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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 nominate 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

Gilead

Thank you for the opportunity to comment on the above Appraisal Consultation Document (ACD). We
recognise the complexity of this appraisal and have welcomed both the engagement of NICE and the
Appraisal Committee throughout the process in accepting and considering relevant data. We have also
appreciated the opportunity to respond to comments during the Appraisal Committee meetings and feel
that this has helped address areas of uncertainty and enabled the Committee to release these
provisional recommendations for consultation.

We have provided comments below in response to the specific consultation questions. In addition points
of clarification and factual inaccuracies relating to specific sections of the ACD are provided in the
following table.

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

We welcome the provisional recommendations that sofosbuvir should be made available for the majority
of adult patients with chronic hepatitis C and are pleased that the Committee has recognised the
significant unmet need for genotype (GT) 1 treatment experienced patients. We are disappointed that
the Committee was unable to give a positive provisional recommendation for people with GT4 and ask
the Committee to re-consider their current recommendation for this patient group as GT4 HCV is an area
of significant unmet need.

Whilst HCV genotype 4 (GT4) only accounts for 5% of all HCV genotypes in the UK, the prevalence of
GT4 in the UK is increasing due to migration, HIV/HCV co-infection and intravenous drug use. GT4 HCV
is also typically less responsive to interferon/ribavirin based therapy and the currently NICE-approved
oral direct acting agents (DAAs - telaprevir and boceprevir) are not indicated for this patient subgroup.

We appreciate the Committee’s concern that the evidence base for GT4 is limited but would highlight

that sofosbuvir (in combination with peginterferon alfa and ribavirin for 12 weeks) is the only direct acting

HCV antiviral agent to have been studied in this population in Phase 3 trials to date. In the Phase 3

study NEUTRINO treatment with sofosbuvir resulted in high rates of SVR12 in GT4 patients (sub-group

analysis: 27/28 patients; 96%).

e In addition, this ICER whilst considered conservative (since the SVR for cirrhotic patients [50%]

is based on only 2 patients), demonstrates that sofosbuvir is cost-effective in patients with GT4-6
HCV with an ICER falling within the £20,000 to £30,000 range. This ICER would also likely
become lower in the event benefits such as relief of cognitive ability and public health benefits

Comment noted. The
Committee took into
consideration the potential
equality issues raised about
genotypes 4, 5 and 6 HCV, the
high unmet need and the lack
of treatment options for people
with cirrhosis, and concluded
that sofosbuvir plus
peginterferon alfa and ribavirin
for treating people with
genotype 4, 5 or 6 HCV who
have cirrhosis could be
considered a cost-effective use
of NHS resources. The
Committee considered that it
was plausible that the ICER in
genotypes 4, 5 or 6 HCV with
cirrhosis could also be within
the range that is normally
accepted as being cost
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Consultee

Comment

Response

were taken into account, a factor recognised in the ACD (Section 4.39).

e Are the summaries of clinical and cost-effectiveness reasonable interpretations of the
evidence

Yes, whilst recognising the complexity of this appraisal we believe these are reasonable interpretations.
We have provided comments on areas which would benefit from additional clarification and factual
inaccuracies in the attached table.

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

Whilst we can confirm that all relevant clinical trial evidence has been taken into account we are
disappointed that despite the available evidence the Committee felt unable to provide a positive
recommendation for the use of sofosbuvir in GT4 HCV patients despite the evidence that sofosbuvir is
both clinically and cost-effective in this group. Further details are provided above.

¢ 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?

No and we support the statements in the ACD (Sections 4.11 and 4.38) that any recommendations on
the use of sofosbuvir do not exclude patients with present or previous drug use (Section 4.38) or
HCV/HIV co-infected patients (Sections 4.11).

¢ Given the requirement for relevant health bodies (clinical commissioning groups, NHS
England and local authorities) to provide funding to ensure that the health technology is
available within 3 months, from the date the recommendation is published by NICE (see
section 5.1), is an extension to this normal period appropriate because any of the
following circumstances apply:

¢ The health technology cannot be appropriately administered until training is in place?

e The health technology cannot be appropriately administered until certain health service
infrastructure requirements including goods, materials or other facilities are in place?

e The health technology cannot be appropriately administered until other appropriate
health services resources, including staff, are in place?

There are no reasons for an extension to be given for relevant health bodies to provide funding to ensure
sofosbuvir is available within three months of the final guidance being published by NICE. No training is

effective, that is between
£20,000 and £30,000 per
QALY gained (see FAD
sections 4.35 and 4.36).

Comment noted.

Comment noted.

Comment noted. Following
consideration of comments
received during the
consultation on a decision to
amend the deferred funding,
the Guidance Executive
decided that an extension to
the normal period was
required. See Section 5 of the
FAD.
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Consultee

Comment

Response

required to administer sofosbuvir and there is no requirement for any additional infrastructure or
resources to be put in place.

Given the clear and significant unmet need for patients who would benefit from access to this new
technology we feel it is imperative that this guidance is published without delay.

We look forward to the final recommendations and respectfully request that the Committee considers
expanding the provisional recommendations to include the use of sofosbuvir in GT4 HCV patients.

Comment noted. During
consultation the Institute
received varied responses on
whether it was possible to
implement the guidance within
3 months and noted that
changes to the timescale for
implementation would need to
be agreed by NHS England
and the Secretary of State.
(see section 4.44 of the FAD)

British Society of
Gastroenterology

The British Society of Gastroenterology (BSG) welcomes the latest revisions but is concerned that
genotype 4,5 and 6 pts have been denied access when the data for this group is as strong as that for
other groups that are included. For the remaining genotypes, this evaluation appears, a sensible and
appropriate approach to the use of Sofosbuvir given the experience and published data. Patients
infected with the two major genotypes, 1 and 3, will be able to access Sofosbuvir where appropriate, and
specifically where the results of conventional PEG-interferon plus Ribavirin can be improved upon:

e The excellent outcome of G1 naives with 12/52 PEG-Interferon/Ribavirin/Sofosbuvir will deliver
cure to most recipients with a reduced period of interferon exposure.

¢ Non-cirrhotic genotype 3 naives will continue to receive PEG/Ribavirin in the clinic, whereas
treatment exposed and/or cirrhotic 3’s will have Sofosbuvir added unless they are Interferon
intolerant, when they will just receive Sofosbuvir and ribavirin.

e Treatment experienced genotype 1’s will also be eligible.

Genotype2 patients rarely fail short-course PEG/Ribavirin therapy and this will remain the mainstay of
treatment. However those unable to tolerate PEG and the tiny number of treatment failures can access
Sofosbuvir with Ribavirin.

HIV co-infected and liver transplant patients, whilst small in number, represents a considerable challenge
to conventional hep c¢ therapy. Drug-drug interactions, frailty of liver and side-effects reduces
acceptability and success of PEG based therapy. Access to Sofosbuvir for this group is a rational
decision.

Reviewing the data and submission for genotype 4, 5 & 6, minority subtypes in UK, it does appear that
there is some inconsistency in the recommendations. The Neutrino study (page 8 and 9) of treatment
naive patients included 28 G4’s, a single G5 and 6 G6’s. An SVR was seen in 27/28 G4, and all G5 and
G6’s. In addition the Gilead ICER calculation is below the NICE threshold. Sofosbuvir would therefore
appear cost-effective for these rare genotypes. Thus, genotype 4, 5 and 6 patients, logically, should be

Comment noted. The
Committee took into
consideration the potential
equality issues raised about
genotypes 4, 5 and 6 HCV, the
high unmet need and the lack
of treatment options for people
with cirrhosis, and concluded
that sofosbuvir plus
peginterferon alfa and ribavirin
for treating people with
genotype 4, 5 or 6 HCV who
have cirrhosis could be
considered a cost-effective use
of NHS resources. The
Committee considered that it
was plausible that the ICER in
genotypes 4, 5 or 6 HCV with
cirrhosis could also be within
the range that is normally
accepted as being cost
effective, that is between
£20,000 and £30,000 per
QALY gained (see FAD
sections 4.35 and 4.36).

Sofosbuvir for treating chronic hepatitis C - Response to consultee, commentator and public comments on the ACD

Page 5 of 20






Confidential until publication

Consultee

Comment

Response

allowed access to Sofosbuvir.

In conclusion, the BSG would be broadly supportive of this evaluation. However, the BSG would
advocate strongly for patients with genotypes 4,5 and 6 also being allowed access to Sofosbuvir.
Exclusion of this small, but important group of patients disregards the limited, but indubitable evidence
and detracts from what is otherwise a balanced and apposite judgment.

Hepatitis C Trust

The Hepatitis C Trust would like to express its disappointment that NICE is minded not to recommend
Sofosbuvir for any patients with genotype 4, 5 or 6. These patients will therefore have no access to any
drugs other than peg-interferon and ribavirin, despite the fact that the sub-group analysis of NEUTRINO
should a 96% SVR12. There are a significant number of patients who would look at 96% SVR with less
interferon and consider that a good trade-off who would not do just peg-interferon and ribavirin with
maybe a 60-70% chance of SVR (and whose comparator is therefore no treatment, greatly lowering the
ICER).

One of the issues is of course the small numbers of genotype 4, 5 or 6 in the relevant trials, so that for
example a single non-SVR cirrhotic can have a significant impact on ICERs, and the small numbers also
make the ICERs more uncertain. The reason for the small numbers in the trials is that these are
comparatively rare genotypes in the developed world, where trials typically are held. This applies equally
to the UK where only some 5% of people living with hepatitis C have genotypes 4, 5 or 6. We feel that in
some sense the small numbers result in discrimination and we do not think it should count against them.
Indeed, we would argue that, if the genotypes were combined in proportion to their prevalence and
genotypes 1, 4, 5 and 6 considered as a combined group, Sofosbuvir would be cost effective for the
group as a whole. We therefore request that NICE reassess these genotypes.

We also feel that the ICERs across the board are almost certainly too high. As we continue to note, the
cost of transmission prevention as a result of successful treatment cannot logically continue to be
excluded from calculations for infectious diseases such as hepatitis C. Furthermore, much of the
evidence used for disease state transition is old and, in our view out of date. Early estimates of the
likelihood of progression to cirrhosis may be too conservative, as we see larger cohorts with infection of
more than 30 years. Equally we do not believe that quality of life estimates have properly taken into

Comment noted. The
Committee took into
consideration the potential
equality issues raised about
genotypes 4, 5 and 6 HCV, the
high unmet need and the lack
of treatment options for people
with cirrhosis, and concluded
that sofosbuvir plus
peginterferon alfa and ribavirin
for treating people with
genotype 4, 5 or 6 HCV who
have cirrhosis could be
considered a cost-effective use
of NHS resources. The
Committee considered that it
was plausible that the ICER in
genotypes 4, 5 or 6 HCV with
cirrhosis could also be within
the range that is normally
accepted as being cost
effective, that is between
£20,000 and £30,000 per
QALY gained (see FAD
sections 4.35 and 4.36).

Comments noted. The
Committee agreed with the
clinical experts and patient
experts that there were other
benefits to patients (such as
relief of loss of cognitive ability
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Consultee Comment Response

account either the debilitating consequences of interferon treatment that for some people persist after in people with HCV) and public

treatment has ended for some years or the positive impact of treatment on people with co-morbidities health benefits (such as

such as haemophilia or cryoglobulinaemia. reduced transmission of HCV)
that were not captured in the
QALY calculation and that, if
taken into account, would
decrease the ICERs (see FAD
section 4.42).
The company used transition
probabilities for disease
progression from 2 published
UK health technology
assessments and 1 UK study:
Hartwell et al. (2011),
Shepherd et al. (2007), and
Grishchenko et al. (2009),
which used estimates from the
Trent database (see FAD
section 3.32).

NHS England NHS England Response to NICE ACD - Sofosbuvir for treating chronic hepatitis C (ID654) Comment noted. In section 4.4

NHS England would like to provide the following response to the ACD — Sofosbuvir for treating chronic
hepatitis C.

NHS England is generally supportive of the recommendations contained within the ACD. Whilst we
recognise some of the limitations of the RCTs performed in some genotypes we also recognise that
sofosbuvir within the recommendations falls well within the accepted QALY threshold. We would like to
raise the following points for consideration by NICE:

1. The wording in a number of the conclusions is that ‘sofosbuvir is recommended as an option
for...” but it is essential that treatment decisions are made by clinicians experienced in the
management of hepatitis C (preferably working as a team through MDT meetings), to ensure
that the most appropriate and cost effective treatments are used.

NHS England would expect that this is included in the recommendations.

