir works, | can recover. But in practice, most people develop
complications which have further implications for the patient and the NHS.

It is an expensive double operation.

It is life threatening (as Mr George the Colorectal surgeon told me) and bears major risks:

Heart attack, breathing problems, blood clots in legs and lungs, bleeding, injury to other organs, blood
vessels, small intestines, the ureter and the urinary bladder, a leak form the connection between the two
ends of the intestine, tears (anastomosis) in the sutures that reconnect the remaining parts of the digestive
system &€" all can be life threatening, scar tissue and adhesions in the intestines that cause a blockages,
wound may break open, wound infections, abscess, fistula, and more.

Other complications:

Pouchitis, anal muscles not being strong enough and therefore severe incontinence a€“ then they have to
reverse the operation and make the stoma a permanent feature.

For those who survive the operation, potential complications may mean a future with multiple operations
and multiple hospital admissions.

How much could developing these complications having these operations and hospitalisations cost the
NHS?

Patients are often left disabled, unable to work and in need State support (incapacity benefits, care,
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unemployment benefits, income benefit, pension credit, counselling and more).

How much could all that cost the State?

Quality of life will be dramatically reduced. Limited food intake. | will be miserable.

Mental health: decline (depression). | would need counselling to support me in my daily life.

By saving pounds in stopping the treatment, the costs could dramatically spiral upwards.

Here is an example: my friend, Tanya, suffers from Ulcerative colitis. She had undergone the surgery 7
years ago. Since then she has been in and out of hospital many times. Some of her admissions lasted
months (she suffered pneumonia after one the operations).

People that she had come across during her prolonged hospital stays, have been in and out of hospital
several times, having one operation, then reversing it due to complications, then repeating it etc. One

woman was in hospital 2 years!!!

Is that economy? No, it is false economy.

Patient
Conclusion
England Infliximab has saved me from surgery for the past 9 years. It has been a miracle cure. | re-gained my life.
In my view, replacing Infliximab with surgery is a very short-sighted view. An operation is not a cheap
option, therefore, stopping Infliximab is not a cheap option.
Patient
Two years ago my UC was diagnosed & treatments escalated over several months without success. | was
England admitted to hospital & eventually given Infliximab in the CONSTRUCT trial. For me it was a miracle drug &

my symptoms improved within 24 hours. The PHCT would not approve maintenance doses for me (I can't
have azathioprine -dropped my wbc & neutrophils) & | have flared twice since; one through almost my
entire pregnancy.

By way of costs | had two weeks in hospital, IV steroids (with horrendous side effects), 3 endoscopy
procedures & since then numerous bloods tests, consultations, prescriptions & time off work.
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There are also emotional costs -it was extremely stressful being refused the inflixamab by the PHCT as |
felt it would keep me well and someone else deciding that was too costly is very difficult to come to terms
with. And flaring in my pregnancy was very difficult in a time that should be enjoyable.

| understand budgeting constraints & its a shame the drug companies make it so expensive. If it works for
the individual it will change the quality of peoples lives and save further costs in medication, endoscopies,
blood tests, hospital stays and surgery.

UC is a hidden disease that has an affect on all elements of life -an effective treatment can change that.

NHS Professional

England

Whilst we endorse that surgery is an essential treatment in patients failing medical therapy as surgeons
there are a number of concerns that we have with the conclusions drawn from the evidence synthesis.
Some points worthy of consideration include:

The psychological and social impact of surgery

The true impact of surgery for colitis has to incorporate the full social and psychological implications of such
treatment. Many UC patients who come to surgery live with an ileostomy either temporarily or permanently.
Whilst most patients accommodate to this change to the mostly young population involved this can have
profound deleterious effects on work and relationship progression. In certain circumstances use of medical
therapies to defer surgery until physiological, social or psychological circumstances have improved is
necessary.

The implications of surgery

Many medical trials fail to fully detail and categorize surgical treatment failure. Throughout the document
&€ colectomya€™ is referred to. Colectomy (or subtotal colectomy)is the acute procedure undertaken in
colitic patients not responding to medical therapy. This patient group do however frequently progress for
further complex pelvic surgery for either restorative proctocolectomy (ileal pouch) or completion
proctectomy. In ileal pouch procedures a temporary ileostomy is generally used &€ requiring reversal at a
later date. As such, colectomy is often the start of a surgical journey taking 12-24 months to complete. This
represents a significant punctuation point in young adultsa€™ lives. In addition, the treatment failures
associated with ileal pouch surgery require due consideration. Certainly, much of the published literature
reflects the outcome from expert centres and it is likely that outcome is worse when the national
perspective is taken. In addition to the above, it is established that female fertility is reduced substantially in
ileal pouch surgery. Furthermore, approximately 10% of patients undergoing pouch surgery suffer such bad
complications or outcome that they either never have their stoma reversed or they require further surgery to
revert back to a stoma.
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The economic costs of surgery

The direct cost comparison of surgery and biological therapy assumes equivalence of outcome. As stated
above, the full cost of the surgical treatment journey requires inclusion. In addition, the outcome of surgery
- either a permanent stoma or an ileal pouch, are unlikely to represent to patients an equivalent outcome.

Patient

England

| have been diagnosed with ulcerative colitis for 19 months. | have been admitted to hospital twice. For we
stays whilst they try to get it under control. It never goes away for any longer then 6 weeks max. | no longer
take predisolone as | have had to many courses of them. | am now on azathioprine along with asacol
tablets and asacol enemas and calcium and vitamin d tablets and iron tablets. Azaiathioprine | have been
on for 5 months and it is not having an impact. | have been clinging onto the hope that all is not lost as they
could still try infliximab. During my last hospital stay | was going to the toilet 30 plus times a day. My hands
wrinkle like | am sat in a bath from the dehydration and | resemble an 80 year old lady bent over in pain
and a wrinkled face when it gets to its worst. | work full time and have a you young family to look after. | am
32. Sometimes it's hard to stay positive as | feel so exhausted though the thought of infliximab still being
there as ann option has helped me hold on and keep going. If it's not available on the nhs i don't know what
the answer is. | guess | should just start planning on next step loosibg my colon which | hoped would never
come. | really hope this is reconsidered as he effect of removingbir from the nhs would have on myself and
other ulcerative colitis suffered more negatives and no positives that | am aware of.
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NHS Professional

England

What appears not remotely considered is the fact that colectomy with ileostomy or with ileo-anal pouch
formation are profoundly debilitating surgical procedures. The obvious debilitation caused by an ileostomy
aside, colectomy with ileoanal pouch - at its best - leads to a frequency of bowel openings comparable to
moderate UC, and - at its worst - to pouchitis (up to 20%) that is frequently treatment-refractory with extent
of symptoms often indistinguishable from active UC. This assessment does not even take into account the
risk for immediate surgical complications including those on the reproductive tract in mostly young patients.
There is no way such surgical therapy could possibly be considered ‘curative'.

UC has clearly become a well medically treatable disease. Clinical trial data on short-term and long-term
clinical efficacy of anti-TNF, especially infliximab and golimumab, are overwhelming, and corroborated by
even better data from 'real-life' analyses from a variety of healthcare settings (the latter is not entirely
irrelevant given the risk for recruitment bias in randomised controlled trials in chronic diseases where a set
of therapeutic options is available). Consequence of that is the wide adoption of anti-TNF in clinical practice
in all European, North American, and the Australian healthcare systems; e.g. | am not aware of a publicly
funded healthcare system in Europe that would not pay for anti-TNF in UC. This includes low-medium
income southern and eastern European countries with a fraction of the economic prowess of the UK. This
leads to the obvious question whether withholding an effective, ~20 yr old treatment such as anti-TNF from
the UK UC patient population, at a time when infliximab has even already come off patent and is
reasonably priced (especially for a biologic, and compared to recently introduced medications in other
indications), would need to be considered negligent.

This fundamental question aside, evidence from other healthcare systems that have adopted (indeed
widespread) use of anti-TNF in both CD and UC (making it a standard treatment option for both diseases)
suggests that the economic burden of IBD has actually not increased, but has led to a shift of spending
from in-patient and surgical procedures towards medications (see e.g. van der Valk et al, Gut 2014). |
would argue that these data derived from a real UC patient cohort is substantially more robust than the
projections underpinning the cost-effectiveness analysis provided in this consultation document.

| have been lead author of one of the early anti-TNF pilot studies in UC (published 13 years ago in 2001!),
have contributed to the pivotal trials, and have widely used anti-TNF for the treatment of UC up to my
recruitment to the University of Cambridge / Cambridge University Hospitals NHS Foundation Trust in
2011, and hence have had the opportunity to gain broad clinical experience with these therapeutics. These
therapies, though not yet perfect, can make a massive difference in the lives of patients suffering from UC,
and | am adamant that we can no longer afford to actively withhold this type of treatment from our patients.
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European Crohna€™s and Colitis
Organisation

Europe

The European Crohnad€™s & Colitis Organisation (ECCQO) would like to express substantial concern that
the Appraisal Consultation Document considering the role of biological treatment of ulcerative colitis (MTA
UC - revTA140, revTA262, golimumab (2nd line) [ID695]) would uniquely disadvantage patients in the UK
compared to other European countries where such treatment is made available.

The Governing Board of ECCO (www.ecco-ibd.eu), which is the largest forum for specialists in
inflammatory bowel disease in the world, does not consider that NICE has taken account of all the relevant
evidence, nor made a reasonable interpretation of the clinical and cost-effectiveness evidence, nor
proposed sound recommendations.

The reasons are:

a€¢  The dominant impact of treatment-refractory ulcerative colitis on young people is ignored, although
this is the group most likely to benefit from anti-TNF therapy since they have disease of shorter duration
and are most adversely affected by surgery

a€¢  The trial populations do not represent UK or indeed current widespread European practice, which
reserves anti-TNF therapy for patients with objective evidence of disease activity. Such patients are more
likely to respond

a€¢  The limited alternatives &€“ other than colectomy 4€“ may not fully have been understood. The
majority of patients with moderate or severe UC that fail conventional therapy would undergo surgery, and
not be maintained under conventional therapy as the model has assumed.

a€¢  Avoiding colectomy is one of the highest priority issues for patients with UC

a€¢  Cost and quality of life data following total colectomy, ileo-anal pouch operation, or permanent
ileostomy have been appreciably underestimated and are quite distinct (for instance) from segmental
resection for Cronna€™'s

a€¢  The results of surgery are suboptimal. The estimated dysfunction of permanent stomas or pouch
surgery indicate a dysfunction affecting QoL in one third of individuals. However all these results come from
highly experienced units; the proportion of patients with poor quality of life after surgery is higher if
operations performed in all centers are considered

a€¢  Reduced fertility is observed in 30% of female patients have not started or finalized their family
planning and impotence in around 2% of men following pouch surgery. This has not been taken into
account in the QoL modelling

a€¢  The pouch failure rate after surgery (25% at 25 years) has been ignored.

&€¢ A diagnostic approach, including flexible sigmoidoscopy, biopsy and clinic visits and treatment of
acute and chronic pouchitis is frequently needed (up to 40% of patients) resulting in additional costs
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&€¢  Concern about an increased risk of dysplasia and malignancy have been observed in the cuff or
pouch means that surveillance programmes after pouch surgery are comparable to those patients with
longstanding UC and no surgery

a€¢  Patients with distal colitis or proctitis, have not been considered separately, although it is in this
group that anti-TNF therapy may be most appropriate. This is not because there are any data to suggest
greater efficacy, but because removing the colon ( a large part of which will be normal) is a really radical
step when there is potentially effective treatment untried.

a€¢  Aninappropriately high ICER for anti-TNF therapy has been applied, because the SCHARR model
used by NICE does not reflect the use of these drugs in clinical practice. Furthermore, achieving deep
remission (mucosal healing and clinical remission off steroids) identifies a group of patient in whom it may
be possible to stop anti-TNF therapy, which has not been considered in the model.

European Crohnd€™s and Colitis
Organisation

Europe

a€¢  Primary treatment failures and those who lose response (who would stop treatment after a defined
period and resort to experimental therapy or colectomy) have not been considered in the model.
Furthermore, the pricing mechanism (for instance, reimbursement of golimumab costs for primary failures)
appears not to have been factored in

a€¢  Applying strict stopping rules not only at 1 year for those in remission, but at week 12 4€* 14 for
non-responders should contain costs

&€¢ It would be surprising if the ICER for using anti-TNF treatment for ulcerative colitis was so widely
different to Crohnd€™s disease, especially because colectomy would be far more common for treatment-
refractory disease than surgical resection for Crohna€™s.

&€¢  Disallowing treatment of UC with anti-TNF agents in spite of randomized-controlled trials and
postmarketing experience that have shown improved quality of life and avoidance of colectomy would
make the UK an absolute outlier in Europe

&€¢ ECCO, as a society, is closely concerned that patients with this chronic, debilitating disease get the
same access to health care cross Europe: if NICE confirms its current position in the ACD, effectively
denying access for UC, this will heavily discriminate against patients in the UK

We sincerely hope that NICE will re-evaluate their guidance. ECCO is happy to contribute constructive
comments on further iterations of the guidance.
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Carer

No

My 15 year old son has suffered his whole life with epilepsy & mild autism and when he was first diagnosed
with ulcerated colitis this was further aggravated by the stress he suffers due to his underlying health
problems. His ulcerated colitis is now acute and is not only in his bowel, but also in his stomach and
esophagus too. Great Ormond Street hospital has recommended treatment with the use of infliximab as a
last resort, and the consultant believes that this has a high possibility of alleviating my son's symptoms, the
only other option would be to have colostomy bag. My son has been through enough during his short life,
with the other medications provided (steroids, Salofalk, Imuran) giving him so many side effects, and he is
now losing his hair He has the most miserable of existencies when he is suffering a flare up of his
symptoms, (which occur whenever he's not on steroids) and he deserves the chance to have as normal life
as is possible. If the infliximab treatment successfully treats the symptoms then he should have every
entitlement to continued treatment once he can no longer be seen at Great Ormond Street (when he's 16
?). Itis a disgrace that the NHS do not intend to support this treatment on account of the cost, especially
since they do so for Chron's disease where the symptons are identical and as life changing as those
suffered by my poor son. | would urge you to rethink. Thank you.
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NHS Professional

| belive the CEA modelling is flawed. Colectomy has signficant morbidity and complications (including

England psychological and fertility) and most of my patients have ongoing problems. This is not reflected in the
model, and certainly requires a reduced QALY
Carer
| am the father of a 9 year old boy, [JJJJll]. who suffers from severe Ulcerative Colitis. We spent 2 very
N. Ireland worrying months, July/August 2013, in and out of hospital trying to get his condition under control. Then

another month early this year dealing with a severe flare-up. With UC there is not definitive 'fix' to get the
condition into remission and in the case of my son the use of infliximab is key to his continuing remission.
Without infliximab the only alternative would be irreversible surgery, an ileostomy, which would be
devastating for a 9 year old and severely affect his quality of life. We need to keep our son well, so that his
body can grow naturally and we don't have to resort to an irreversible treatment, when a better treatment
may be discovered round the corner.
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Patient

England

As someone who has Ulcerative colitis | struggle already and I'm taking the maximum dosage of
Azathioprine that's safe for my weight. If that option fails me and these new rules come into effect | might
as well go kill myself because there won't be any other options left but to have my insides removed, why
should | have to go through that at just the age of 25, not when they're are other options out there?

Patient

England

| am a former u.c sufferer whose case was taken to the board on a recommendation for infliximab. My
condition was so severe | was housebound, made at least 50 trips to the toilet per day and had constant
pain that could not be controlled. | was granted permission to trial the drug for my condition. It gave me
temporary relief of all symptoms and allowed me to travel abroad on a family holiday. Unfortunately in my
case it did not cure my symptoms on a long term basis and left with no viable options | had surgery (sub
total colectomy with ileostomy) although infliximab didn't work for me it did give me my life back for a brief
amount of time and it allowed me to be pain free and to feel normal. U.C sufferers should be allowed a
chance to trial a drug that could save them the pain and misery of this terrible disease and the physical and
psychological problems that can stem from surgery.

Patient

England

| am currently receiving Infliximab treatment for my colitis at St Richard's Hospital. | have this treatment
every 6 weeks, and for me the treatment works after about a week helping to reduce my symptoms and
give me a better quality of life. | am also a university student in my final year, and personally infliximab is
crucial to help me to feel well enough to complete my work. | do not understand why you are even
contemplating taking away a drug that clearly has such a huge impact on people's lives. | cannot afford to
waste time in trying out new drugs that may not even be as half affective as Infliximab is, and end up failing
my degree due to not being well enough. | understand that it is expensive but then so is this review wasting
precious time and money on a matter that has greater benefits than drawbacks. | cannot stress to you
enough that this is added stress and fear of the unknown as to what may happen to our treatment, will not
do sufferers of ulcerative colitis any good, personally stress is a major trigger of flare ups, and what with it
being my final year at university, and now the uncertainty of my medication and treatment, | am guaranteed
to feel the effects. All | ask is for you to put yourself in our shoes, have the fear shoved in your face out the
blue, have vital options and choices taken away from you for what? You're happy to help people who are
obese, or smokers who now have ill health because of their life choices. We did not choose to have a
chronic illness, we feel we get treated unfairly? | have always had very healthy lifestyle | try eat a good
balanced diet. | just hope that yourself or any of your loved ones never have to suffer with this chronic
illness and become dependent on vital medication such as infliximab.

Patient

England

| am a sufferer of relatively severe Crohns and Ulcerative Colitis. | am currently in a remission period
thanks to treatment with Infliximab and Azathioprine.

Previously | was treated with Steroids in the short term, followed by Azathioprine to maintain remission,
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however a series of flare-ups have demonstrated that Azathioprine on it's own will not control my
symptoms, and as a result my condition has worsened. Having been placed on a course of Infliximab, my
health has returned to normal and my condition is stable. | have no notable side-effects from the treatment
and can live a totally normal life without concern for diet or lifestyle in relation to my condition.

Without this treatment, my quality of life, my business and my family are all seriously affected detrimentally.
I would urge NICE to recommend the continuation of this treatment through the NHS as it provides the
difference, for me and many others, between a normal life and one of significant pain and misery. In fact
without this treatment, or a very similar form of treatment, both my consultant and | feel that my condition
could potentially prove fatal.

You hold the quality of my life in your hands - please make the right choice and retain these treatments so
people can live normal lives despite this horrific condition. Thank you.
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Patient

England

| have suffered from UC for 3 years. | am 33 years old and have two young children. Since my diagnosis |
have struggled to achieve remission. | have had more than 8 courses of steroids over the last three years and
azathioprine has failed to help. | was hospitalised from May to August of this year suffering from a nasty flare
up, | was malnourished, neutropenic and very very unwell. Infliximab has dramatically helped and finally after
my fourth dose just two weeks ago | am getting my life back. Steroids have huge negative side effects for me
including mania, insomnia and acne. Infliximab does make me tired for a day after the infusion but | can not
speak more highly of it and urge you to recognise how much of a life changing medication it can be. | have
been unable to work due to my colitis but am now hopeful | can return to work in the near future.