2. The criteria relating to sofosbuvir with ribivirin needs to be more explicit. Given the cost of such
treatment could be circa £70k per patient course we are concerned that the definition of
‘interferon unsuitable — includes people who are intolerant to and ineligible for interferon’ could
lead to wide interpretation and would lead to overuse of this combination. This regimen should
clearly be seen as a second line therapy, for patients who are truly unable to take interferon.

NHS England would expect the criteria to be changed to exclude naive patients unless they have

of the FAD, the Committee
agrees with comments
received during consultation
that treatment should be
focused in specialist centres
and that treatment decisions
should be made preferably by
a multidisciplinary team. This
information is not typically
included in the
recommendations made by the
Committee.

Comment noted. The
Committee considered the use
of sofosbuvir and ribavirin in
people for whom peginterferon
was unsuitable. They heard
from the company that that
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Consultee

Comment

Response

a specific contraindication to pegylated interferon and that there is further refinement of the
definition of ‘interferon unsuitable’.

3. We note that Genotype 2 is not mentioned at all in the summary of treatment recommendations
for sofosbuvir/pegylated interferon/ribavirin. Whilst we appreciate that evidence is limited in this
group, for completeness there should be some statement as to whether or not NICE
recommends this treatment as an option in Genotype 2.

NHS England asks that a statement as to the suitability of sofosbuvir for Genotype 2 is included
in the recommendations.

4. NHS England would like to seek a waiver to the period within which NICE TA’s are funded (ie
within 3 months). The first reason for the request for an extension relates partly to the capacity of
the NHS to meet what is expected to be an increased demand for drugs such as sofosbuvir. In
other words, NHS England believes that the health technology cannot be appropriately
administered until other appropriate health services resources, including staff, are in place. This
includes the ability to monitor the results of treatment ie recording and reporting of a sustained
virological response rate. The second reason is because at the prices proposed by the
manufacturer in their NICE submission, this technology is not affordable at the quantum of new
expenditure it would represent (particularly if the backlog of prevalent cases become
immediately eligible for funding alongside incidence cases). The third reason is because further
therapies for Hepatitis C are likely to become available in the foreseeable future, and the NHS
would wish to see their comparative cost effectiveness assessed before selecting one particular
option for hundreds of millions of pounds of new public investment.

NHS England formerly requests a waiver or substantial extension over several years to the
normal implementation period for the reasons given above.

sofosbuvir and ribavirin should
would be regarded as a
second-line option in people in
urgent need of care with
genotype 1, 4, 5, or 6 HCV in
whom peginterferon was
contraindicated (as described
in the summary of product
characteristics) or people
whose disease did not have an
adequate response to
treatment with peginterferon
See section 4.41 of FAD

Comment noted. Sofosbuvir
plus peginterferon alfa and
ribavirin does not have a
license for the treatment of
people with genotype 2 HCV.
This is reflected in the
summary table of
recommendations in the FAD
(table 1).

Comment noted. (see section
4.45 and 5.1 of the FAD)

Following consideration of
comments received during the
consultation on a decision to
amend the deferred funding,
the Guidance Executive
decided that an extension to
the normal period was
required. See Section 5 of the
FAD.

Royal College of
Physicians

The RCP is grateful for the opportunity to respond to the above ACD2. Overall, our experts are far more
supportive of the new version. They feel that there has been considerable reappraisal and that the
recommendations are in the main clear and reasonable; addressing a significant unmet need. However,
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Consultee

Comment

Response

we would like to make the following points:

The wording in a number of the conclusions that ‘sofosbuvir is recommended as an option for...’
allows for considerable clinical variation in the actual treatment used for specific patient groups.
It is essential that treatment decisions are made by clinicians experienced in the management of
hepatitis C (preferably working as a team through MDT meetings) to ensure that the most
appropriate and cost effective treatments are used.

This is particularly the case for interferon-free regimens (ie sofosbuvir plus ribavirin), which may
be seen as a safer and easier option (and may be preferred by many patients). There is concern
that inexperienced clinicians, who may not consider using interferon because of adverse effects
and monitoring requirements, might choose to start treating patients with sofosbuvir/ribavirin.
The current criterion for using interferon free treatment (‘ineligibility or intolerance’) is vague, and
open to misinterpretation or misuse which could pose a risk to some patients. It should therefore
be clarified within the guidance. This regimen should clearly be seen as a second line therapy,
for patients who are truly unable to take interferon.

Genotype 2 is not mentioned at all in the summary of treatment recommendation for
sofosbuvir/interferon. Our experts appreciate that evidence is limited in this group, but for
completeness there should be some statement as to whether or not NICE recommends this
treatment as an option in g2.

While it is appreciated that the number of patients studied with genotypes 4, 5, and 6 is small,
there is more evidence for genotype 4 than the other two, and they should not necessarily be
lumped together. There is a real unmet need for treatment for patients with g4 who have not
responded to currently available therapies, and we would welcome a reappraisal of the evidence
specifically in this group (although our experts recognise that the evidence submitted may not be
adequate for the minimum requirements of NICE).

Comment noted. In section 4.4
of the FAD, the Committee
agrees with comments
received during consultation
that treatment for chronic
hepatitis C with sofosbuvir and
ribavirin with or without
peginterferon should be
focused in specialist centres
and that treatment decisions
should be made preferably by
a multidisciplinary team.

The Committee took into
consideration the place of
sofosbuvir in dual therapy
(interferon-free regimens)
compared with triple therapy.
They heard from the
manufacturer that dual therapy
was only licensed in people in
urgent need of care with
genotype 1,4, 5, or 6 HCV in
whom interferon was
contraindicated (as described
in the summary of product
characteristics) or people
whose disease did not have an
adequate response to
interferon based treatment.
(see section 4.41 of the FAD)

Comment noted. Comment
noted. Sofosbuvir plus
peginterferon alfa and ribavirin
does not have a license for the
treatment of people with
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Consultee

Comment

Response

e Genotype 4 accounts for up to 30% of the UK HIV/HCV co-infected population (UK CHIC study -
unpublished data) and represent a significant unmet need in terms of liver disease burden and
risk of progression. Our experts would therefore urge reconsideration of allowing Sofosbuvir
treatment for the IFN-eligible G4 sub-group with advanced fibrosis.

e Inpara4.19itis stated that generic (Teva) ribavirin is licensed for use with pegylated interferon
alpha 2b. The licence (and recommendation from EMA/MHRA) states that Teva ribavirin is for
use with interferon alpha 2b (not pegylated). While our understanding is that bioequivalence
studies support the use of this generic preparation, it is important (given that NICE is basing its
cost efficacy calculations on the use of the Teva drug) to confirm that NICE recommends the use
of generic ribavirin with all types of interferon, and with sofosbuvir.

genotype 2 HCV. This is
reflected in the summary table
of recommendations in section
1.1 of the FAD.

Comment noted. The
Committee has recommended
sofosbuvir, in combination with
peginterferon alfa and ribavirin,
as an option for treating
genotype 4, 5 or 6 chronic
hepatitis C in adults with
cirrhosis only (see FAD section
1.1).

Comment noted. The
Committee has noted that the
summary of product
characteristics states that
people with HCV and HIV co-
infection should have the same
sofosbuvir treatment schedule
as people with HCV mono-
infection, and concluded that
this was appropriate. People
with HIV should be offered
treatment in line with the
recommendations made by the
Committee which includes
triple therapy in people with
genotype 4,5 or 6 HCV who
have cirrhosis)

Comment noted. In response
to consultation the company
included the generic cost of
ribavirin in its revised base-
case analysis, but noted that
the Medicines and Healthcare
products Regulatory Agency
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Consultee

Comment

Response

stated that generic ribavirin
should only be used in
combination with interferon
alfa-2b, which only has 3% of
the market share in the UK.
The Committee concluded that
the generic cost of ribavirin had
a small effect on the ICER as
demonstrated by the ERG
analysis (see FAD section
4.19).

Comments received from commentators

Commentator

Comment

Response

Janssen

We are concerned that the cost effectiveness of sofosbuvir plus peginterferon/ribavirin (PR) versus
telaprevir+PR in this subpopulation (genotype 1 HCV) is biased against telaprevir for the following
reasons:

1.

There has been no examination of the impact of a downward adjustment of the SVR12 for
sofosbuvir+PR estimated for the non-cirrhotic subgroup to account for reduced efficacy in a
cirrhotic subgroup. As noted in the ACD, and reflected in the SVRs applied in the manufacturer’s
analysis for the comparator treatments, patients with cirrhosis have a poorer SVR. Yet the
manufacturer’s analysis assumes 78% SVR12 regardless of cirrhosis status, compared to 70.6%
and 47.2% SVR for telaprevir-treated non-cirrhotic and cirrhotic patients, respectively.

There has been no analysis of the impact of up to a 24 week treatment duration for
sofosbuvir+PR which, in line with the Summary of Product Characteristics (SmPC), should be
considered for patients with cirrhosis and/or prior null response to PR. Conversely, response
guided treatment is incorporated to the telaprevir arm by applying an average treatment duration
of 39.0 weeks. We note that this average treatment duration is entirely inconsistent with the
telaprevir SmPC and the cited NICE STA,; the latter reporting 10.7 week telaprevir treatment
duration for treatment-experienced patients.

There has been no assessment of the impact of varying the distribution of prior relapsers, partial
responders and null responders used to inform the pooled SVR estimate for telaprevir+PR.
Whilst sofosbuvir+PR effectiveness amongst these previously-treated subgroups is unknown,

Comment noted. The company
provided stratified ICERs for
the population of genotype 1
HCV without cirrhosis and with
cirrhosis using the sustained
virological response rates for
sofosbuvir from NEUTRINO in
the model and the sustained
virological response rates from
the telaprevir STA.

The Committee noted that the
company did not model the
impact of extending the
duration of sofosbuvir plus
peginterferon alfa and ribavirin
for people with one or more
factors which are historically
associated with lower response
rates to interferon therapies.

The company did not present
an economic analysis varying
the prior treatment response of
patients receiving telaprevir.
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Commentator

Comment

Response

and therefore presumably assumed equal, the distribution used in the manufacturer’s basecase
will determine the SVR for comparators.

The company used the
sustained virological response
rates from the previous
telaprevir STA to inform its
model.

Comments received from members of the public

Role Comment Response

| think that the document as a whole is a massive leap toward the beginning of the eradication of hepatitis Comment noted.

C which has been a long time coming - it is positive about the new advances in this field and acknowledges

that we need to be able to treat as many people as possible effectively and with the least amount of time,

including potential time from work, with a greatly improved side effect profile.

| would like to make a couple of other points however: | treat patients with genotype 4/5/6 on a frequent Comment noted. The

basis, due to local demographic (including those who are co-infected with HIV and these genotypes) and, Committee has now

bearing in mind that the clinical trials show much improved efficacy with these types of HCV, it is recommended sofosbuvir, in

disappointing that | will have to continue to use 48 weeks of Peg/Ribavirin with these genotypes. combination with peginterferon
alfa and ribavirin, as an option
for treating genotype 4, 5 or 6
chronic hepatitis C in adults
with cirrhosis only (see FAD
section 1.1).

| would also like to be able to ready patients to start treatment as soon as possible on the new regimes, so

is there any way the lead times for starting patients on treatment could be cut? Comment noted(see section
4.45 and 5.1 of the FAD)

Many thanks Following consideration of
comments received during the
consultation on a decision to
amend the deferred funding,

NHS the Guidance Executive

Professional

decided that an extension to
the normal period was

’ When comments are submitted via the Institute’s web site, individuals are asked to identify their role by choosing from a list as follows: ‘patient’, ‘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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required. See Section 5 of the
FAD.

NHS
Professional

| am surprised at the committees decision to exclude patients with genotype 3 who are treatment Naive and
non-cirrhotic. It is difficult to see how having to have failed treatment with PEG Ribavirin (about 45% of
patients) before being allowed Sofosbuvir can be cost effective or clinically sound.

Given the absence of alternative agents with good activity against genotype 3 (most of the new DAAs are
for genotype 1) this greats a really poorly served and quite large patient group at a time when most patients
with HCV should be anticipating a swift cure.

Comment noted. The
Committee noted that when
stratified by cirrhosis status,
the ICER for people with
treatment-naive genotype 3
HCV without cirrhosis who are
eligible for treatment with
interferon was approximately
£40,600 per QALY gained,
whereas the ICER for people
with cirrhosis was
approximately £6600 per
QALY gained. The Committee
noted that the effect of using
the combined cohort analysis
which includes a larger
subgroup without cirrhosis and
a small subgroup with
cirrhosis, resulted in a
combined cohort ICER that
was artificially low (£21,900
per QALY gained). The
Committee considered that
despite this uncertainty there
was more confidence around
the ICER for the subgroup with
cirrhosis because treatment
remained cost effective despite
using a variety of assumptions
including those suggested by
the ERG in its exploratory
analyses. The Committee also
acknowledged that people with
cirrhosis are in greater need of
treatment than those without
cirrhosis.