Patient

N. Ireland

N/A

My name is || I 2nd | am aged 24. | was diagnosed with Ulcerative Colitis (UC) in September
2010. Since January 2010 | was stricken with the associated symptoms of Ulcerative Colitis and was on a
waiting list for investigations, since at the time it was a new presentation and no diagnosis was yet made.
When September 2010 came | still had not had the investigations and by that time | had lost almost 3 stone in
weight, my haemoglobin count was around 6.0 and | was unable to get out of bed and care for myself. This
was in addition to the usual symptoms of UC, with which, | was visiting the bathroom up to twenty times a day
and during each visit | was suffering from diarrhoea, bleeding and vomiting, constantly. | was pretty out of
reality and was taken to the Emergency Department (ED) at Craigavon Area Hospital (CAH) by my parents. At
that time | was seen immediately in Resus. The next day | was sent for investigations and was diagnosed with
UC. During my stay in hospital there were numerous complications and due to the seriousness of the illness |
experienced cardiac events due to the extremely low haemoglobin level. | was started on treatment and after
a few weeks it began to settle whilst | was an inpatient but it took me months to recover. Having said that, |
have never fully recovered. UC has changed my life.

For the following year | was in and out of CAH ED like a frequent flyer, being admitted for each presentation. |
was put on oral steroids, IV steroids, IV antibiotics to name but a few. Often | was taking up to ten tablets a
day. My UC is extensive which affects the entire of my colon, from one end to the other. None of the many
medications | was being pumped with were working. Yes, they sometimes worked at the beginning but as they
were tapered off the UC came raging back. | was commenced on Azathioprine which did help to keep the UC
in remission for longer but unfortunately | developed Pancreatitis due to it and therefore had to discontinue it.

In the Summer of 2011 | was started on a three dose regimen of Infliximab at CAH as an inpatient for the first
dose and as a day patient for the subsequent two doses. It immediately worked. | was in remission for over a
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year. This was the first time | felt some sort of normality. | could actually go about my business like a normal
person again without having to plan my day out around toilets. In addition | actually had the energy to do basic
daily activities without them draining the life force out of me. The period of remission eventually came to an
end and low and behold the UC came back. | received a second set of three doses of Infliximab and yet again
it worked immediately.

At the time of diagnosis | was in second year of a BSc (Hons) degree in Biomedical Science at Queens
University Belfast (QUB). | was absolutely determined to finish the degree and thankfully was able to but at a
great cost to myself. There were many periods | was unable to attend university as | was an invalid in bed and
unable to care for myself due to the sheer systemic effects UC had on me, namely severe fatigue due to
anaemia. | always pushed myself to return to class as soon as possible and was thankfully able to complete
the degree but with great difficulty. | achieved a high scoring 2.1 Hons degree but my tutors believe had | not
been stricken with UC | would have achieved a 1st class Hons degree. After QUB | became a Healthcare
Assistant in the Royal Victoria Hospital (RVH) for two years mainly working on the Endocrine Ward but
moonlighting in the ED as well. During that employment and previous employment | have had to take weeks at
a time off work due to flareups, yet because | was determined not to let the UC control my life | continued to
fight it and held my employment positions. Whilst | did fight, there were many times where | near gave up. |
simply cannot stress the effects UC has on onea€™s life. *Continuation in comment 2*
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Patient

N. Ireland

N/A

*Continued from comment 1*

As | mentioned above, it is not just the associated symptoms of UC that affect one, it is the systemic issues as
well. | believe a lot of healthcare professionals and researchers forget about this or perhaps dona€™t even
realise it. UC is a crippling illness. Even the medication that one takes to combat UC causes serious
detrimental effects on the body. | have been on high dose steroids for far longer than | should have, simply
because nothing else was available or working. Stemming from this | have a number of side effects from the
steroids.

Against all the odds | am now following my dream. | have since moved on from RVH and am now in first year
medicine at Trinity College Dublin (TCD). It has been sometime since my last flareup but | am constantly
(every day) afraid that it is going to come back. Sorry, | should rephrase that since | know for a fact it will come
back, itd€™s simply a matter of when. Most often it starts during times of increased pressure and stress such
as at examinations. | am terrified | wona€™1t be able to follow my dream of completing medical school and
becoming a doctor. Although | am well and &€cein remission,&€+ | use that term loosely, | still am not myself. |
have never been myself since this first began. During remission when | am &€cewelld€- | still lack energy. |
still visit the bathroom up to 10 times a day. | still feel nauseated. | still experience abdominal cramping. |
sometimes sitill feel like giving up. Having said that, 12€™ve got used to the daily pain but | simply cannot get
used to the fatigue because it is the main thing stopping me from achieving my full potential. Often many times
| come back from classes and simply crawl into bed because | am so exhausted. | constantly tell my friends
that | cannot come out. | have to prioritise my life, my medical degree comes first and whilst | know the
importance of extracurricular activities and socialising, most of the time this simply has to be forgotten about
because otherwise | wouldn't be fit for another day of study.

Having a hand in the medical field | am aware of the financial constraints on the NHS and from working in the
RVH | have experienced first hand what doctors, nurses and other healthcare professionals are faced with. |
get there is a lack of funds but surely there are other ways to save money than withhold medications that have
the potential to change peoples&d€™ lives. Colectomy was put to me as an option for solving the issue. | was
astounded at the start and for a long time | never considered it an option. In fact | still don&d€™t really consider
it an option because | know there is a medication out there (Infliximab) that works for me. Having said that,
during times of extreme flareups sometimes | just wonder if | should give up and have the surgery? But then |
think to myself, why should | undergo major surgery when there is a more effective and appropriate alternative
available. I1t&€™s like saying to a patient who has a broken leg, &€ceSorry you're leg is broken, we need to cut
it off because its much easier for us.&4€+ | feel that there is a sense of taking the easy way out and the
cheapest method. Who cares about the patient who will have to defecate into a bag for the rest of their life and
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probably have continued issues relating to major surgery and ilestomy problems? Certainly those who are in
positions of decision making had they experienced what Inflammatory Bowel Disease (IBD) suffers experience
| am certain there would be a push towards doing as much as we can for UC sufferers. | know that Infliximab
is a huge cost per infusion but if it is a medication that could potentially work for UC patients why not give
them the opportunity to try it and avoid the life changing event of colectomy. | also acknowledge that it may
not work in every individual but that is also true for many other medications, so why should Infliximab be
withheld for UC patients. *Continuation in comment 3*

Patient

N. Ireland

N/A

*Continued from comment 2*

. Surely in the long run if Infliximab was available sooner to UC patients this could potentially save money as
there would be less hospital admissions, more free hospital beds, less secondary conditions developing and
SO on. Surgery is not an option for many and it would seem that Inflixmab might have the potential to alleviate
a lot of pressure on the NHS.

What also confuses me is the fact that Inflixmab is given to Crohn&€™s Disease (CD) patients and not UC
patients. Yes for the most part, CD and UC can be definite. Yet there is an emerging number of people who
are classed as Indeterminite because quite often the symptoms of CD and UC overlap. Granulomas are
present in 60% of CD specimens but are never present in UC specimens; therefore, their presence is specific
for CD but only in 60% of cases. Therefore someone could actually present with CD but be diagnosed with UC
based on this information, provided other factors agree. Aphthous ulceration is considered unigue to CD
however | am plagued with serious mouth ulcers, particularly during flareups and prior to a flareup starting.
These are just two examples, | could go further into the scientific journals to back up my point but | simply do
not have the time as 1st year med is proving to be very intensive. Because UC and CD have the potential to
be so similar it seems strange that UC patients do not have the potential to access Infliximab. In fact
sometimes the medications that are used to treat CD and UC are the same, up until the biologics, and beyond
those only CD patients have regular doses of biologics. Yes there is currently the option of three doses of
Infliximab for UC patients but it is slightly worrying that UC patients must be acutely unwell before they
actually get the three doses. That is quite sad that we allow someone to get so unwell before we give them
medication.

| believe not enough is being done for UC specifically. IBD is not pleasant, many people don&€™t want to talk
about their toiliting habits and | believe that this is why there is not as much coverage on IBD. There are a lot
more expensive treatments available on the NHS and even some cosmetic treatments available, yet for some
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reason UC patients cand€ ™1t access potential life changing medication.

In conclusion, | believe more research needs to be done into UC and possible treatments but | believe that
under current knowledge there is the potential for Infliximab and associated biologics to work in UC and if they
don&€™t, thats fine, stop them for that patient but at least give them a go in UC patients instead of just
confining us to carry a ilestomy bag for life. | have tried to outline the seriousness of UC, how it is life changing
and that it rarely stays in remission for a length of time. | would like to emphasise the point that UC has
changed my life and | have never been the same person simply because my flareups are so frequent. UC
patients suffer chronically and daily and more needs to be done for us. | genuinely believe from experience
and from knowledge gained working in healthcare that Infliximab will work in many UC sufferers.

Patient

N. Ireland

N/A

| am a member of the IBD patient panel based at |

We campaign for better treatment and care for IBD patients in conjunction with an
IBD nurse and relevant medical and nursing staff. We all believe that the current proposal by NICE is
unacceptable.

Below is a short paragraph from another of our members:

| am a IBD patient since 1979 and throughout this time | have received conventional treatments. Over the
years it proved difficult to achieve sustained remission and surgery in 1990 resulted in a stoma which has
been resited in 1998 and more recently in 2010.1 often wonder if my 'journey' could have been very different
with the use of biologics. From conversions with others who currently use them and enjoy all the benefits that
they bring, | would see the cessation of their use as a backward step and ask that very serious consideration
be given to the quality of life of such patients especially in the 15 to 25 age group - h
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Patient

| am writing regarding the proposed NICE review of biologics for Ulcerative Colitis (UC) and wish to put
forward the following comments:

| was diagnosed with UC in 2007. Since then | have tried various treatments, namely Mesalamine, which | am
intolerant to and Azathioprine, which also made me ill. This leaves me with few choices. During hospital
consultations, a very limited course of Infliximab was discussed as a possible medication to try, but after this |
would not have been offered any more. | did not feel this was sufficient. As my UC is untreated, it has
resulted in me suffering from contamination OCD and also severe depression, This and the lack of suitable
medications available to treat UC has had a very negative effect on my life being unable work or attend
university. If the possibility of being given Infliximab is taken away, | fear the only option left would be
surgery. | do not believe this would be a viable option as | am only in my early twenties. As new treatments
are being researched all the time, | do not want to live the rest of my life with the results of surgery, especially
if this medication could be given to prevent it.

Patient

England

| was admitted in to hospital, suffering from sickness, bloody diarrhoea, fatigue and extreme dehydration. |
had two flexible sigmoidoscopya€™s, the first one showed some mild erythema in the rectum and sigmoid. |
was prescribed intravenous steroids, prednisolone and masalazine but my symptoms continued to get worse,
passing blood continually. A repeat flexible sigmoidoscopy was done which showed possible sparing in the
rectal sigmoid with more significant inflammation higher up resulting in me being diagnosed with severe
ulcerative colitis. | was started on a course of 6-mercaptopurine and co-trimoxazole.

By this time | had been suffering from symptoms for over a month. | was told that my daily blood results had
shown my haemoglobin levels to be very low and the doctors had decided to give me a blood transfusion.
However that evening | collapsed and was placed on oxygen. The nurses said | had lost over a litre of blood
just from that one visit to the toilet. | continued to experience strong stomach pains and lose blood throughout
the night resulting me having a blood transfusion and being looked after by the critical care team.

The surgeon gave me the option of surgery or starting the rescue therapy of Infliximab. | did not want surgery
under any circumstances and opted for infliximab.

| started to improve immediately and a couple of days later my bleeding had virtually stopped and visits to the
toilet decreased. | remained symptom to free for some time, managing to gain weight after dropping to 5 half

stone and returned to work fulltime. | unfortunately suffered a relapse and once again conventional therapies
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did not work and infliximab did, putting me back into remission again. | am grateful that this review does not
involve stopping infliximab as a hospital rescue therapy. However, | have very serious concerns about
stopping funding for maintenance therapy.

Just looking at all 128,000 people with ulcerative colitis and putting a price on it is very crude and is going to
miss out people who don&d€™t fall in between the guidelines. The cost effectiveness review of infliximab does
not take into account the circumstances of individual patients and some people are going to suffer. | sincerely
hope that NICE will investigate which patients do benefit from infliximab as a maintenance therapy because
for many patients it does work effectively.

My own experience shows conventional therapies currently available on the NHS to treat ulcerative colitis do
not always work and the drug infliximab does work. It was positive and effective in controlling my condition,
enabling me to live a normal life again. If this is taken away then what option is left for myself and people in
the same situation when conventional therapy fails?

| therefore urge NICE to support the use of infliximab has a maintenance therapy and continue to fund the
drug on the NHS, enabling to give life back to thousands of ulcerative colitis sufferers like myself.

Parent of a UC sufferer

N. Ireland

My sons was diagnosed with severe pan colitis inJuly 2013. He was in hospital for 30 days during that July
and August trying to get his condition under control and into remission .

He was given I've steroids on two occasions and two different asa s to try which he reacted to so the asa s
had to be discontinued.

As a final resort his consultant decided to put him on a programme of infliximab infusions which he now
receives every two months, the only other option for him at that time would have been to have surgery and
therefore have a bag until he was at least sixteen. This would have had a devastating effect on him both
emotionally and physically which | believe would have affected him for the rest of his life.

Infliximab is the only medication which has kept him well and able to lead a normal life for an outgoing lively
fun loving nine year old boy.

If this drug was removed | feel he would face surgery which would result in a much poorer quality of life for
him, myself, my husband and his twelve year old sister who was an amazing daughter and sister during his
time spent in hospital and away from her immediate family.

Please consider the quality of life this vital drug can give to UC sufferers, my son is a perfect example of this!!
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Patient

England

NICE Review of biologics for Ulcerative Colitis

Thank you for the opportunity to comment on your draft guidance on the use of biologics for the treatment of
moderate/severe Ulcerative Colitis.

| am extremely concerned by the draft recommendation that infliximab, adalimumab and golimumab should
not be available on the NHS for the treatment of moderate to severe Ulcerative Colitis (UC) where
conventional therapy has failed. This is limiting the availability of drug treatment for UC for patients who
might benefit greatly from the availability of these drugs and is therefore a step backwards in the care and
treatment of UC.

Where successful drugs can make a significant difference to the quality of life for patients with UC. For those
of us who live with this disease the impact of remission on our lives is significant. When the disease is active
a normal life is just a memory - the diarrhoea, pain, blood loss, constant (often urgent) trips to the toilet,
disruption to sleep can intrude on all aspects of life. Remission leads to improvements in one's relationships,
home life, ability to have a full working life and general well being, not to mention improvements in self
esteem. It is difficult for those who do not have IBD to appreciate how debilitating this disease can be, not just
from all the symptoms described above but also from the unacceptability by general society of having a bowel
disease. Self esteem is often at a low - not only do you have to manage this yourself but also, putting it
bluntly, the reactions of others to the urgency, smell and noises associated with UC can be maost unhelpful
and humiliating. Reducing the options available to treat UC is most definitely a backward step.

I have lived with UC for thirty years and if my current conventional drug therapy fails then my options would be
further limited. Over the years | have seen new and improved drug treatments for UC, why go backwards?
This is particularly true for the treatment of young people with UC, for those at school or college or just starting
out on their working life and permanent relationships. Appropriate treatment to enable these young people to
complete their education and realise their potential is so very important.

It is so important that active UC be brought under control to lessen the risk of developing bowel cancer.
Clearly surgery is always an option but this brings with it risks and long term costs, and, particularly for the
young, further potential issues with self esteem. This was a very real prospect for me when first diagnosed.
At the time | had only just secured my first job in my chosen career , in a new area without friends or family
nearby to support me and | do not know what impact that would have had on my mental health.

| note that biologics are not currently generally available to patients with UC, requiring exceptional funding.
This is in contrast to Crohn's Disease where biologics are widely available for treatment. Whilst it remains that
the causes of both diseases remain unknown, they share common genetic factors. | find it inconsistent that
treatment available for Crohn's is not available for UC when there is often an overlap between these diseases
and their treatment (and diagnosis may change. It has been suggested to me that my UC is more typical of
Crohn's).

| believe that NICE should give a positive recommendation for NHS funding for these biologic drugs to be
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available for the treatment of moderately or severely active UC after the failure of conventional drugs.

Patient | have severe ulcerative colitis and have just managed to get it under control this year with infliximab if this is
taken away treatment will stop which seems completely unfair leaving me with no options as have tried
England everything else!
Patient
| have had UC for over 3 years now, over time it became evident that my symptoms were getting worse
England despite the drugs that | had been put on (mainly azathioprine) and it got to the point where | was really quite

ill. That's when, after steroids had calmed my symptoms down, | got put onto adalimumab/Humira, pretty
much my last chance to avoid surgery. It's still early days for me but in general my symptoms are currently
tolerable - whilst the effects of UC are utterly horrendous and have had a significant impact on my life if | can
keep going as | am with the help of Humira in my opinion this is a far better option than surgery. For me the
main issue with UC is the frequency of toilet visits, I've been lucky enough not to suffer in too many other ways
(e.g. pain, fatigue), if | end up having to have the operation(s) it will involve a significant amount of changes to
my life, the pain of the surgery and recovery, having to take a long time off work and from what | can gather
about life following the surgery (either with a stoma bag or a J-pouch) in my case I'd be no better off in terms
of quality of life, in fact it may even be worse - one problem would have been solved (the diseased part of my
colon would have been removed) I'd still be left with as many or more than before (such as having to live with
a stoma bag, or still having to go to the toilet as often following having a J pouch for example). I'm only 30 and
still feel young, from my perspective any drug therapy is preferable to surgery as | still want to feel young and
like | can do what | want, the fact that these drugs do work for some people makes them invaluable to them -
you cannot understand the impact UC has on someone unless you have it, it is a truly depressing condition,
the prospect of being denied a drug that could help you live a life as close to normal as possible in favour of
major surgery that isn't exactly a pain free process that works brilliantly would just make things worse. |
appreciate that there isn't a bottomless pit of money to pay for expensive drugs for every condition, but to
deny UC sufferers the option of using these drugs when other therapies has failed is to basically force those
people to have surgery and to put up with the problems and consequences involved - which in some cases
will lead to a drastic reduction in that person's quality of life, not for a few months or so but for the rest of their
life. For some the surgery is the right thing to do, but for some it isn't unless all other options have been tried
first. Please consider that this is a decision that can adversely affect people for the rest of their life, which
could be many decades, it's not something that they'll just get over.
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NHS Professional

England

In our experience, the use of anti-TNF (infliximab) therapy in appropriate patients has improved patient
outcomes, quality of care and promotion of safe patient care through:-
&€¢  Areduction in the risk of complications and co-morbidities associated with severe ulcerative colitis

a€¢  Impacts on health inequalities through equitable treatment access (to people with CD)

a€¢  Improves outcomes, quality and/or safety

&€¢ Improves patient experience. The treatment can potentially reduce the need for repeated hospital
admissions for the patient group in question, thereby improving quality of life and allowing them to be
managed in an outpatient setting.

NHS Professional

England

1. The appraisal does not address the direct and indirect costs of diagnosis. For example, loss of
earnings, loss of education and the longer term socioeconomic effects of these; and it may have
underestimated the impact of poorly treated disease on health. As a tertiary centre, we have significant
contact with people diagnosed with Inflammatory Bowel Disease (IBD) and raise concerns on behalf of
patients with Ulcerative Colitis (UC) who feel their treatment options are unequal to those with Crohnd€™s
disease (CD).
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NHS Professional

England

2. Review of the current consultation document does not address medical options after failure of
conventional therapy. The overarching aim of UC management is to achieve steroid-free remission. The
consultation assumes that patients will respond to a re-trial of medications to which they have previously been
refractory. Clinical experience tells us this is not the case. Therefore the current document does not provide
options for patientsd€™ refractory to conventional therapy who are unsuitable for, or unwilling to have,
surgery.