NHS

1.4 Sofosbuvir, in combination with peginterferon alfa and ribavirin, is not recommended for treating

Comment noted. The
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Professional

genotype 4, 5 and 6 chronic hepatitis C in adults.

This recommendation will further widen the health inequality gap between the white population and the
ethnic minorities who are mainly infected with genotype 4 in the UK. Combination therapy (pegylated
interferon and ribavirin) has never been effective in eradicating the HCV virus in these communities from
trial data and clinical observations . There is an opportunity to cure those ethnic minorities infected with
HCV (genotype 4) and reduce the burden of disease and improve quality of life and ICER seems to
determine who should be given treatment and have a chance of a cure and who should be sentence to
death. Are their lives not worth saving? Where is your duty of care or your utilitarian stance? |am aware
you have a duty to abide by guidance in spite of the serious consequences of your actions, however, be the
change and not let the Government cost effective guidance destroy lives of some of the most vulnerable
groups in our society.

Why not recommended the following

Sofosbuvir, in combination with peginterferon alfa and ribavirin, is recommended for treating genotype 4, 5
and 6 chronic hepatitis C in adults, only if they had treatment for hepatitis C before

Sofosbuvir, in combination with peginterferon and ribavirin, is recommended as an option for treating
genotype 4, 5, 6 chronic hepatitis C in treatment naive adults with cirrhosis.

Committee considered the
impact of potential equality
issues on the ACD and further
explored the prevalence of
people from different family
origins for each genotype. The
Committee considered
additional information provided
by the company using a
revised economic model on
the cost effectiveness of
sofosbuvir in genotypes 4, 5
and 6. The Committee has
now recommended sofosbuvir,
in combination with
peginterferon alfa and ribavirin,
as an option for treating
genotype 4, 5 or 6 chronic
hepatitis C in adults with
cirrhosis only (see FAD
sections 1.1 and 4.34-8).

Patient
organisation

| would just like to underline how appropriate | feel it is that NICE has reflected on the evidence of the
effectiveness of sofosbuvir in people co-infected with HIV. | feel this second draft guidance is much more
equitable, reflects the science as well as recommendations in the European Association for the Study of the
Liver Treatment Guidelines that co-infected people should not be treated any differently to mono-infected
people. Thank you for this making this huge step towards access to improved hepatitis therapy for people
with HIV.

Comment noted.

Patient
organisation

We thank NICE for its considered assessment of the cost effectiveness of sofosbuvir, and for noting and
acting on the consultations received after the promulgation of the first appraisal. The revised NICE
appraisal offers the opportunity to achieve high rates of cure after treatment for patients with genotype 1, 2
and 3. However we believe that patients with genotype 4 also merit treatment with sofosbuvir. The in-vitro
data indicates that sofosbuvir is active against genotype 4. Although the clinical trial data is limited, the
available data confirms that sofosbuvir, PEG IFN and RBV is highly efficacious against genotype 4.

The British Association for the Study of the Liver and the British Viral Hepatitis Group would like to highlight
that genotype 4 is found in minority populations in the UK, and that the inability to offer sofosbuvir to
patients with genotype 4 may risk challenges via equality policies. Patients with genotype 4 who have not
responded to PEG IFN and RBV presently have no other options for treatment. The ICERS for sofosbuvir,

Comment noted. The
Committee considered the
impact of potential equality
issues on the ACD and further
explored the prevalence of
people from different family
origins for each genotype. The
Committee considered
additional information provided
by the company using a
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PEG IFN and RBV suggest that a 12 week regimen is cost effective within a £30,000 per QALY ceiling. revised economic model on
Relatively few patients are chronically infected genotype 4. the cost effectiveness of
sofosbuvir in genotypes 4, 5
Thus, for these reasons, we would ask NICE to consider including the approval of a 12 week regimen of and 6. The Committee has
sofosbuvir, PEG IFN and RBV for naive patients and prior non-responders who are tolerant of IFN. now recommended sofosbuvir,
in combination with
peginterferon alfa and ribavirin,
as an option for treating
genotype 4, 5 or 6 chronic
hepatitis C in adults with
cirrhosis only (see FAD
sections 1.1 and 4.34-8).
Many thanks for the opportunity to comment on this second appraisal document. Committee considered the
) ) ) o impact of potential equality
| was very encouraged to see that NICE has decided to modify the earlier decision to not recommend issues on the ACD and further
Sofosbuvir for Genotype 3 HCV and that it now recognises the unmet need in this population. Similarly, | explored the prevalence of
fully agree with the decision not to recommend the use of the drug for patients with Genotype 5 and 6 as | people from different family
do not think there is sufficient data to recommend this. origins for each genotype. The
Committee considered
However, | am concerned that patients with Genotype 4 will not have access to the drug as currently additional information provided
stands. Patients with Genotype 4 represent 5% of the population of HCV patients in the UK. There are, by the company using a
therefore, substantial numbers of patients who would benefit from Sofosbuvir. These patients mostly come | rgvised economic model on
from specific ethnic backgrounds; indeed Egyptian patients are mostly G4. the cost effectiveness of
) . ] ] ) . o sofosbuvir in genotypes 4, 5
Whilst | recognise that the manufacturer did not submit data for more than 28 patients in the original and 6. The Committee has
submission, data that has been presented since includes significantly more numbers. Rune et al presented | now recommended sofosbuvir
data at the European Association for the Study of Liver Disease in London in April 2014 showing SVR rates | in combination with ’
of 100% and 87% respectively in 14 treatment naive and 15 treatment experience patients treated with 24 peginterferon alfa and ribavirin,
weeks of Sofosbuvir and Repairing only. The equivalent figures with 12 weeks of the same regimen were as an option for treating
79% and 59% respectively in 14 treatment naive and 17 treatment experienced patients. This data genotype 4, 5 or 6 chronic
represents good efficacy in 60 patients with G4 and is comparable and probably superior to the 40-50% hepatitis C in adults with
historical success rates with PEG-IFN and repairing. cirrhosis only (see FAD
) . o ] sections 1.1 and 4.34-8)
There is also a study from Egypt that will be presented at the AASLD meeting in November 2014 with 100
patients showing significantly better efficacy of Sofosbuvir containing regimens (personal communication).
Only this week | saw a genotype 4 cirrhotic 65 year old lady who had failed dual therapy and also had failed
NHS a simeprevir containing triple therapy regimen for 4 weeks. Without access to Sofosbuvir | have nothing to

Professional

offer her to prevent the inevitable progression of her liver disease.
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With the data above in mind, | would urge the committee to review the recommendation for treatment of G4
patients with Sofosbuvir as this drug would be an important addition to our armamentarium for the
treatment of G4 patients; whose options are currently very limited.

NHS
Professional

BHIVA and BASHH would like to thank the NICE Appraisal Committee for considering HIV/HCV co-infected
patients in this appraisal and for agreeing that responses in co-infected patients are no different to those
seen in mono-infected patients.

Comment noted.

NHS
Professional

BHIVA and BASHH agree with the NICE Appraisal Committee that manufacturers and the Evidence
Review Group (ERG) need to show a separate cost-effective analysis for co-infected for future single
technology appraisals, taking into account the high rates of progression of liver disease and normal life-
expectancies of HIV patients successfully treated with antiretroviral therapy.

Comment noted. In section
4.40 of the FAD, the
Committee has expressed
legitimate concerns about the
modelling for the HIV and HCV
co-infected group, and has
emphasised that future
economic analyses should be
presented separately for this
population.

NHS
Professional

'Genotype 4 accounts for up to 30% of the UK HIV/HCV co-infected population (UK CHIC study -
unpublished data) and represent a significant unmet need in terms of liver disease burden and risk of
progression. Both BHIVA and BASHH would urge reconsideration of allowing Sofosbuvir treatment for the
IFN-eligible G4 sub-group with advanced fibrosis.

Comment noted. The
Committee has recommended
sofosbuvir, in combination with
peginterferon alfa and ribavirin,
as an option for treating
genotype 4, 5 or 6 chronic
hepatitis C in adults with
cirrhosis only (see FAD section
1.1).

Patient

| have read, with interest, the Draft Guidance, together with all paperwork published by NICE in relation to
the Draft Guidance.

| note that despite accepting Sofosbuvir’s clinical efficacy in treating, and in all likelihood curing, HCV where
the patient has Genotype 4, 5 or 6, the Draft Guidance suggests that NICE is not currently minded to
recommend that Sofosbuvir be prescribed to HCV sufferers with Genotypes 4, 5, or 6. That decision is
based purely on QALY assessments for those Genotypes. NICE’s current thinking in relation to Genotypes
4, 5 and 6 is out of sync with the advice published by the Scottish Medicines Consortium which has
recommended Sofosbuvir be prescribed to all HCV Sufferers, including those with Genotypes 4, 5, or 6. It
is also out of sync with the decisions taken by other equivalent bodies across Europe and North America.

Comment noted. The
Committee has recommended
sofosbuvir, in combination with
peginterferon alfa and ribavirin,
as an option for treating
genotype 4, 5 or 6 chronic
hepatitis C in adults with
cirrhosis only (see FAD section
1.1).

Sofosbuvir for treating chronic hepatitis C - Response to consultee, commentator and public comments on the ACD

Page 16 of 20






Confidential until publication

Role’

Comment

Response

| also note that stakeholders from neither the Haemophilia nor the Contaminated Blood Product
communities were consulted by NICE as part of NICE's evaluations of Sofosbuvir.

Whatever the background to this lack of consultation (a failure by NICE to consult, or a failure by
representative bodies for those communities to participate), such lack of consultation has, | would suggest,
led to Draft Guidance which, at present:

(a) fails to correctly assess the QALY for HCV sufferers who are Haemophiliacs;

(b) fails to take into account other health related benefits which would flow from
recommending that Sofosbuvir be made available to treat HCV sufferers who are
Haemophiliacs; and

(c) inadvertently places a significantly greater cost burden, outweighing the cost of Sofosbuvir
by a multiple, on limited NHS resources where HCV sufferers who are Haemophiliacs require
a consequential procedures or surgery as a result of the HCV going uncured.

From a wider “cost to the NHS perspective”, given that the clinical efficacy of Sofosbuvir for
Genotypes 4, 5 and 6 is accepted by NICE, the current Draft Guidance also:

(d) potentially opens up the NHS to wide-ranging and expensive litigation from HCV sufferers
where the infection was caused by NHS contaminated blood products (given the higher
incidence of Genotypes 4, 5 and 6 sufferers within that community) and they can establish
that NHS negligence caused the infection, compounded by the fact that some may now be
denied potentially life-saving treatment if the Draft Guidance is followed;

(e) potentially opens up the NHS to the risk of discrimination allegations (on the grounds of
race) — given the greater prevalence of HCV sufferers with Genotype 4, 5 or 6 within
communities where the HCV patient is a British subject of African (including Egyptian) or
Asian descent (compared to Genotypes 1, 2 and 3); and

(f) potentially opens up the NHS to the risk of discrimination allegations (on the grounds of
disability) — given the greater incidence of Genotype 4, 5 or 6 within the Haemophilia
community (particularly where the HCV infection was caused by NHS contaminated blood
products which were imported from abroad), again compared to Genotypes 1, 2 and 3.

Paragraphs (d) to (f) above are challenging for me to make, on one level, as somebody who has relied
throughout my life on the fantastic care and treatment by so many in the NHS. They are observations that
are not intended to be threatening. They are made because in Appendix B of the Draft Scope relating to
Sofosbuvir published by NICE in June 2013, NICE specifically requested (at p6):

Comment noted. Haemophilia
Alliance, the Haemophilia
Society, the Transplant
Support Network, and NHS
Blood and Transplant were
included in the matrix and
invited to participate as
consultees and commentators
in this appraisal; none chose to
participate in the appraisal.

The Committee considered the
potential equality issue raised
regarding disproportionate
representation of people with
genotype 4 HCV and
haemophilia. The Committee
noted that the distribution of
HCV genotypes in people with
haemophilia presented by the
company was actually similar
to the overall population of
people with HCV in England
and was therefore not an
equalities issue. The
Committee also considered
comments from consultees on
the NHS cost of treating
people co-infected with
haemophilia and that treating
HCV in this population could
be cost saving. Having taken
into consideration the potential
equality issues raised about
genotypes 4, 5 and 6 HCV, the
high unmet need and the lack
of treatment options for people
with cirrhosis, the Committee
concluded that sofosbuvir plus
peginterferon alfa and ribavirin
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“In particular, please tell us if the proposed remit and scope:

e could exclude from full consideration any people protected by the equality legislation who
fall within the patient population for which Sofosbuvir will be licensed;

e could lead to recommendations which have a different impact on people protected by the
equality legislation than on the wider population e.g. by making it more difficult in practice
for a specific group to access the technology;

e could have an adverse impact on people with a particular disability or disabilities.”

It is my opinion that the Draft Guidance has failed to consider each of these, in the context of Genotypes 4,
5 and 6 in particular.

Background

In the late 1970s and 1980s, over 4800 British Haemophiliacs were infected with Hepatitis C through
contaminated blood as part of their NHS treatment. A further 170 British non-Haemophiliacs were also
infected with Hepatitis C through contaminated blood received as part of NHS treatment. Many of those
were also co-infected with HIV. A significant number of those infected have since passed away.

While bodies such as the Skipton Fund and Caxton Foundation have offered some financial recompense
for HCV sufferers who were infected through contaminated blood products received from the NHS, this
remains a great tragedy in the history of the National Health Service.

| am a male with Severe Haemophilia A, with inhibitors. | acquired HCV through contaminated blood
products as a youngster. | was formally diagnosed in 1991 with Genotype 4.

Earlier this year, | was diagnosed with Cirrhosis.

| have previously (in 2011) received 48 weeks’ treatment with Interferon & Ribavirin (during which |
successfully cleared the virus in 2012, only to find that | had later relapsed).

The QALY, other Health Benefit and wider NHS Cost Argument

In Appendix B of the Draft Scope relating to Sofosbuvir published by NICE in June 2013, NICE specifically
requested (at p6):

“Do you consider that the use of the technology can result in any potential significant and
substantial health related benefits that are unlikely to be included within the QALY
calculation?”

for treating people with
genotype 4, 5 or 6 treatment-
naive HCV who have cirrhosis
could be considered a cost-
effective use of NHS
resources.

The Committee noted that the
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In the context of Haemophiliacs, the answer is a resounding yes.

Please note — The Committee considered the full response from this individual but for the purposes of this
consultation table personal information related to the commentator has been redacted.

For Haemophiliacs who suffer from HCV, regardless of their Genotype, then it is clear that Sofosbuvir has
potentially significant and substantial health related benefits that are unlikely to be included within
the QALY calculation. And potentially huge future cost savings to the NHS when compared to not curing
HCV in a Haemophiliac patient.

This letter is on behalf of all Haemophiliacs and Contaminated Blood Sufferers, who have HCV.
Conclusion

Where the clinical efficacy of Sofosbuvir has been accepted by NICE, for any particular Genotype, | believe
that NICE should recommend, within its final guidance, that Sofosbuvir should be prescribed to all HCV
sufferers regardless of Genotype, prior treatment experience or cirrhotic condition.

This would mirror the position in Scotland, be equitable from an equalities legislation perspective, though
go beyond the current recommendation in the Draft Guidance, for patients with Genotypes 4, 5 or 6.

If NICE feels unable to reach that conclusion, then NICE should — at the very least — recommend the
following as an exemption to its proposed general recommendation in relation to Genotypes 4, 5 or 6.

“Where the clinical efficacy of Sofosbuvir has been confirmed by NICE for any particular Genotype
(including, for this purpose, Genotypes 4, 5 and 6), and the prescribing of Sofosbuvir would:

(a) lead to potential significant and substantial health benefits for patients with a particular
disability or disabilities in addition to HCV (such as Haemophilia); or

(b) avoid the potential for a future increased cost burden on the NHS resulting from
complications in treating that HCV patient, due to that existing disability (a future cost
burden to the NHS with that patient group which could be otherwise reduced by curing
HCV),

then NICE recommends that Sofosbuvir should be prescribed to those HCV patients with that
particular disability or disabilities (such as Haemophilia) regardless of Genotype.”

clinical trials excluded patients
with haemophilia and no
clinical evidence or cost-
effectiveness analysis had
been presented specifically for
people with haemophilia and
HCV. Therefore the Committee
concluded that no evidence-
based decision or modelling
would be possible, and
therefore no separate
recommendation could be
made specifically for this
patient group.

Comment noted.
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I look forward to receiving the support of the recipients to this letter and | sincerely hope that NICE will take
account of the points | have raised when they publish their final guidance

Patient
organisation

Positively UK welcomes and endorses the NICE appraisal for Sofosbuvir for treating chronic hepatitis C.
Positively UK is a registered charity supporting over 1,000 people living with HIV every year, many of whom
are co-infected with Hepatitis C.

We agree with the preliminary recommendations for the use of Sofosbuvir as summarised on pages 3-5 of
the appraisal document. We particularly welcome the recommendation for Sofosbuvir in treating patients
co-infected with HIV and Hepatitis C. People living with these conditions are met with stigma. We believe
the availability of such medications will tackle some of this stigma, encourage people to seek earlier
diagnosis and be treated. For people living with HIV, and at risk of additional co-morbidities, it will ensure
access to the best quality care and in improved quality of life.

With Sofosbuvir also approved for use in Scotland, the NICE appraisal, will ensure equitable access to care
and treatments across the UK.

In declaring interests Positively UK do receive core funding from Gilead Sciences, which account for no
more than 2% of our annual turnover.

Comment noted.

A response of no comment was received from the following organisations: Department of Health, MSD, Royal College of Nursing,
Royal College of Pathologists
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Gilead Consultation Response — 29" August 2014

Single Technology Appraisal — Appraisal Consultation Document —Sofosbuvir for
treating chronic hepatitis C

Thank you for the opportunity to comment on the above Appraisal Consultation Document
(ACD). We recognise the complexity of this appraisal and have welcomed both the
engagement of NICE and the Appraisal Committee throughout the process in accepting and
considering relevant data. We have also appreciated the opportunity to respond to comments
during the Appraisal Committee meetings and feel that this has helped address areas of
uncertainty and enabled the Committee to release these provisional recommendations for
consultation.

We have provided comments below in response to the specific consultation questions. In
addition points of clarification and factual inaccuracies relating to specific sections of the ACD
are provided in the following table.

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

We welcome the provisional recommendations that sofosbuvir should be made available for the
majority of adult patients with chronic hepatitis C and are pleased that the Committee has
recognised the significant unmet need for genotype (GT) 1 treatment experienced patients. We
are disappointed that the Committee was unable to give a positive provisional recommendation
for people with GT4 and ask the Committee to re-consider their current recommendation for this
patient group as GT4 HCV is an area of significant unmet need.

Whilst HCV genotype 4 (GT4) only accounts for 5% of all HCV genotypes in the UK, the
prevalence of GT4 in the UK is increasing due to migration, HIV/HCV co-infection and
intravenous drug use. GT4 HCV is also typically less responsive to interferon/ribavirin based
therapy and the currently NICE-approved oral direct acting agents (DAAs - telaprevir and
boceprevir) are not indicated for this patient subgroup.

We appreciate the Committee’s concern that the evidence base for GT4 is limited but would
highlight that sofosbuvir (in combination with peginterferon alfa and ribavirin for 12 weeks) is the
only direct acting HCV antiviral agent to have been studied in this population in Phase 3 trials to
date. In the Phase 3 study NEUTRINO treatment with sofosbuvir resulted in high rates of
SVR12 in GT4 patients (sub-group analysis: 27/28 patients; 96%).

¢ In addition, this ICER whilst considered conservative (since the SVR for cirrhotic patients
[50%)] is based on only 2 patients), demonstrates that sofosbuvir is cost-effective in
patients with GT4-6 HCV with an ICER falling within the £20,000 to £30,000 range. This
ICER would also likely become lower in the event benefits such as relief of cognitive
ability and public health benefits were taken into account, a factor recognised in the ACD
(Section 4.39).
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 Are the summaries of clinical and cost-effectiveness reasonable interpretations of the
evidence

Yes, whilst recognising the complexity of this appraisal we believe these are reasonable
interpretations. We have provided comments on areas which would benefit from additional
clarification and factual inaccuracies in the attached table.

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

Whilst we can confirm that all relevant clinical trial evidence has been taken into account we are
disappointed that despite the available evidence the Committee felt unable to provide a positive
recommendation for the use of sofosbuvir in GT4 HCV patients despite the evidence that

sofosbuvir is both clinically and cost-effective in this group. Further details are provided above.

o 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?

No and we support the statements in the ACD (Sections 4.11 and 4.38) that any
recommendations on the use of sofosbuvir do not exclude patients with present or previous
drug use (Section 4.38) or HCV/HIV co-infected patients (Sections 4.11).

e Given the requirement for relevant health bodies (clinical commissioning groups,
NHS England and local authorities) to provide funding to ensure that the health
technology is available within 3 months, from the date the recommendation is
published by NICE (see section 5.1), is an extension to this normal period appropriate
because any of the following circumstances apply:

o The health technology cannot be appropriately administered until training is in
place?

o The health technology cannot be appropriately administered until certain health
service infrastructure requirements including goods, materials or other facilities
are in place?

o The health technology cannot be appropriately administered until other
appropriate health services resources, including staff, are in place?

There are no reasons for an extension to be given for relevant health bodies to provide funding
to ensure sofosbuvir is available within three months of the final guidance being published by
NICE. No training is required to administer sofosbuvir and there is no requirement for any
additional infrastructure or resources to be put in place.

Given the clear and significant unmet need for patients who would benefit from access to this
new technology we feel it is imperative that this guidance is published without delay.
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We look forward to the final recommendations and respectfully request that the Committee
considers expanding the provisional recommendations to include the use of sofosbuvir in GT4
HCV patients.
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Clarification comments and factual inaccuracies

Page

Section

Comment

36

3.62

Factual inaccuracy

The following statement is incorrect:

‘Using the estimates from Roberts et al. the manufacturer’s ICER for sofosbuvir plus
peginterferon alpha and ribavirin compared with peginterferon alpha and ribavirin increased
fo £18,209 per QALY gained’

The estimates used by the ERG were 51% (F0-F2) and 24% (F3-4) rather than 51% (F0-3)
and 6%, (F4). Had these figures been used the ICER would actually have been below the
Gilead base case. We would recommend that the current text is amended as follows:

‘Using the following estimates from Roberts et al.51% (FO-F2) and 24% for people (F3-4) the
manufacturer’s ICER for sofosbuvir plus peginterferon alpha and ribavirin compared with
peginterferon alpha and ribavirin increased to £18,209 per QALY gained’

58

4.16

Clarification
Clarification is required as to which GT following sentence refers.

‘The Committee noted that the ICER from the combined cohort appeared artificially low,
considering that the majority of the subgroup would not have cirrhosis’

We would also highlight that this statement does not make sense given that the economic
model is based on the % split of cirrhotic and non cirrhotic patients taken from the UK HCV
research database:

60

4.18

Clarification

The following statement is incorrect:

‘It also noted that the ERG considered the estimates from Hadziyannis to be more relevant
because they were most generalisable to patients with HCV in England. This was because
the study included people with the genotypes most relevant to the UK population, that is,
genotypes 1 and 3.’

The economic analysis considered only patients with GT1 HCV and to state that Hadziyannis

Page 4 of 7






Page

Section

Comment

was more relevant because it included both patients with GT1 and GT3 HCV is misleading as
only GT1 HCV patients were relevant in the analysis. We recommend that the text is
amended to clarify as follows:

It also noted that the ERG considered the estimates from Hadziyannis to be more relevant
because they were most generalisable to patients with HCV in England. This was because
the study included people with the genotypes most relevant to the UK population, that is,
genotypes 1 and 3." It was clarified by the manufacturer that the ICER presented for this
particular analysis was only relevant for the GT1 patient subgroup and thus the given ERG
rationale would not apply in this context.

61

4.19

Clarification

The following statement is misleading:

‘generic cost of ribavirin had a small effect on the ICER as demonstrated by the ERG analysis
and that sensitivity analyses around the generic costs of comparator treatment was
appropriate’.

In the scenario analysis model Gilead submitted in response to the initial ACD the primary
factor driving increased ICERs/QALY was the use of a generic ribavirin price. In addition use
of generic ribavirin should therefore not be considered the standard ribavirin of choice due to
its low market share and restrictions for use in combination with peginterferon alfa-2a
(generic ribavirin is only licensed for use with peginterferon alfa-2b and not 2a). This point
was raised in the ERG’s report on the Gilead additional analysis (page 10) the ERG noted
‘that the manufacturer’s model analyses have been conducted using peginterferon alfa-2a,
and it is therefore not appropriate to use a generic ribavirin in these analyses’.