This raises concerns regarding this emphasis within the consultation which appears to advocate prolonged
use of steroids in this patient group which contradicts local, national (BSG) and international guidance (ECCO)
for the management of UC. It is well documented that the repeated use or long-term exposure to steroids is
associated with potentially irreversible complications including osteoporosis, diabetes, hypertension,
increased susceptibility to serious infection, adrenal insufficiency and hepatic and ophthalmologic effects.

It is not clear that the economic models used have taken these factors, and subsequent costs of managing the
long term effects of steroids, into account. The modelling tool also does not appear to have considered the
financial impact when patients are unwell such as the loss of earnings, lack of productivity, loss of education
and general impact on family life. People with chronically active disease may be unable to work, or work full
time due to severity of symptoms, such as urgency, faecal incontinence or fatigue.

NHS Professional

England

3. The appraisal document does not seem to realise the impact of pelvic surgery on fertility. The
economic model made the presumption that 47.3% and 5% of patients going to colectomy will develop
transient or chronic post-surgical complications respectively. With regards to colectomy and llea-anal pouch
procedure (IAAP), the British society of Gastroenterology Guidelines (2011) state that complication rates can
be significant and pouchitis remains a persistent and difficult problem following surgery, therefore incurring on-
going costs through complex medical and often surgical management and follow-up. The guidelines go
further to state fecundity of young women may be reduced by 40-50% following IAPP, probably as a result of
pelvic surgery and subsequent pelvic adhesion and that an exploration of alternative medical or surgical
options should be undertaken in women of childbearing potential before IAPP. The European evidenced-
based consensus on reproduction in inflammatory bowel disease (2010) report that pelvic surgery may lead
to impotence or ejaculatory problems in men and that those who undergo ileoanal pouch surgery for UC, may
experience retrograde ejaculation and erectile dysfunction. In addition ECCO guidelines (2010) conclude that
the fertility of women with UC was reduced after restorative proctocolectomy, suggesting a a three-fold
increased risk of infertility compared to medical management. It is essential that the scope of this document
considers surgical management beyond initial colectomy.
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Patient

| am flabbergasted that these drugs are being withdrawn which means | have no effective medication open to

England me during periods of UC flare up. Please advise how you are to deal with prolonged periods of bleeding, pain,
stress, family stability and time away from work that will result. The medical professionals, not NICE, are very
much against this approach. You are not considering the wider implications of patient welfare and cost to the
nhs overall. You must rethink .

Patient
Having Ulcerative Colitis is a terrifying, not knowing what day of the week you will land up in hospital is no

Wales quality of life. Being housebound and afraid of the outside world due to the embarrassing symptoms is bad

enough without having the threat of invasive surgery looming over my head! | strongly urge you to continue
offering such VIRAL medications that are proven to work!! These medications could one day be a lifeline for
me as they are for many others. You are not only taking away my shot at a future you're ultimately forcing me
into having MAJOR INVASIVE SURGERY with the possibility | may die or if | am spared | may die from the
complications that surgery brings. | can't believe my fate lies in the hands of whether these drugs that are
proven to work may not be offered due to cost!! | DID NOT CHOOSE THIS TORTUROUS EXISTENCE unlike
many who becomes obese or have breast enlargements, nor am | smoker, alcoholic or diabetic who have
complete control over their lives and outcomes. | did not choose this way of life and | guarantee many
thousands of people suffering with Ulcerative Colitis have already contemplated suicide...if many contemplate
suicide as a better alternative to living with this illness surly that is enough of an example as to the HUGE life
changing impact this illness has on an individual. Why take away hope and peoples lifelines, who gives you
the right to send thousands to surgery when it could be prevented due to cost. What an absurd idea to even
have a debate. As a tax payer of many years | WANT ACCESSIBILITY TO THESE DRUGS WHICH ARE
PROVEN TO WORK!
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Patient

England

As a patient who has UC and has been treated with Infliximab, all be it privately through health insurance, I'm
very concerned that this treatment will not be made available to all suffers who do not respond to conventional
medicines as myself. My experience of Infliximab is indeed that it is a wonder drug, one that prevented
surgery and effectively brought a normal life back to me.

| was diagnosed with UC finally after 2 years of visits to my GP where very little was done, | managed to
persuade my GP to refer me to a consultant, * in August 2012 where the disease was
confirmed, after treatment with Asacol, Salofalk, Prednisolone and Azathioprine failed to control the condition
over the next 12 months the decision was made for me to begin a course of 3 Infliximab infusions over a 6
week period.

There was an improvement a short while after the first infusion, with the condition finally under control by the
end of the 6 weeks, and has been in remission since then simply controlled with Asacol and Azathioprine once
daily.

It is not difficult to relay the difference that Infliximab made to my life, | could return to work on a normal basis,
which as it happened was working on Bristola€™s new super hospital, rather than pretty much confined to
home working, it meant that normal bowel function was returned at a healthy frequency, not the 20 times a
day just 6 weeks previous. Infliximab allowed me to have a normal life, enjoy days out and simply not worry
anymore, obviously my mental state was so much better as well as my physical state.

To take this opportunity away from sufferers of this cruel condition is not acceptable and NICE must
acknowledge the amazing benefits this drug can bring to UC patients. To differentiate between UC and
Crohn&€™s patients is also not correct, however why is this not obvious to NICE? Sometimes | wonder if
those making decisions for NICE actually know what the acronym means, it is certainly not clinically excellent
to deny UC suffers a life changing therapy, one that may prevent major surgery, one that can allow an
ongoing normal life to be maintained afterwards by simply taking some very inexpensive medicines.
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Patient

England

Hello my name is ||} BBl ' have had ulcerative colitis for 9 yrs, | have 2 jobs 1 as a driving instructor
and 1 as a fire fighter and | would like to share my life with you living with uc. At the beginning | had a flare up
was put on steroids /azathioprine and pentasa which brought things under control for around 3 yrs and | lived
a good life | was left on these drugs for a while but they had stopped working so i was starting to flare more
and more the hospital that i was under didnt seem to worried so after lots of visits | went to guys hospital
london where my new drugs journey began, Up until this point | had been flaring for nearly 2yrs and life was
impossible, | had never taken my little girl to school as in the mornings i would struggle to not be at a toilet
every 5/10 minutes | was now having to think about my future as a driving instructor as | just had to cancel so
many lessons | was also on long term leave from my job as a fire fighter as | could not be away from the toilet
right to the point where | was now becoming house bound which lasted for 3 months | was 32 and now my life
was not good | could never go out with my wife or children | would even worry playing in the garden as at
many times just running to the toilet and not making it in time was becoming a major issue, | came to London
and walked into a&e as | was in a very bad place and just wanted my life to either end or change so it was a
last chance for me, | was kept in for 2 weeks and had steroids to bring my to some form of control and my
medication was changed to balsalazide, or surgery was happening in the next few days, Surgery for me was
never what | wanted as | am a young person and when im well | race motorbikes and being a fire fighter
having a bag wouldn't work when exposed to heat etc. The surgeon came to see me we had a long chat with
the whole team and the word infliximab was used | asked lots about it and was very excited to give this a last
chance. | was sent home to then come back for my infusion. This day changed my life after the infusion | felt
million dollars my flare was under control and | took my little girl to school for the 1st time in 3yrs and | had no
side affects. | then had 2 further injections of infliximab to then hear the devastating news | could no longer
have it due to funding my life changed again back to urgency and lots of toilet visits and no social life, | opted
to go into drug trials because it was my only hope of finding something new and | was put on humira which
gave me the boost | needed and it was like the infliximab again my body changed | was well again, To then
have the trial stop and my humira has been taken away again so what does my future life look like without the
help of these wonderful drugs ? from where im sitting | feel sorry for my wife and children because they only
have half a dad and husband as me leaving the house is not really an option.
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NHS Professional

England

The model used is not easily understandable to me, and | am given to understand, not to those who know the
data better than | do

NHS Professional

England

The UK patient group in whom the therapy would be considered are not the same as the ACT 1/11 patients
who had a more mild disease

NHS Professional

England

The costs of surgery are significantly underestimated and do not take into account the side effects and
complications from pouch surgery

NHS Professional

England

In my opinion it is not correct that patients who fail antiTNF therapy simply go back to conventional therapy
and continue. They either struggle on in a poor quality of life or they have surgery. 1% surgery per year in
this group is far too low an estimate.

NHS Professional

England

The costs of antiTNF&€™s for this group of patients would be lower if non responders discontinued treatment
after an attempt at induction AND if consideration was given to stopping patients at one year if they enter
complete remission of their ulcerative colitis

NHS Professional

England

Withdrawal of this treatment in the NHS in England would have a major negative impact on patients and many
would end up having surgery that they would not otherwise need
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NHS Professional

England

NHS Professional

England

| am concerned regarding the potential impact on children who have Ulcerative Colitis if these drugs are
withdrawn. As you are aware without these drugs the medical treatment for this condition would be
dramatically reduced, thus having an increase in the number of patients requiring life changing surgery.
Having your colon removed and formation of an ileostomy can have major psychological impact on both
patients and their families and | feel that this can not be under estimated.

We currently have 15 patients beween 8-17years old on infliximab with ulcerative colits and 50% of them have
been on it for 1-4 years with some dramatic effects. We are aware that some of these patients may require
surgery at some point as are the families, but the benefits gained from these treatments both medically and
psychologically, even if that is for a period of 1-4years can have a dramatic effect on a childs wellbeing. | feel
that these points have not been properly considered in this consultation

Patient

England

| am writing to feedback my experience of infliximab. | have severe pancolitis and have had the three induction
doses plus another 4 doses of infliximab since the beginning of December 2013. Before that | had been
admitted to hospital almost every two months -5 times in 2013 alone. This pattern has existed since my uc
flared in 2010. | have had 3 years of constant flare ups and no remission. | have been hospitalised numerous
times and been on every type of medication from a range of enemas, mercaptopurine,A azathioprine,A and
numerous others- none worked. Over the years | also had to have several courses of prednisolone,A which |
don't need to explain the side effects of.