63

4.21

Clarification

It would be helpful to add that while quality of life was measured in the clinical trials patients
were not aware of their SVR status when completing the quality of life questionnaires during
post treatment follow up. We would recommend the addition of the following text to highlight
this and also additional text to explain why the data was not used in the model:

‘The Committee noted that the manufacturer stated it would not be appropriate to use any
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such data because patients were not aware of their SVR status when completing the QoL

questionnaires post treatment. itwas-unrable-to-incorporate-the-estimatesfrom-the-pivotal
clinical-trials-because-the-data-were-notavailable, but provided a revised base-case model

incorporating an alternative utility increment (0.041; Vera-Llonch et al. 2013) after a sustained
virological response’

70 and 71

4.30 and 4.31

Typographical error
VALANCE should be VALENCE

72-73

4.32

Clarification

In response to the Committees view that there is ‘some uncertainty’ that the 24 week regimen
of sofosbuvir plus ribavirin will not be used in clinical practice in patients for whom interferon
therapy is suitable we would like to reiterate:

¢ Gilead is not requesting, nor do we anticipate, that any patient who is interferon
eligible would be given the option of the 24 week IFN-free sofosbuvir regimen. For
patients with genotypes 1, 4, 5 and 6 HCV, section 4.4 of the Summary of Product
Characteristics for sofosbuvir states that interferon-free regimens ‘should only be used
for patients that are intolerant to or ineligible for interferon, therapy, and are in urgent
need of treatment.’

e UK clinical opinion has consistently asserted that where interferon can be tolerated by
the patient the 12 week regimen would be preferable for reasons of efficacy, overall
treatment duration as well as cost.

72-75

4.32t04.35

We would ask the Committee to reconsider their recommendation for patients with GT4 HCV
and have provided further details in response to the specific consultation questions.

77 -85

Summary of
Appraisal
Committee’s key
conclusions

Typographical errors

e Page 84, 3" paragraph, last sentence: ‘like’ should be ‘lie’

e Page 85, incorporation of health-related quality-of-life benefits and utility values
should reference section 4.39 in addition to the sections already listed (4.12, 4.34 and
4.36)
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e Page 86, Equalities considerations and social value judgements: section number 4.28
should be 4.38
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NICE CONSULTATION RESPONSE

The British Society of Gastroenterology (BSG) welcomes the latest revisions
but is concerned that genotype 4,5 and 6 pts have been denied access when
the data for this group is as strong as that for other groups that are included.
For the remaining genotypes, this evaluation appears, a sensible and
appropriate approach to the use of Sofosbuvir given the experience and
published data. Patients infected with the two major genotypes, 1 and 3, will
be able to access Sofosbuvir where appropriate, and specifically where the
results of conventional PEG-interferon plus Ribavirin can be improved upon:

e The excellent outcome of G1 naives with 12/52 PEG-
Interferon/Ribavirin/Sofosbuvir will deliver cure to most recipients with
a reduced period of interferon exposure.

e Non-cirrhotic genotype 3 naives will continue to receive PEG/Riba in
the clinic, whereas treatment exposed and/or cirrhotic 3’s will have
Sofosbuvir added unless they are Interferon intolerant, when they will
just receive Sofosbuvir and ribavirin.

o Treatment experienced genotype 1’s will also be eligible.

Genotype2 patients rarely fail short-course PEG/Ribavirin therapy and this will
remain the mainstay of treatment. However those unable to tolerate PEG and
the tiny number of treatment failures can access Sofosbuvir with Ribavirin.
HIV co-infected and liver transplant patients, whilst small in number,
represents a considerable challenge to conventional hep ¢ therapy. Drug-drug
interactions, frailty of liver and side-effects reduces acceptability and success
of PEG based therapy. Access to Sofosbuvir for this group is a rational
decision.

Reviewing the data and submission for genotype 4,5 & 6, minority subtypes in
UK, it does appear that there is some inconsistency in the recommendations.
The Neutrino study (page 8 and 9) of treatment naive patients included 28
G4’s, a single G5 and 6 G6’s. An SVR was seen in 27/28 G4, and all G5 and
G6’s. In addition the Gilead ICER calculation is below the NICE threshold.
Sofosbuvir would therefore appear cost-effective for these rare genotypes.
Thus, genotype ,4,5 and 6 patients, logically, should be allowed access to
Sofosbuvir.

In conclusion, the BSG would be broadly supportive of this evaluation.
However, the BSG would advocate strongly for patients with genotypes 4,5
and 6 also being allowed access to Sofosbuvir. Exclusion of this small, but
important group of patients disregards the limited, but indubitable evidence
and detracts from what is otherwise a balanced and apposite judgement.






Response to 2" ACD on Sofosbuvir by The Hepatitis C Trust

The Hepatitis C Trust would like to express its disappointment that NICE is minded not to
recommend Sofosbuvir for any patients with genotype 4, 5 or 6. These patients will therefore have
no access to any drugs other than peg-interferon and ribavirin, despite the fact that the sub-group
analysis of NEUTRINO should a 96% SVR12. There are a significant number of patients who would
look at 96% SVR with less interferon and consider that a good trade-off who would not do just peg-
interferon and ribavirin with maybe a 60-70% chance of SVR (and whose comparator is therefore no
treatment, greatly lowering the ICER).

One of the issues is of course the small numbers of genotype 4, 5 or 6 in the relevant trials, so that
for example a single non-SVR cirrhotic can have a significant impact on ICERs, and the small numbers
also make the ICERs more uncertain. The reason for the small numbers in the trials is that these are
comparatively rare genotypes in the developed world, where trials typically are held. This applies
equally to the UK where only some 5% of people living with hepatitis C have genotypes 4, 5 or 6. We
feel that in some sense the small numbers result in discrimination and we do not think it should
count against them. Indeed, we would argue that, if the genotypes were combined in proportion to
their prevalence and genotypes 1, 4, 5 and 6 considered as a combined group, Sofosbuvir would be
cost effective for the group as a whole. We therefore request that NICE reassess these genotypes.

We also feel that the ICERs across the board are almost certainly too high. As we continue to note,
the cost of transmission prevention as a result of successful treatment cannot logically continue to
be excluded from calculations for infectious diseases such as hepatitis C. Furthermore, much of the
evidence used for disease state transition is old and, in our view out of date. Early estimates of the
likelihood of progression to cirrhosis may be too conservative, as we see larger cohorts with
infection of more than 30 years. Equally we do not believe that quality of life estimates have
properly taken into account either the debilitating consequences of interferon treatment that for
some people persist after treatment has ended for some years or the positive impact of treatment
on people with co-morbidities such as haemophilia or cryoglobulinemia.






Royal College of Physicians
11 St Andrews Place
Regent’s Park

London NW1 4LE

Tel: +44 (0)20 3075 1560

www.rcplondon.ac.uk

Kate Moore From
TACommD@nice.org.uk

4 September 2014
Dear Ms Moore

Re: Sofosbuvir for treating chronic hepatitis C [ID654] — ACD2

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. As an
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 ACD2. Overall, our experts are far more
supportive of the new version. They feel that there has been considerable reappraisal and that the
recommendations are in the main clear and reasonable; addressing a significant unmet need. However, we
would like to make the following points:

e The wording in a number of the conclusions that ‘sofosbuvir is recommended as an option for...” allows
for considerable clinical variation in the actual treatment used for specific patient groups. It is essential
that treatment decisions are made by clinicians experienced in the management of hepatitis C
(preferably working as a team through MDT meetings) to ensure that the most appropriate and cost
effective treatments are used.

e This is particularly the case for interferon-free regimens (ie sofosbuvir plus ribavirin), which may be
seen as a safer and easier option (and may be preferred by many patients). There is concern that
inexperienced clinicians, who may not consider using interferon because of adverse effects and
monitoring requirements, might choose to start treating patients with sofosbuvir/ribavirin. The current
criterion for using interferon free treatment (‘ineligibility or intolerance’) is vague, and open to
misinterpretation or misuse which could pose a risk to some patients. It should therefore be clarified
within the guidance. This regimen should clearly be seen as a second line therapy, for patients who are
truly unable to take interferon.

e Genotype 2 is not mentioned at all in the summary of treatment recommendation for
sofosbuvir/interferon. Our experts appreciate that evidence is limited in this group, but for
completeness there should be some statement as to whether or not NICE recommends this treatment
as an option in g2.
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e  While it is appreciated that the number of patients studied with genotypes 4, 5, and 6 is small, there is
more evidence for genotype 4 than the other two, and they should not necessarily be lumped together.
There is a real unmet need for treatment for patients with g4 who have not responded to currently
available therapies, and we would welcome a reappraisal of the evidence specifically in this group
(although our experts recognise that the evidence submitted may not be adequate for the minimum
requirements of NICE).

e Genotype 4 accounts for up to 30% of the UK HIV/HCV co-infected population (UK CHIC study -
unpublished data) and represent a significant unmet need in terms of liver disease burden and risk of
progression. Our experts would therefore urge reconsideration of allowing Sofosbuvir treatment for
the IFN-eligible G4 sub-group with advanced fibrosis.

e Inpara4.19itis stated that generic (Teva) ribavirin is licensed for use with pegylated interferon alpha
2b. The licence (and recommendation from EMA/MHRA) states that Teva ribavirin is for use with
interferon alpha 2b (not pegylated). While our understanding is that bioequivalence studies support
the use of this generic preparation, it is important (given that NICE is basing its cost efficacy calculations
on the use of the Teva drug) to confirm that NICE recommends the use of generic ribavirin with all
types of interferon, and with sofosbuvir.

Yours sincerely







NHS England Response to NICE ACD — Sofosbuvir for treating chronic hepatitis C (ID654)

NHS England would like to provide the following response to the ACD — Sofosbuvir for treating
chronic hepatitis C.

NHS England is generally supportive of the recommendations contained within the ACD. Whilst we
recognise some of the limitations of the RCTs performed in some genotypes we also recognise that
sofosbuvir within the recommendations falls well within the accepted QALY threshold. We would
like to raise the following points for consideration by NICE:

1. The wording in a number of the conclusions is that ‘sofosbuvir is recommended as an option
for...” but it is essential that treatment decisions are made by clinicians experienced in the
management of hepatitis C (preferably working as a team through MDT meetings), to ensure
that the most appropriate and cost effective treatments are used.

NHS England would expect that this is included in the recommendations.

2. The criteria relating to sofosbuvir with ribivirin needs to be more explicit. Given the cost of such
treatment could be circa £70k per patient course we are concerned that the definition of
‘interferon unsuitable — includes people who are intolerant to and ineligible for interferon’ could
lead to wide interpretation and would lead to overuse of this combination. This regimen should
clearly be seen as a second line therapy, for patients who are truly unable to take interferon.

NHS England would expect the criteria to be changed to exclude naive patients unless they have a
specific contraindication to pegylated interferon and that there is further refinement of the
definition of ‘interferon unsuitable’.

3.  We note that Genotype 2 is not mentioned at all in the summary of treatment
recommendations for sofosbuvir/pegylated interferon/ribivirin. Whilst we appreciate that
evidence is limited in this group, for completeness there should be some statement as to
whether or not NICE recommends this treatment as an option in Genotype 2.

NHS England asks that a statement as to the suitability of sofosbuvir for Genotype 2 is included in
the recommendations.

4. NHS England would like to seek a waiver to the period within which NICE TA’s are funded (ie
within 3 months). The first reason for the request for an extension relates partly to the capacity
of the NHS to meet what is expected to be an increased demand for drugs such as sofosbuvir. In
other words, NHS England believes that the health technology cannot be appropriately
administered until other appropriate health services resources, including staff, are in place. This
includes the ability to monitor the results of treatment ie recording and reporting of a sustained
virological response rate. The second reason is because at the prices proposed by the
manufacturer in their NICE submission, this technology is not affordable at the quantum of new
expenditure it would represent (particularly if the backlog of prevalent cases become
immediately eligible for funding alongside incidence cases). The third reason is because further
therapies for Hepatitis C are likely to become available in the foreseeable future, and the NHS
would wish to see their comparative cost effectiveness assessed before selecting one particular
option for hundreds of millions of pounds of new public investment.





NHS England formerly requests a waiver or substantial extension over several years to the normal
implementation period for the reasons given above.






Janssen’s Response to the Appraisal Consultation Document

Sofosbuvir for treating chronic hepatitis C

Please find below Janssen’s comments on the second Appraisal Consultation Document
(ACD) for sofosbuvir for treating chronic hepatitis C (CHC).

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

Cost effectiveness analysis in people with treatment-experienced genotype 1 CHC

We are concerned that the cost effectiveness of sofosbuvir plus peginterferon/ribavirin
(PR) versus telaprevir+PR in this subpopulation is biased against telaprevir for the following
reasons:

1. There has been no examination of the impact of a downward adjustment of the
SVR12 for sofosbuvir+PR estimated for the non-cirrhotic subgroup to account for
reduced efficacy in a cirrhotic subgroup. As noted in the ACD, and reflected in the
SVRs applied in the manufacturer’s analysis for the comparator treatments, patients
with cirrhosis have a poorer SVR. Yet the manufacturer’s analysis assumes 78%
SVR12 regardless of cirrhosis status, compared to 70.6% and 47.2% SVR for
telaprevir-treated non-cirrhotic and cirrhotic patients, respectively.

2. There has been no analysis of the impact of up to a 24 week treatment duration for
sofosbuvir+PR which, in line with the Summary of Product Characteristics (SmPC),
should be considered for patients with cirrhosis and/or prior null response to PR.
Conversely, response guided treatment is incorporated to the telaprevir arm by
applying an average treatment duration of 39.0 weeks. We note that this average
treatment duration is entirely inconsistent with the telaprevir SmPC and the cited
NICE STA; the latter reporting 10.7 week telaprevir treatment duration for
treatment-experienced patients.

3. There has been no assessment of the impact of varying the distribution of prior
relapsers, partial responders and null responders used to inform the pooled SVR
estimate for telaprevir+PR. Whilst sofosbuvir+PR effectiveness amongst these
previously-treated subgroups is unknown, and therefore presumably assumed
equal, the distribution used in the manufacturer’s basecase will determine the SVR
for comparators.






Comments on the ACD Received from the Public through the NICE

Website

Name |

Organisation

Role NHS Professional
Job Title

Location England

Conflict No

Comments on the ACD:

| think that the document as a whole is a massive leap toward the beginning of the
eradication of hepatitis C which has been a long time coming - it is positive about the
new advances in this field and acknowledges that we need to be able to treat as
many people as possible effectively and with the least amount of time, including
potential time from work, with a greatly improved side effect profile.

| would like to make a couple of other points however: | treat patients with genotype
4/5/6 on a frequent basis, due to local demographic (including those who are co-
infected with HIV and these genotypes) and, bearing in mind that the clinical trials
show much improved efficacy with these types of HCV, it is disappointing that | will
have to continue to use 48 weeks of Peg/Ribavirin with these genotypes.

I would also like to be able to ready patients to start treatment as soonas possible on
the new regimes, so is there any way the lead times for starting patients on treatment
could be cut?

Many thanks

Date | 2014 08 18

Name I

Organisation

Role NHS Professional

Job Title Consultant Hepatologist, University Hospital Southampton
Location England

Conflict No

Comments on the ACD:

| am surprised at the committees decision to exclude patients with genotype 3 who
are treatment Naive and non cirrhotic. It is difficult to see how having to have failed
treatment with PEG Riba (about 45% of patients) before being allowed Sofosbuvir
can be cost effective or clinically sound.

Given the absence of alternative agents with good activity against genotype 3 (most
of the new DAAs are for genotype 1) this greats a really poorly served and quite large
patient group at a time when most patients with HCV should be anticipating a swift
cure.

Date | 2014 08 21

lof5





Name I

Organisation

Role NHS Professional
Job Title viral hepatitis nurse
Location England

Conflict N/A

Comments on the ACD:

1.4 Sofosbuvir, in combination with peginterferon alfa and ribavirin, is not
recommended for treating genotype 4, 5 and 6 chronic hepatitis C in adults.

This recommendation will further widen the health inequality gap between the white
population and the ethnic minorities who are mainly infected with genotype 4 in the
UK. Combination therapy (pegylated interferon and ribavirin) has never been
effective in eradicating the HCV virus in these communities from trial data and clinical
observations . There is an opportunity to cure those ethnic minorities infected with
HCV (genotype 4) and reduce the burden of disease and improve quality of life and
ICER seems to determine who should be given treatment and have a chance of a
cure and who should be sentence to death. Are their lives not worth saving? Where
is your duty of care or your utilitarian stance? | am aware you have a duty to abide by
guidance in spite of the serious consequences of your actions, however, be the
change and not let the Government cost effective guidance destroy lives of some of
the most vulnerable groups in our society.

Why not recommended the following

Sofosbuvir, in combination with peginterferon alfa and ribavirin, is recommended for
treating genotype 4, 5 and 6 chronic hepatitis C in adults, only if they had treatment
for hepatitis C before

Sofosbuvir, in combination with peginterferon and ribavirin, is recommended as an
option for treating genotype 4, 5, 6 chronic hepatitis C in treatment naive adults with
cirrhosis.

Date | 2014 09 04
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Name

Organisation

BASELINE Magazine

Role

community magazine about HIV and hepatitis

Job Title Editor
Location England
Conflict Yes

Gilead along with all other HIV pharma companies provide
support to print and distribute the magazine. Our relationship
respects the ABPI code.

Comments on the ACD:

| would just like to underline how appropriate | feel it is that NICE has reflected on the
evidence of the effectiveness of sofosbuvir in people coinfected with HIV. | feel this
second draft guidance is much more equitable, reflects the science as well as
recommendations in the European Association for the Study of the Liver Treatment
Guidelines that co-infected people should not be treated any differently to mono-
infected people. Thank you for this making this huge step towards access to
improved hepatitis therapy for people with HIV.

Date

| 2014 09 04

Name

Organisation

British Viral Hepatitis Group & British Association for the Study
of the Liver

Role National Organisations - BVHG and BASL

Job Title Consultant in Infectious Diseases & Chair BVHG

Location

Conflict Yes Some of the members of BVHG and BASL involved in

preparing this response have been involved in the SOF study
programme and with Gilead in other roles (advisory boards etc).
However the comments submitted are from the organisations
listed above and not from specific individuals.

Comments on the ACD:

We thank NICE for its considered assessment of the cost effectiveness of sofosbuvir,
and for noting and acting on the consultations received after the promulgation of the
first appraisal. The revised NICE appraisal offers the opportunity to achieve high
rates of cure after treatment for patients with genotype 1, 2 and 3. However we
believe that patients with genotype 4 also merit treatment with sofosbuvir. The in-
vitro data indicates that sofosbuvir is active against genotype 4. Although the clinical
trial data is limited, the available data confirms that sofosbuvir, PEG IFN and RBV is
highly efficacious against genotype 4.

The British Association for the Study of the Liver and the British Viral Hepatitis Group
would like to highlight that genotype 4 is found in minority populations in the UK, and
that the inability to offer sofosbuvir to patients with genotype 4 may risk challenges
via equality policies. Patients with genotype 4 who have not responded to PEG IFN
and RBYV presently have no other options for treatment. The ICERS for sofosbuvir,
PEG IFN and RBV suggest that a 12 week regimen is cost effective within a
A£30,000 per QALY ceiling. Relatively few patients are chronically infected genotype

4.

Thus, for these reasons, we would ask NICE to consider including the approval of a
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12 week regimen of sofosbuvir, PEG IFN and RBV for naA™ ve patients and prior
non-responders who are tolerant of IFN.

Date | 2014 09 05

Name I

Organisation

Role NHS Professional

Job Title Consultant Hepatologist
Location England

Conflict No

Comments on the ACD:

Many thanks for the opportunity to comment on this second appraisal document.

| was very encouraged to see that NICE has decided to modify the earlier decision to
not recommend Sofosbuvir for Genotype 3 HCV and that it now recognises the
unmet need in this population. Similarly, | fully agree with the decision not to
recommend the use of the drug for patients with Genotype 5 and 6 as | do not think
there is sufficient data to recommend this.

However, | am concerned that patients with Genotype 4 will not have access to the
drug as currently stands. Patients with Genotype 4 represent 5% of the population of
HCV patients in the UK. There are, therefore, substantial numbers of patients who
would benefit from Sofosbuvir. These patients mostly come from specific ethnic
backgrounds; indeed Egyptian patients are mostly G4.

Whilst | recognise that the manufacturer did not submit data for more than 28
patients in the original submission, data that has been presented since includes
significantly more numbers. Rune et al presented data at the European Association
for the Study of Liver Disease in London in April 2014 showing SVR rates of 100%
and 87% respectively in 14 treatment naive and 15 treatment experience patients
treated with 24 weeks of Sofosbuvir and Repairing only. The equivalent figures with
12 weeks of the same regimen were 79% and 59% respectively in 14 treatment naive
and 17 treatment experienced patients. This data represents good efficacy in 60
patients with G4 and is comparable and probably superior to the 40-50% historical
success rates with PEG-IFN and repairing.

There is also a study from Egypt that will be presented at the AASLD meeting in
November 2014 with 100 patients showing significantly better efficacy of Sofosbuvir
containing regimens (Professor Imam Waked, personal communication).

Only this week | saw a genotype 4 cirrhotic 65 year old lady who had failed dual
therapy and also had failed a simeprevir containing triple therapy regimen for 4
weeks. Without access to Sofosbuvir | have nothing to offer her to prevent the
inevitable progression of her liver disease.

With the data above in mind, | would urge the committee to review the
recommendation for treatment of G4 patients with Sofosbuvir as this drug would be
an important addition to our armamentarium for the treatment of G4 patients; whose
options are currently very limited.

Date | 2014 09 05
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Name

Organisation British HIV Association (BHIVA) and British Association for
Sexual Health and HIV (BASHH)

Role NHS Professional

Job Title I 5HiVA Hepatitis Society Subcommittee

Location England

Conflict No

Comments on the ACD:

BHIVA and BASHH would like to thank the NICE Appraisal Committee for
considering HIV/HCV co-infected patients in this appraisal and for agreeing that
responses in co-infected patients are no different to those seen in mono-infected
patients.

BHIVA and BASHH agree with the NICE Appraisal Committee that manufacturers
and the Evidence Review Group (ERG) need to show a separate cost-effective
analysis for co-infected for future single technology appraisals, taking into account
the high rates of progression of liver disease and normal life-expectancies of HIV
patients successfully treated with antiretroviral therapy.

'Genotype 4 accounts for up to 30% of the UK HIV/HCV co-infected population (UK
CHIC study - unpublished data) and represent a significant unmet need in terms of
liver disease burden and risk of progression. Both BHIVA and BASHH would urge
reconsideration of allowing Sofosbuvir treatment for the IFN-eligible G4 sub-group
with advanced fibrosis.

Date | 2014 09 05
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27 August 2014

—

O:

NICE Project Manager, Sofosbuvir, Kate Moore
kate.moore@nice.org.uk

NICE Executive Lead, Sofosbuvir, Gillian Leng
gillian.leng@nice.org.uk

NICE Technical Lead, Sofosbuvir, Richard Diaz
richard.diaz@nice.org.uk

NICE Communications Manager, Sofosbuvir, Lyndsey Unwin
lyndsey.unwin@nice.org.uk

and under separate cover, copied to

Hepatitis C Trust

British Liver Trust

NHS England

NHS Commissioning Board, |

- Il Party Parliamentary Group on Haemophilia and Contaminated Blood

A
and

Other key interested members of Parliament

Tainted Blood

Contaminated Blood UK

The Haemophilia Societ
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BY EMAIL ONLY

Dear Sir / Madam,

Draft Guidance on Sofosbuvir Published by NICE on 15 August 2014 (the “Draft Guidance”)
— further consideration needed by NICE in respect of Haemophiliacs and patients with HCV
where the infection was caused by NHS Contaminated Blood Products

I have read, with interest, the Draft Guidance, together with all paperwork published by NICE in
relation to the Draft Guidance.

I note that despite accepting Sofosbuvir’s clinical efficacy in treating, and in all likelihood curing,
HCV where the patient has Genotype 4, 5 or 6, the Draft Guidance suggests that NICE is not
currently minded to recommend that Sofosbuvir be prescribed to HCV sufferers with Genotypes 4,
5, or 6. That decision is based purely on QALY assessments for those Genotypes. NICE’s current
thinking in relation to Genotypes 4, 5 and 6 is out of sync with the advice published by the Scottish
Medicines Consortium which has recommended Sofosbuvir be prescribed to all HCV Sufferers,
including those with Genotypes 4, 5, or 6. It is also out of sync with the decisions taken by other
equivalent bodies across Europe and North America.

| also note that stakeholders from neither the Haemophilia nor the Contaminated Blood Product
communities were consulted by NICE as part of NICE's evaluations of Sofosbuvir.