A

Infliximab has kept me out of hospital since the beginning of December 2013, it has given me my life back, |
can also work and have a social life, | have gained some confidence in myself and am not constantly worried
about urgently needing the toilet. | have not had any bleeding or diarrhea since February and I finally feel like
my gut is having a chance to heal. | am only opening my bowels between 2 and 4 times a day. | have energy,
my joints and bones are generally better and my hair (which had thinned and fallen out with steroids and other
meds) is growing back to its former glory.
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Patient

England

However, sadly in June i was informed that my CCG would not fund any more treatment as NICE do not
recommend it for maintenance of UC.A My concern is that 1) other CCGS do fund infliximab for patients in
my position so why is there a postcode lottery occurring (if some CCGs realise it is worth using infliximab why
can't nice? 2) the cost of the 35 days | spent in hospital last year will far out weigh cost of treatment, not
including cost of my additional sick days (I work for Local authority), if repeated again,A 3) | should not have
to have surgery which also would cost more (cost of surgery, therapeutic input for the trauma, further surgery
if needed, cost of bags amd medication if infection arises) but also it is not my preference (i am still young and
wish to have a family so dont want my fertility affected) which brings me onto 4) patient choice! | should not
have to have surgery which is likely to mean opening my bowels upto 10 times a day! | don't want to wear a
bag on my body, i work with children so leakage would increase chance of infection for them, | still wish to
have children so don't want surgery,A | have a good quality of life on infliximab so would like it to continue! In
july i had to fund raise amongst friends and family to ensure | received my treatment on time ( | am aware that
stopping and starting treatment after aA break can lead to becoming resistant to the medication and | didn't
want to be resistant to the only treatment that has worked for me), whilst my consultant appealed the decision.
Where is the patient equity in this situation?

A
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Patient

England

| am so happy with infliximab and what it has done for me and so disappointed that NICE guidelines are taken
as law by CCGS wanting to save money. Please think about the individual, think about the NHS- infliximab is
cheaper than the alternative and is my choice and most importantly it works, | urge NICE to consider this
when amending their guidelines!!

A

Nice need to recognise that although an evidence based practice is.important, this is dealing with humans and
a condition that varies so much that each case must be made on its own merit. If after 4 years of being a
guinea pig my consultant has finally found something that works for me, why are nice so strongly against them
using it?

My final comment relate to what i believe NICE considers as quality of life adjusted years when considering
treatments and | am shocked that treatments for cancer that cost A£120,000 to extend someone's life for 6
month can be approved but infliximab which gives me my life back, allows me to work, gives me hopefully 50
plus years of a better quality of life, gets declined. The reasoning is ludicrous. To just because cancer is a
more emotive disease but the impact on quality of life is persistent and severe for UC. Awareness raising
needs to take place with the public but i am surprised that nice need to be reminded of equity amongst
patients.

Patient

England

| don't know if this is what you were hoping for but | hope it has given you some insight into why | think NICE
should recommend flexibility with the use of infliximab for maintenance of uc. | am a human being, not a
subject in a study, a hospital number or a set of symptoms that people at NICE have decided | should just live
with or have my organs pulled out in order to decrease my quality of life in a different way! Please please
ensure that CCGs realise that infliximab is a life changing (and saving) medication...without it | may as well not
have a life. Nice please do your duty to the patients and recognise that infliximab does work and should be
used.
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Carer

England

My 27 year old daughter was diagnosed with UC this year and spent a month in hospital. At first she was
diagnosed with moderate UC and treated accordingly with the conventional treatment of steroids and anti
biotics etc. These did not work and her condition worsened to the extent where she collapsed with blood loss,
was on oxygen and had to have two blood transfusions. She was re -diagnosed with acute severe UC and
was started on the rescue therapy of Infliximab. Her condition improved dramatically and is now on
maintenance therapy. She is now virtually symptom free and can get on with her life and work. Unlike UC
there are no restrictions on Chrohns disease patients bring prescribed Infliximab but the two conditions are
very similar, symptoms can overlap and diagnosis can change from one to the other. | feel that it is counter
productive and morally wrong withdrawing anti TNF drugs from UC patients on the grounds of cost. Some
patients will be in no mans land between the two options with only the prospect of surgery as the last resort. |
urge NICE to positively recommend that NHS funding be available to patients with moderate to severe
ulcerative colitis after the failure of conventional therapy.
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Patient

England

Hi, i Suffer from Ulcerative Colitis, in 2012 i had a bad flare up and wasn't responding to any other treatment, i
was in hospital for nearly 3 weeks and then i was started on Infliximab which worked almost instantly and
enabled me to get back to work quicker than i would of been able without it.

The past 2 years since i took Infliximab have been the best period of Remission i have had since i started with
the illness 12 years ago at 18, with no flare ups.

| hope you will be able to carry on providing Infliximab for UC sufferers.

Thank

Patient

England

| was diagnosed with Ulcerative Colitis in 1972 and have had numerous a€ceflare upsa€e with extended
periods of hospitalisation in 1986, 2003 and 2006. Treatment in hospital was both intravenous and oral. On
each occasion | was urged to consider surgery; a suggestion that | have always rejected. At various other
times there has been a reoccurrence of ulcerative colitis with severe weight loss [over 30% of body weight],
passing blood and severe debilitation. On these occasions treatment has been solely by oral medication.
Over this period of time | have been economically inactive for a total of several years and whilst at work my
efficiency was impaired. This culminated in me retiring prematurely on ill-health some ten years before state
pension age.

It appeared that | did not meet the criteria for infliximab treatment when it became available, but a close family
member has. She responded extremely well to the course of treatment with no apparent side effects over a
comparatively short period of time. In comparison my symptoms were significantly worse and my recovery
period considerably longer.

As | am now retired it is unlikely that | would meet the existing criteria for Inflixmab were my condition to
deteriorate however | would urge NICE to extend the availability of Infliximab for Ulcerative Colitis rather than
restrict its use. If that approach is taken then | believe many people with the disease will have an improved
quality of life and there will be a net benefit to the economy.

[Insert footer here]

1 0of 126






Patient

England

| was diagnosed with ulcerative colitis in October 2010 during my second pregnancy. | was initially put on
prednisolone but this failed to have any impact on my symptoms, which quickly progressed to acute severe
colitis. | was hospitalised as a result and failed to respond to intravenous steroids. On day 3 of my hospital
stay, | was entered into the CONSTRUCT trial on infliximab and responded very well. After previously having
approximately 20 bloody stools per day | was able to leave hospital 3 days later with comparatively normal
bowel movements.

| was advised to stop infliximab in the third trimester of my pregnancy. Within weeks of giving birth, | began
experiencing symptoms of a flare up. | was put on azathioprine and prednisolone but my symptoms continued
to escalate and treatment with infliximab was reinitiated, with azathioprine continuing. Again | responded very
well and my symptoms disappeared. | continued to have infliximab infusions every 8 weeks until August 2013,
when a colonoscopy revealed full mucosal healing and my consultant advised that | stop infliximab to see if |
could manage without (I understand that funding also played a part in this decision).

In October 2013 | began having symptoms of a flare up and again this escalated until a flexible sigmoidoscopy
in January 2014 revealed continuous inflammation to the extent of the scope, with a UCEIS score of 7.
Biopsies showed patchiness and deep inflammation favouring Crohna€™s disease. | was immediately
hospitalised and again failed to respond to intravenous steroids. Infliximab therapy was reinitiated and | soon
left hospital with significantly improved symptoms. A colonoscopy in October 2014 again revealed full
mucosal healing thanks to infliximab (I am no longer on azathioprine).

In summary, infliximab is the only treatment to have had any impact on my symptoms and it has consistently
done so rapidly and effectively. Without infliximab | am unable to lead a normal life; | struggle to leave the
house (owing to many urgent toilet trips) and my ability to work is severely affected owing to the debilitating
nature of the disease. On infliximab | am able to be economically active and continue my work as a freelance
consultant in the pharmaceutical industry. | am able to look after my two young children (taking them back and
forth to school and pre-school several times each day, on foot as | do not drive) and continue my voluntary
work in the local community.

If infliximab treatment was halted, it would seem highly likely that my condition (diagnosis of which is not
definitive and which is now regarded as inflammatory bowel disease unclassified) would relapse to an acute
severe form and that colectomy may be my only remaining option. As an active 33 year old with two young
children, a demanding job and a very busy lifestyle, | simply could not deal with the incapacity that major
abdominal surgery would bring. | am self-employed and would likely have my current contract terminated if |
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was unable to work for months at a time. My family life would see huge upheaval and we would incur the
significant expense of having to employ someone to look after our children while at the same time
experiencing the complete loss of my earnings. The whole situation would bring great distress to our child
who has autism spectrum disorder. The knock-on effect of the loss of earnings would be that we would
struggle to pay our mortgage and would be forced to minimise expenditure in all aspects of our lives.

Patient

England

| also do not wish to take such an extreme measure as surgery when my condition is currently very well
managed by infliximab and when treatment options for inflammatory bowel disease are likely to change in the
course of my lifetime (I write about pharmaceutical treatments in development as part of my work and have a
degree in biochemistry). The outcome of colectomy is also not always favourable and can result in some quite
unpleasant after effects (I have spoken to a colorectal surgeon about what this would involve). | simply do not
wish to take the significant risks associated with major surgery when | am in excellent health on infliximab. My
father has had ulcerative colitis for more than 40 years and has managed to avoid surgery, despite a number
of hospital admissions and despite being told that this was his only remaining option. | view surgery as an
absolute last resort that | would only consider if my life was at risk.

| question the ethics of removing such an effective treatment, without which | am likely to become very ill.
Finally, I would like to highlight that when biosimilar versions of infliximab become available for use in the UK,
the cost of treatment is likely to fall.
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Pharmaceutical Industry
England

| am the medical director of
Hospira UK, a
biopharmaceutical company
that will be marketing a
biosimilar infliximab (Inflectra)
after expiry of the patent of the
originator infliximab
(Remicade).