Whatever the background to this lack of consultation (a failure by NICE to consult, or a failure by
representative bodies for those communities to participate), such lack of consultation has, | would
suggest, led to Draft Guidance which, at present:

(a) fails to correctly assess the QALY for HCV sufferers who are Haemophiliacs;

(b) fails to take into account other health related benefits which would flow from
recommending that Sofosbuvir be made available to treat HCV sufferers who
are Haemophiliacs; and

(c) inadvertently places a significantly greater cost burden, outweighing the cost of
Sofosbuvir by a multiple, on limited NHS resources where HCV sufferers who
are Haemophiliacs require a consequential procedures or surgery as a result of
the HCV going uncured.

From a wider “cost to the NHS perspective”, given that the clinical efficacy of Sofosbuvir
for Genotypes 4, 5 and 6 is accepted by NICE, the current Draft Guidance also:

(d) potentially opens up the NHS to wide-ranging and expensive litigation from



mailto:mike.makris@sth.nhs.uk

mailto:joy.farnsworth@sth.nhs.uk



HCV sufferers where the infection was caused by NHS contaminated blood
products (given the higher incidence of Genotypes 4, 5 and 6 sufferers within
that community) and they can establish that NHS negligence caused the
infection, compounded by the fact that some may now be denied potentially
life-saving treatment if the Draft Guidance is followed,;

(e) potentially opens up the NHS to the risk of discrimination allegations (on the
grounds of race) — given the greater prevalence of HCV sufferers with Genotype
4, 5 or 6 within communities where the HCV patient is a British subject of
African (including Egyptian) or Asian descent (compared to Genotypes 1, 2 and
3); and

(f potentially opens up the NHS to the risk of discrimination allegations (on the
grounds of disability) — given the greater incidence of Genotype 4, 5 or 6 within
the Haemophilia community (particularly where the HCV infection was caused
by NHS contaminated blood products which were imported from abroad), again
compared to Genotypes 1, 2 and 3.

Paragraphs (d) to (f) above are challenging for me to make, on one level, as somebody who has
relied throughout my life on the fantastic care and treatment by so many in the NHS. They are
observations that are not intended to be threatening. They are made because in Appendix B of
the Draft Scope relating to Sofosbuvir published by NICE in June 2013, NICE specifically
requested (at p6):

“In particular, please tell us if the proposed remit and scope:

. could exclude from full consideration any people protected by the equality legislation who fall within the
patient population for which Sofosbuvir will be licensed;

. could lead to recommendations which have a different impact on people protected by the equality
legislation than on the wider population e.g. by making it more difficult in practice for a specific group to
access the technology;

. could have an adverse impact on people with a particular disability or disabilities.”

It is my opinion that the Draft Guidance has failed to consider each of these, in the context of
Genotypes 4, 5 and 6 in particular.

Background

In the late 1970s and 1980s, over 4800 British Haemophiliacs were infected with Hepatitis C
through contaminated blood as part of their NHS treatment. A further 170 British non-
Haemophiliacs were also infected with Hepatitis C through contaminated blood received as part of
NHS treatment. Many of those were also co-infected with HIV. A significant number of those
infected have since passed away.

While bodies such as the Skipton Fund and Caxton Foundation have offered some financial
recompense for HCV sufferers who were infected through contaminated blood products received
from the NHS, this remains a great tragedy in the history of the National Health Service.

| am a [l male with Severe Haemophilia A, with inhibitors. | acquired HCV through
contaminated blood products as a youngster. | was formally diagnosed in 1991 with Genotype 4.

Earlier this year, | was diagnosed with Cirrhosis.

| have previously (in 2011) received 48 weeks’ treatment with Interferon & Ribavirin (during which
| successfully cleared the virus in 2012, only to find that | had later relapsed).

The QALY, other Health Benefit and wider NHS Cost Argument





In Appendix B of the Draft Scope relating to Sofosbuvir published by NICE in June 2013, NICE
specifically requested (at p6):

“Do you consider that the use of the technology can result in any potential significant and substantial
health related benefits that are unlikely to be included within the QALY calculation?”

In the context of Haemophiliacs, the answer is a resounding yes.






For Haemophiliacs who suffer from HCV, regardless of their Genotype, then it is clear that
Sofosbuvir has potentially significant and substantial health related benefits that are unlikely to be
included within the QALY calculation. And potentially huge future cost savings to the NHS when
compared to not curing HCV in a Haemophiliac patient.

—

This letter is on behalf of all Haemophiliacs and Contaminated Blood Sufferers, who have HCV.
Conclusion

Where the clinical efficacy of Sofosbuvir has been accepted by NICE, for any particular Genotype,
| believe that NICE should recommend, within its final guidance, that Sofosbuvir should be
prescribed to all HCV sufferers regardless of Genotype, prior treatment experience or cirrhotic
condition.

This would mirror the position in Scotland, be equitable from an equalities legislation perspective,
though go beyond the current recommendation in the Draft Guidance, for patients with Genotypes
4,5 or 6.

If NICE feels unable to reach that conclusion, then NICE should — at the very least — recommend
the following as an exemption to its proposed general recommendation in relation to Genotypes 4,
5 or6.

“Where the clinical efficacy of Sofosbuvir has been confirmed by NICE for any particular
Genotype (including, for this purpose, Genotypes 4, 5 and 6), and the prescribing of
Sofosbuvir would:

(a) lead to potential significant and substantial health benefits for patients with a
particular disability or disabilities in addition to HCV (such as Haemophilia); or
(b) avoid the potential for a future increased cost burden on the NHS resulting from

complications in treating that HCV patient, due to that existing disability (a
future cost burden to the NHS with that patient group which could be otherwise
reduced by curing HCV),

then NICE recommends that Sofosbuvir should be prescribed to those HCV patients with
that particular disability or disabilities (such as Haemophilia) regardless of Genotype.”





| would request that the Draft Guidance is amended to reflect this in the final version, and would
hope that the recipients to this letter can support this view in their direct consultations with NICE.

Other Recipients

As neither a stakeholder, nor a consultee, | have copied in key representatives for the consultees
set out below in the hope that should NICE not feel minded to take into account the points raised
by this letter, one of more of the other recipients will feel that thy can raise these points they will
formally raise the points in this letter, as part of their final feedback on the Draft Guidance (before
5 September 2014 deadline).

(a) the British Liver Trust;
(b) the Hepatitis C Trust; and
(c) NHS England.

| have also copied in representatives from:

(d) I < Haemophilia Society;
(e) N T:inted Blood; and
¢ I -0 I | Party Parliamentary

Group on Haemophilia and Contaminated Blood.

| have also copied in my Consultant Haematologist, _

| have also copied in my Hepatology consultant, || GcININGNGNGNGNGEG

While the views expressed in this letter are my own, | would strongly suggest that NICE speak
with | to ascertain his professional view on the “QALY, other Health Benefit and
wider NHS Cost Argument”, in the context of Haemophiliac HCV patients. | think he and | are in
agreement on this point and | know NICE have consulted with || | |} BREEEE on similar
matters previously.

I look forward to receiving the support of the recipients to this letter and | sincerely hope that NICE
will take account of the points | have raised when they publish their final guidance.

Yours faithfully

Positively UK welcomes and endorses the NICE appraisal for Sofosbuvir for
treating chronic hepatitis C. Positively UK is a registered charity supporting
over 1,000 people living with HIV every year, many of whom are co-infected
with Hepatitis C.





We agree with the preliminary recommendations for the use of Sofosbuvir as
summarised on pages 3-5 of the appraisal document. We particularly
welcome the recommendation for Sofosbuvir in treating patients co-infected
with HIV and Hepatitis C. People living with these conditions are met with
stigma. We believe the availability of such medications will tackle some of this
stigma, encourage people to seek earlier diagnosis and be treated. For
people living with HIV, and at risk of additional co-morbidities, it will ensure

access to the best quality care and in improved quality of life.

With Sofosbuvir also approved for use in Scotland, the NICE appraisal, will
ensure equitable access to care and treatments across the UK.

In declaring interests Positively UK do receive core funding from Gilead

Sciences, which account for no more than 2% of our annual turnover.

Thanks

Positively UK

Tel:

Web: www.positivelyuk.org

Twitter

Facebook

Email disclaimer




http://www.positivelyuk.org/

http://twitter.com/#!/Positively_UK

http://www.facebook.com/pages/Positively-UK/105916532793097

https://positivelyuk.org/disclaimer.php



Registered Charity No. 1007685

Dear Sirs,

Please see below for correspondence I have received from a constituent

regarding the consultation on the drug Sofosbuvir (Sovaldi). | have tried to
submit this information for consideration through the webpage, but not been able





to do so within its formatting, and therefore would appreciate confirmation you
have received this correspondence and it will be included in the submissions for
this consultation.

- please contact NICE to ensure they have this as part of this consultation.

with kind regards

On Wed, sep 3, 2014 at 929 Av, || GG -
Dear - I hope you are well.

Last year I was diagnosed with Hepatitis C (HCV), Genotype 3.

Hepatitis C is a blood-borne virus that predominantly infects the cells of the
liver. This can result in inflammation and significant damage to the liver. It can
also affect the liver's ability to perform its essential functions and also affects
digestive system, the lymphatic system, the immune system and the brain.

Unlike some who have the virus, it is unknown how I contracted the illness.

It has been an interesting year learning about the stigma attached to HCV. I
now have even more empathy for those who are already shunned by some
sections of society such as intravenous drug users and HIV sufferers who are
at a higher risk of HCV or have the virus. The prejudice carries into the

healthcare system.

I live in fear that I will pass it on to my family if not treated but her lies the
problem. An effective treatment the drug Sofosbuvir (Sovaldi) has not been
approved by NICE for use, but a consultation is taking place to decide

whether to approve it. The consultation closes on 5"'September 2014 and as





my MP I would like to ask if you can please contribute on behalf of the
general population of those infected with the disease and myself, to ask for

Sofosbuvir to be made available to everyone.

The Department of Health has asked the National Institute for Health and Care
Excellence (NICE) to produce guidance on using sofosbuvir, a treatment for
HCV, in the NHS in England. The Appraisal Committee has considered the
evidence submitted by the manufacturer and the views of non-manufacturer

consultees and commentators, and clinical specialists and patient experts.

The draft recommendations are that Genotype 3 patients will onlyget
sofosbuvir if they have failed treatment before or are cirrhotic. I am neither
but am already being affected by the virus. Following a biopsy, my liver shows
signs of scarring/fibrosis (3 out of 6 as it's measured) and inflammation. I have
lichen planus and suffer from affected brain function, tiredness and skin

problems. According to _ the liver expert who has been

advising me at Royal London these are all caused by the HCV infection.

Unfortunately many patients including myself do not fall into either category
NICE are proposing and are condemned to wait until we either develop more
serious life threatening illnesses before treatment is given or are forced to
take the current treatment which includes pegylated interferon and ribavirin,

drugs that have huge debilitating side effects.

Interferon and ribavirin are very strong drugs and both have potential side
effects. Not everyone experiences these side effects, but it is rarefor someone

to have none at all.

Occasionally, the side effects can be so severe that they could force sufferers
to abandon treatment. You could even be left with an illness after you stop

treatment, such as thyroid disease or diabetes. Some people have reported





that the side effects have persisted, leaving them feeling constantly unwell.

Sounds joyful, nice (pun intended).

The major disadvantage to treatment consists of these side effects. Not
everyone necessarily experiences them. It can take a few months after the
treatment ends before the drugs are cleared from your system. Ribavirin can
take up to 6 months to clear. Treatment could therefore impact on work

(might have to take time off), on relationships, and on social life.

There is also the possibility that interferon/ribavirin treatment might not work
for me whereas Sofosbuvir quite likely will (90% more affective -
2014).

I am sure you can understand why interferon is not a course I wish to take.

I have been told I am interferon unsuitable as I have certain symptoms that
could be aggravated by it. However, interferon is the only thing available until
I develop cirrhosis or liver cancer or need a liver transplant— of course by then

it's all too late.

The argument of costs which I believe NICE are using to prevent general use
to treat HCV seems a moot point as surely treating the outcomes will be more

expensive than the cost of Sofosbuvir?

I hate to make a value judgement on illnesses but there are estimated to be
160,000 with HCV in UK but only around 100,000 with HIV yet the latter have

access to more expensive treatments.
The NICE consultation is here.

http://www.nice.org.uk/quidance/indevelopment/GID-TAG445/consultation

About 1 in 3 people infected with the hepatitis C virus will eventually develop

liver cirrhosis, where normal liver tissue is replaced by scar tissue.



http://www.nice.org.uk/guidance/indevelopment/GID-TAG445/consultation



A percentage of people with chronic hepatitis C and cirrhosis also develop

liver cancer.