Hospira wishes to contribute to strengthening the biosimilars content (section 4.74) of NICEs appraisal
document, Ulcerative colitis (moderate, severe) infliximab (review TA140), adalimumab (review TA262) &
golimumab (2nd line) [ID695]: appraisal consultation document.

Hospirad€™s biosimilar infliximab, (Inflectra) is licensed as follows in particular for the treatment of:
Ulcerative colitis

Inflectra (infliximab) is indicated for treatment of moderately to severely active ulcerative colitis in adult
patients who have had an inadequate response to conventional therapy including corticosteroids and 6-
mercaptopurine (6-MP) or azathioprine (AZA), or who are intolerant to or have medical contraindications for
such therapies.

Paediatric ulcerative colitis

Inflectra (infliximab) is indicated for treatment of severely active ulcerative colitis in children and adolescents
aged 6 to 17 years, who have had an inadequate response to conventional therapy including corticosteroids
and 6-MP or AZA, or who are intolerant to or have medical contraindications for such therapies.

It has been previously noted that NICE concluded that there is currently not enough evidence to prove that
Remicade (infliximab) is clinically and cost effective compared with other treatments currently available to
ulcerative colitis patients on the NHS.

However, | can inform you that Hospirad€™s biosimilar Inflectra (infliximab) has a Pharmaceutical Price
Regulation Scheme (PPRS) cost of 10% less than the innovator molecule. Real-world costs of biosimilars in
the literature are often 15-30% less than the originator prices in the European Union [1], [2].

The assessment of the cost-effectiveness of a biosimilar for reimbursement purposes depends primarily on
the relative efficacy, given that a biosimilar is likely to be significantly less expensive than the reference
biopharmaceutical.

On the basis of these facts, Hospira supports NICE&€™ s reappraisal of the cost effectiveness of infliximab
(and other agents) in the context of a soon-to-be available biosimilar infliximab, in the indications under
review.

A positive appraisal would likely improve access for patients with ulcerative colitis, consistent with the EMA-
approved indications, on the NHS to an important biological product, currently only available for the treatment
of acute exacerbations of severely active ulcerative colitis in patients in whom ciclosporin is contraindicated or
clinically inappropriate.

Reference:

[1] Declerck PJ, Simeons S. A European perspective on the market accessibility of biosimilars. Biosimilars
2012;2:33-40.

[2] Boone N et al. How to select a biosimilar. Eur J Hosp Pharm 2013;20:275-286
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Pharmaceutical Industry
England

| am the medical director of
Hospira UK, a
biopharmaceutical company
that will be marketing a
biosimilar infliximab (Inflectra)
after expiry of the patent of the
originator infliximab

(Remicade).
Patient

Keeping this basic and simple. | have UC and fistula Crohns. | started infliximab October 2013 after other
England treatments failed. Since then | am back working full time and for the first time in many many years have felt

normal again. My symptoms are very calm allowing me to persue hobbies such as swimming and travel. My
quality of life has improved and people have commented to me the change they have seen, not only in my
health but appearance too. UC left me crippled and in a lot of pain. Today I'm am living virtually pain free
enabling me to work full time. | experience the odd headache side effect but this does not outweigh my initial
suffering. Short and sweet, without infliximab my life would be very very different.
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Patient | have crohns since | was 9. | have had every tablet going all failing to control my condition as | can not absorb
them properly. | tried humira which worked for about 1 1/2 years and have now happily been on infliximab for

England the last 3 1/2 years and have not been unwell and needed a hospital admission in all that time. | would be lost
and very unwell without the option of infliximab

Patient after being diagnosed with ulcerative colitis and conventional therapies failing | am finally finding relief and
getting my life back with the help of golimumab and | am distraught at the thought of this lifeline being taken

N. Ireland away from me.

| have tried Asacol and Azathioprine at various doses with absolutely no impact on this disease. The only time
| have had any relief prior to starting golimumab was when i was taking steroids.

| was off work longterm due to the symptoms of my disease as | was unable to leave the house due to
frequency of toilet visits, pain and fatigue. | relied on friends and family to do shopping for me and visit the
bank, I didnt have a social life as | was unable to commit to anything that involve me leaving the house.

While on Steroids | suffered the effects of cushing syndrome, | had sever Joint pain, struggling to walk up a
flight of stairs, out of breath at the smallest amount of excursion. | am now obese as a result, my hair fell out
my face was swollen, | had terrible mood swigs , | suffered from insomnia and my confidence is at rock
bottom. | was afraid to leave the house as | physically didnt look like myself. And | was slipping into a
depression.

In the last 3 months since starting Golimumab | feel | have got some of my life back. | am back at work full
time, | have even had a weekend break away. | am starting to organise meeting people again after over a year
of being almost a recluse. My joint pain has eased, | have finally lasted more than a few weeks off steroids
and am starting to lose the weigh gained while on the steroids.

As there is little known about the cause and cures for this disease | am discussed that you are thinking of
removing the lifeline that these drugs give to suffers. The thought that my only option would be surgery is not
only frightening but unnecessary when these drugs are available and work. To have to undergo major surgery
when there are alternatives is an utter disgrace. The though of having to have a body part would mentally be
unbearable. | plead with you to allow me to have some sense of life without the need for major surgery and
continue to fund these drugs
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Public

England

As a patient with quite a severe case of UC | think that approving these drugs for continuous use would be
incredibly beneficial for myself and other patients. When | was 18 years old | became incredibly ill with my UC
and having the 3 induction doses of Infliximab saved me from having to have surgery. Although having a
biological drug is a lot to deal with emotionally and mentally as well as physically, | believe it is nothing
compared to the emotional and mental adjustments | would have had to have made had | needed to have
surgery instead. Having a permanent ileostomy was something | would not have been prepared for at that
stage of my disease. | think having this drug also benefitted me physically as it allowed me to recover quicker
and get back on track with my studies than had | had surgery. My disease is also progressing fairly quickly
and | am currently using methotrexate as a maintainence drug. However just recently | have had to go on a
few courses of steroids as my disease has been quite unpredictable and slightly out of control. | think | would
feel a lot better knowing that there were other drugs such as Infliximab and other biologics that were approved
which | could try before having to undergo surgery to control my disease, as | am currently at university and
taking time out for surgery is not only scary but would disrupt my studies and awful lot, not to even mention
the process of having to accept an ileostomy. For me knowing that | could have Infliximab as a mantainence
drug would be amazing as it has worked very very well for me in the past and | don't want to give up my colon
yet!
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Patient

| believe the focus is on UC and not Crohn's because UC patients can just have their colon removed and a
stoma for life, and stoma supplies are cheaper than biologics. However, there have been a number of cases
of UC patients having their whole colon removed to cure them and then developing inflammation in the small
intestine - meaning they had crohns all along and not just UC. These patients often end up requiring TPN and
having no quality of life as their small intestines become more diseased. This NICE review is short-sighted.

Patient
England

| work as a doctor

| was diagnosed with ulcerative colitis 4 years ago. | then developed an IBD related arthritis and couldn't walk,
write or do anything. My Gastroenterologist started me on Humira (adalimumab). He had great difficulty in
getting funding because it is not licenced for use in U.C, although it is used in Crohns disease. Initially the
hospital actually funded it for me. It allowed me to walk again, to write, to work as a doctor. | could not have
done this without Humira. He had to go through lengthy application forms to prove | was an exceptional case,
and that the Humira allowed me to work to contribute to society.

Now | have been told that | might have crohn's disease but thankfully | am on the right treatment.

| know | couldn't have managed without this drug. More evidence is needed and individual cases need to be
considered.

Patient
England

| work as a doctor
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NHS Professional
England

Some signaturies have in the
past received some money
from companies that
manufacture anti-TNF drugs to
participate in research, but not
all.

As one of the largest units in the UK treating children and young people with Ulcerative Colitis, we (the
clinicians of the paediatric IBD service at Barts Health) felt compelled to respond to this guidance. We manage
25% of all IBD patients in London under the age of 16 (365 out of 1465 patients), and average approximately
30 new diagnoses of UC in children per year.

Historically, the paediatric patients described by this draft guideline would most likely have undergone
colectomy. This remains the preferred option for most of our patients in this difficult situation. Indeed, we have
only treated 5 paediatric UC patients with anti-TNF therapy. Only one of these patients has required surgery to
date. However, there are a variety of reasons why we would advocate supporting the availability of anti-TNF
therapy in this group, which have not been fully addressed in the current draft guideline.

The economic modeling that was used compares anti-TNF therapy to surgery. Our experience is that many
young patients in this circumstance, when faced with surgery as the a€ceonlyad€s sound medical option, often
choose to delay or defer this for months or longer. This is invariably due to an understandable reluctance for a
teenager (who has been chronically ill for years) to accept the need for a stoma, albeit potentially temporarily.
The consequences of delay, with ongoing illness and use of steroid therapy can be disastrous on a young
persons growth, development, education and potential employment opportunities, with lifelong consequences.
The chronicity of the disease also affects the parentsa€™ and siblingsa€™ work and education over this
time.

At Barts Health we have long experience in running a clinic for young adults with IBD (aged 16-25 years) in
conjunction with the adult IBD service. This ongoing relationship gives us particular expertise in understanding
the difficult issues that our patients face between paediatric and adult care. The consequences of protracted
active disease, prolonged steroid use, or even the complications of surgery, particularly in those with ileo-anal
pouches, can be very significant. From our experience, certain patients have benefited enormously from the
ability to delay surgery for UC through important years of education. We find it difficult to believe that this can
be accurately reflected in any economic modeling.

There are many other reasons why we believe that the option of anti-TNF therapy should remain accessible to
young people with UC. These issues have been raised in previous submissions by professional and patient
groups and we do not wish to repeat them all. Briefly, we acknowledge the limitations in the literature for the
use of anti-TNF therapy in children with moderate to severe UC. This relative absence of evidence in not
uncommon in paediatrics and while unfortunate, we would support the view that in general, teenagers with UC
are likely to experience similar outcomes from these therapies as adults do. However, they are at greater risk

[Insert footer here]

1 0of 126






of long term adverse outcomes in education, employment and development from periods of significant chronic
illness.

In summary, we would urge the committee refrain from limiting access to these therapies for children and
young people with this chronic disease. We believe it is difficult to quantify the effect one or several years of
remission without surgery may have on a patient and their family.

Yours faithfully,
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NHS Professional
England

No

Surgery can be lifesaving for UC, but carries mortality 2% at least. There are a group of patients with
moderate UC who are not controlled by azathiorpine and are not suitable for ciclosporin. We should be able to
trial antiTNF therapy for these patients with endpoints to confirm efficacy. Deying these patients a therapeutic
trial condemns them to a life of steroid dependant disease or surgery with mortality risk

NHS Professional
England

| have sat on advisory boards
for all the pharmaceutical
companies in the area of IBD
including the manufacturers.

The ACD here will be a significant retrograde step in the treatment of UC patients. In relation to the questions
posed:-

The evidence has been taken into account, but the models used and the interpretation of the data have been
flawed. The costs of surgery have been under-represented in terms of the fact that most surgical interventions
require a minimum of 3 surgical procedures. In addition the way the model is constructed that allows patients
who fail biological therapy to simply return to standard of care, which has already failed, is clearly wrong.
When this occurs patients are consigned to chronic ill health. The colectomy rates that have been used seem
remarkably low, and the populations used are not representative of the patient population in the UK who
would need these therapies.

This the current recommendations are not a sound and suitable basis for guidance in the NHS, and put the
UK completely at odds with almost every other developed country. Whilst the anti-TNF agents do not work in
everyone, those patients in whom they are effective often experience a complete revolution in their quality of
life, and are able to work and live normally for the first time in months or years. It is clearly important to choose
patients for therapy carefully, after having tried conventional therapy, but to consign young adults to surgery
rather than try these drugs is a poor choice. The drugs should be available for the small proportion of
refractory patients, and should be stopped in patients who do not have a clear response.

If the current proposed advice is allowed to stand then UK patients with UC will be consigned to potentially
substandard care, out of line with international norms, which will condemn them to chronic ill health or major
disfiguring surgery.

NHS Professional

England
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| have sat on advisory boards
for all the pharmaceutical
companies in the area of IBD
including the manufacturers.

Pharmaceutical Industry

England

Janssen values the opportunity to comment on the MTA&€™s appraisal document.
Since Janssen does hot market Simponi and Remicade in the UK, Janssen limits the focus of its comments to
two critical points of particular interest to Janssen

Pharmaceutical Industry

England

Janssen agrees with the statement that the meta-analysis from the Assessment Group (AG) does not allow a
conclusion to be drawn about the relative effectiveness of TNF-alpha inhibitors. In addition, the statement
a€cethe difference for maintenance therapy was not statistically significant except for adalimumab for 1
maintenance outcomea€e is misleading, and Janssen agrees with the clinical experta€™s opinion that the
results from the meta-analysis were not congruent with actual clinical trial data. However, Janssen considered
flaws in the methodology in the analysis by the AG:

- The AG assessed efficacy in those patients who were deemed in remission in both PBO and TNF groups;
however the proportion of patients who achieved response/remission was statistically greater in the TNF
group, thus supporting the use of these agents in the treatment of UC.

- There is no clear rationale why the AG has chosen the second half of the first year (Weeks 32-527?) as the
time horizon for a€cemaintenancea€e therapy. The efficacy in this period should consider the efficacy from
the preceding periods (from induction or from Week 0 of maintenance through to the desired time points)
There is no valid protocol or methodological reason to assess data in this time period alone, and the clinical
significance of this analysis is unknown.

- It appears through the analysis that the AG was attempting to assess the sustained efficacy of subjects who
achieved response/remission from induction. The randomized-withdrawal trial design of PURSUIT (for
golimumab) adequately assessed the benefit of maintenance therapy of golimumab instead of an &€"induction
onlya€™ treatment strategy. Therefore, it is inappropriate to assume that there is no difference between PBO
and TNF blockers.
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Pharmaceutical Industry

England

The model assumptions in which only patients in the remission or response state continue treatment with TNF
alpha inhibitors misrepresents the benefits (and thus QALY's) accrued with TNF-alpha inhibitors, as
demonstrated in clinical trials and clinical experience in other countries.

- As a result of this model, less than 20% of patients remain on TNF alpha inhibitors at year 2 (in either
remission or response), and only very few patients (~10%) remain in remission or response at 3 years of
treatment.

0 This is not in alignment with long-term data of the clinical trials with the TNF alpha inhibitors. Patients
did not forego treatment with TNF-alpha inhibitors immediately after non-response, and as a result,
significantly more patients were on the active treatment and in the response or remission state in these trials
compared to what the model suggests.

0 Data of real-world cohorts in other Western world countries also demonstrate that significantly more
patients stay on therapy than what is suggested by the model. (e.g. Scan Journal of Gastroenterology 2014;
49: 1207-1218)

- The definition of response and remission in the infliximab and golimumab trials do not allow the
responder and remission rates from these trials to be used for this type of model within the context of decision
making. Patients that were remitters or responders based on the Mayo score (or partial Mayo score) were
counted as non-responders if they received any (temporary) augmentation of concomitant medication.
However, in a clinical practice setting, these patients would not be taken off TNF-alpha inhibitors (as
suggested by the model) and continue to benefit from treatment (and consequently accrue QALYS).

0 In addition, the model used had patients stop therapy immediately after losing response, whereas in
real clinical practice, a loss of therapy would likely be assessed over a long period of time where dose titration
or concomitant medication use could be used to re-induce response. Given the relapsing-remitting nature of
UC, the current model structure has more conservative estimates of QALY gains

NHS Professional

England

Dear NICE

| express concern at the draft NICE guidance relating to the use of anti-TNF therapy in ulcerative colitis. | am
concerned at the flawed assumptions on which it seems to be based:

1. It is modelled that after patients lose response to anti-TNF therapy they may be treated with
conventional therapy. Patients are treated with anti-TNF therapy because they fail conventional therapy.

2. Cyclosporine and long-term steroids are given as possible long-term options. This is not modelled but
it is alarming that this is seen as current practice.

3. The arrival of bio-similars in Q2 2015 will inevitably reduce the costs associated with anti-TNF therapy
and substantially alter assumptions made in the current cost-benefit analysis
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4, Critically, many patients who undergo colectomy for ulcerative colitis are NOT cured and do NOT
return to a normal quality of life. 39% are incontinent of faeces overnight. 20% suffer from sexual dysfunction
with only 56% being are able to conceive at 2 years. A proportion of patients never returning to work. 20% of
patients have on-going problems relating to inflammation in the pouch at 1 year. A significant proportion of
these will require anti-TNF therapy or further surgery (15%) to remove the pouch. Removing anti-TNF therapy
as a potential option to these patients will invariably increase the number of resections with these described
outcomes.

| would strongly urge your committee to reconsider the scope of its analysis and the details of its modelling,
and further engage experts in the gastroenterology and IBD community to input into the process. Otherwise
we fear a grave injustice being done to this predominantly young and economically active patient group which
would put UK practise at variance with the rest of Europe and North America, and which risks undermining
confidence in the undoubted strengths of NICE.

Thank you for taking these views into consideration
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| would like to respond to the NICE consultation via you, if | still have time?

| was on infliximab for about 3 years and this worked extremely well for me. | tried numerous
(apparently exhausted all of them) other medication prior to this and had a reaction to all of them
steroids caused me to have arthritis so this hindered my recovery also.

After about 2 years | had a new consultant and she decided infliximab was not a good drug to be on
and immediately took me off, | was severely dehydrated within 2 days, of when my next infusion
was due, my crp went up to 480 and | was hospitalised immediately. | saw a different consultant
who placed me straight back on infliximab within 3 days my crp was back to normal and all
symptoms had disappeared.

After another year the infliximab was losing effect so | then went on to humira fortnightly, this has
now been working perfectly for about 3 years.

Without these | can honestly say due to me being allergic to the other drugs | probably would not be
able to survive normal life.

When | am ill  am on the toilet every 15 minutes and suffer such severe cramps thay | cannot even
leave the house. | lose a couple of stone in weight each time. As you can imagine this impacts my
work and home life and it certainly knocks your confidence and self esteem.

| personally cannot live without this medication, and would never want to.

Thank you

Many thanks and best wishes.
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I'm not sure whether I'm on the right forum for my concerns but if not could you please
forward on to the correct team urgently, as apparently any representations need to be made by
5PM today.

My 15 year old son has suffered his whole life with epilepsy & mild autism and when he first
contracted ulcerated colitis this was further aggravated by the stress he suffers due to his
underlying health problems. His ulcerated colitis is now acute and is not only in his bowel,
but also in his stomach and esophagus too. Great Ormond Street hospital has recommended
treatment with the use of infliximab as a last resort, and the consultant believes that this has a
high possibility of alleviating my son's symptoms, the only other option would be to have
colostomy bag. My son has been through enough during his short life, with the other
medications provided (steroids, Salofalk, Imuran) giving him so many side effects, and he is
now losing his hair He has the most miserable of existencies when he is suffering a flare up
of his symptoms, (which occur whenever he's not on steroids) and he deserves the chance to
have as normal life as is possible. If the infliximab treatment successfully treats the
symptoms then he should have every entitlement to continued treatment once he can no
longer be seen at Great Ormond Street (when he's 16 ?). It is a disgrace that the NHS do not
intend to support this treatment on account of the cost, especially since they do so for Chron's
disease where the symptons are identical and as life changing as those suffered by my poor
son. | would urge you to rethink. Thank you.
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