Professor Carole Longson, Director of the NICE Centre for Health Technology
Evaluation, said: “"Hepatitis C is a major public health challenge. It is difficult to

diagnose and each year there are many new infections.

“The problem is made worse because the potential side-effects of current
treatments, such as interferon, which often needs to be given for a long
period of time, mean that many people with the disease either don't complete

the full course, or are reluctant to seek treatment in the first place.

“New treatments, like sofosbuvir, can shorten the duration of interferon-based
therapy and in some cases don't need to be taken with interferon at all. This

could potentially encourage more people to seek treatment.”

NICE sees the clinical benefits but are recommending that only SOME patients

receive treatment. Many of those with the virus fall outside the ‘'some’.

Please - ask NICE to approve use for everyone with HCV.

You can contact

direct or through

_ is a good man and is fighting for approval of a treatment for

all with HCV. He is at the forefront of tackling the disease and will be able to
give you any supporting information and his perspective of the effectiveness,

as a clinical expert.

Charles Gore, CEO of the Hepatis Trust is another advocate for sufferers who

will be able to give advice too.-



mailto:louise.payaniandy@bartshealth.nhs.uk



I apologise for the short notice, I only heard about this consultation on

Monday.

Yours sincerely







Request for Additional Information - Gilead Response — 24™ September 2014

Single Technology Appraisal — Appraisal Consultation Document —Sofosbuvir for
treating chronic hepatitis C

In response to a request from the Institute we are providing the following additional information
for people with HCV genotype (GT) 4, 5 and 6:

* Alternative sustained virological response (SVR) rates for peginterferon alfa (PEG) and
ribavirin (RBV) alone from the systematic review of published sources included in the
initial Gilead submission for each genotype, together with a rationale for the preference
of Manns et al. (2001) over other available studies.

¢ Additional economic analyses.

 HCV prevalence data by genotype (1 to 6) and ethnicity, HIV co-infection and
haemophilia for the UK.

1.0 Alternative SVR rates - treatment-naive genotype 4/5/6 patients
Systematic review — identified clinical trials

Further details on the primary trials identified within our original systematic literature review
(SLR) are provided below. Seven studies'?***®" reporting efficacy data for patients with GT4,
5 or 6 were included from this review.

Summary results from each study are provided in Table 1. The results for PEG and RBV are in
bold. All studies reported outcomes for patients with GT4.
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Table 1: Results from clinical trials in genotype 4/5/6 TN patients

Primary
Publication GT Arms/Interventions outcome Secondary outcomes
SVR24 EOT
Arm 1: PR24a2a (N=8) 13%
Zeuzem 2004’ 4
Arm 2: PR48a2a (N=9) 56%
) _ 44% (95%Cl:
Arm 1: P(180)Ra2a (N=18) 21-69%)
Rumi 2010° 4
) _ 31% (95%Cl:
Arm 2: P(1.5)Ra2b (N=26) 14-51%)
Arm 1: PR48a2a (N=13) 7%
Fried 2002° 4 Arm 2: IFNR48a2b (N=11) 36%
Arm 3: P48a2a (N=9) 44%
Arm 1: P(1.5)R48a2b (N=16) 50%
Manns, 2001* 4/5/6 Arm 2: P(1.5/0.5)R48a2b (N=12) | 33%
Arm 3: IFNRa2b (N=16) 38%
. _ 50% (95%Cl: o 1aE0 1. .
Arm 1: PR48a2a (N=12) 21.1-78.9%) 83.3% (95%Cl: 51.6-97.9%)
Ferenci 2010° 4
. 43.8%
'?,r\l”:‘ fé)PRnaza (95%ClI: 75.% (95%Cl: 47.6-92.7%)
19.8-80.1%)
Arm 1: Individualized (N=9) 44% 56%
Zeuzem 2005° 4/5
Arm 2: PR48a2a (N=6) 33% 50%
Arm 1: o o
P(0.5)48a2b (N=15) AU 30%
Arm 2: o o
P(1.0)48a2b (N=15) 31% 46%
Lindsay 20017 4/5/6
Arm 3: 60% 80%

P(1.5)48a2b (N=8)

Arm 4;
IFN48a2b (N=5)

0%

0%

P — peginterferon; R-ribavirin; IFN — Interferon, 48- 48 weeks, 72 — 72 weeks, 180 - g/wk - 1.5 - g/kg per week 0.5 - g/kg per week
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Rationale for the use of Manns et al.

Only two studies - Manns et al. 2001* and Lindsay et al. 2001’ provided combined data on
GT4/5/6 and could have been used within our economic evaluation. The Manns study was
selected over that published by Lindsay on the basis of patient numbers (there were a greater
number of GT4/5/6 patients in Manns (n=16) compared with Lindsay (n=8)). Due to the fact that
data on responsiveness was limited, additional clinical expert opinion was sought prior to our
original submission to help validate this selection.® Unpublished data from Imperial College
London (the largest UK treatment centre for GT4 patients) presented an SVR rate of 49.5% for
those patients treated with PEG/RBV as standard of care.® This SVR is comparable with the
results from the Manns study. Upon request and with the consent of the lead clinical
hepatologist, additional written correspondence has been submitted for review. (Appendix 1)

We would also like to respond to the Appraisal Committee’s question as to why data from Kamal
et al. (2011)° was not listed as a comparator. This publication was initially picked up at the
screening phase of the systematic literature review but was excluded at the full-text article
review as it only included patients from Egypt — studies that recruited solely from Egypt, Africa,
Asia and the Middle East were excluded due to the documented differences in terms of
response to treatment’®. Patients enrolled within the Kamal study were also classified as non
cirrhotic (median liver histology fibrosis score 1.0 (range of 0-4))

It should be noted that the upper limit comparator (Fried®) used within the sensitivity analyses
presents an SVR above that reported in Kamal and as such could be deemed a more
conservative comparator.

2.0 Additional economic analyses

In order to address the Institute’s request for additional economic analyses and to meet any
outstanding issues of uncertainty related to the base case ICER for GT4-6 we have modelled
scenarios incorporating a revised base case and alternative outcomes. This includes economic
sensitivity analyses presenting alternative ICERs based on both the highest and the lowest SVR
rates derived from the original SLR literature.®

It has not been possible to model genotype 4, 5 and 6 separately due to the fact that the data
are not available - comparator trial outcomes are only reported for either GT4 alone, GT4,5 or
GT4-6 combined. The Gilead NEUTRINO ftrial presented results across each genotype
separately which support similar response rates across each genotype as follows, suggesting
the generalisability of GT4 outcomes to those for GT5 and GT6:

o GTA4/5/6: 97% (34/35 patients)

o GT4: non cirrhotic patients 100% (26/26); cirrhotic patients 50% (1/2)
o GT5: non cirrhotic patients 100% (1/1)
o GT6: non cirrhotic patient 100% (6/6)

The full list of revisions for economic analyses are as follows:
1) Revised base case model which incorporates:

a. Transition probabilities (TPs) from compensated cirrhosis with and without SVR
to hepatocellular carcinoma (HCC) from Cardoso et al. (2010)", that is, 0.0128
and 0.0631, respectively.
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b. Utility increment after reaching sustained virological response (SVR) of 0.041
from Vera-Llonch et al. (2013)™.

c. Probability of death re-estimated assuming the distribution between male and
female from Wright et al. (2006) (61% male and 39% female)™.

d. SVR rates from Manns et al. (2001)*, that is, 50% (8/16) for non-cirrhotic and
39% (8/16*0.44/57) for cirrhotic patients.

2) Sensitivity analysis with:

a. SVR rates from Zeuzem et al. (2005)°. SVR rates were reported at 33% (2/6).
No split between non-cirrhotic and cirrhotic patients was provided in this
publication and therefore the same SVR rate was assumed between the two
patient populations representing the most conservative approach.

b. SVR rates from Fried et al. (2002)>. SVR rates were reported at 77% (10/13). No
split between non-cirrhotic and cirrhotic patients was provided and therefore the
same SVR rate was assumed between the two patient populations representing
the most conservative approach.

c. SVR rates for PR from Fried et al. (2002)° (see previous bullet point) and SVR
rates for sofosbuvir assumed equal between non-cirrhotic and cirrhotic patients
(to provide an equivalent comparator) based on the overall SVR rates for
GT4/5/6 patients from NEUTRINO, that is, 97% (34/35).

d. TP from compensated cirrhosis (CC) without SVR to hepatocellular carcinoma
(HCC) from Fattovich et al. (1997)", that is, 0.014, and TP from CC with SVR to
HCC from Cardoso et al. (2010)", that is, 0.0128

ICERSs for each of the previous analyses are presented below (Error! Reference source not
found. and Error! Reference source not found.).

The revised base case model result using Manns et al. (2001) in table 2 demonstrates a slight
increase from the original base case ICER. (£26,797 to £27,505.)

When the minimum SVR rate® is applied, the ICER drops below £20,000, whilst the maximum
SVR? derives a significantly higher ICER of £244,387. It should be noted that the ICER derived
from Fried et al. (2002) is driven in part by the assumption that SVR rates are the same for both
the non cirrhotic and cirrhotic populations (since no split was provided). By comparison, the
NEUTRINO trial results did provide a split across GT4-6, demonstrating 100% (33/33) SVR for
non cirrhotics and 50% (1/2) SVR for the cirrhotic population. Therefore this ICER is using an
assumption that PEG + RBV is more effective than sofosbuvir + PEG + RBV in the cirrhotic
population.

We have carried out additional sensitivity analysis to explore the impact of adopting a similarly
conservative assumption to NEUTRINO as with Fried,? through applying the overall trial SVR of
97% (34/35) from NEUTRINO equally across the non cirrhotic and cirrhotic populations. In this
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scenario the ICER was still significantly above the generally accepted willingness to pay
threshold (£47,394).

Table 2- ICERs/QALY revised base case

ICER (£/QALY) ICER (£/QALY) ICER (£/QALY) ICER (£/QALY)
(Revised base case) (Revised base case + SVR (Revised base case + SVR (Revised base case + SVR
Zeuzem) Fried) Fried + SVR NEUTRINO)
27,505 19,148 244,387 47,394

SVR Zeuzem et al. (2005): 33% for both non-cirrhotic and compensated cirrhosis patients on PR
SVR Fried et al. (2002): 77% for both non-cirrhotic and compensated cirrhosis patients on PR
SVR NEUTRINO: 97% for both non-cirrhotic and compensated cirrhosis patients on sofosbuvir

Table 3- ICERs/QALY using TP from CC to HCC from Fattovich et al. (1997)

ICER (£/QALY) ICER (E/QALY) ICER (£/QALY) ICER (£/QALY)
(Revised base case + TP Fattovich) (Revised base case + TP (Revised base case + TP (Revised base case + SVR
Fattovich + SVR Fattovich + SVR Fried + SVR NEUTRINO)
Zeuzem) Fried)
31,713 22,096 151,837 59,095

TP Fattovich: 0.014 from CC without SVR to HCC

SVR Zeuzem et al. (2005): 33% for both non-cirrhotic and compensated cirrhosis patients on PR
SVR Fried et al. (2002): 77% for both non-cirrhotic and compensated cirrhosis patients on PR
SVR NEUTRINO: 97% for both non-cirrhotic and compensated cirrhosis patients on sofosbuvir

3.0 HCV Prevalence

HCV prevalence data by genotype (1 to 6) and ethnicity, HIV co-infection and haemophilia is
provided below.

Genotype

The distribution of genotype and ethnicity are taken from the Public Health England report
‘Hepatitis C genotypes reported to the sentinel surveillance of blood-borne virus testing: A
commissioned surveillance report”™. The sentinel surveillance system collects information on
all testing undertaken for hepatitis as well as HIV and HTLV within a network of 24 laboratories
across the UK.

Between 2008 to 2012, 123,974 anti-HCV positive individuals underwent hepatitis C testing in one of 24
one of 24 sentinel laboratories in England. Among those individuals with an active HCV infection 43.1%
infection 43.1% (n=37,355) had a HCV genotype (GT) recorded. Details of the distribution of genotype are
genotype are provided in
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Table 2. The most commonly seen HCV genotypes were GT1 (45.4%) and 3 (44.5%), a further
3.6% had GT 4 infections. Few GT 5 (0.1%) and GT 6 (0.2%) were identified.
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Table 2 : Distribution of HCV genotype 2008 to 2012"

Genotype GT1 GT2 GT3 GT4 GT5 GT6 Duel
N 16,954 2,244 16,610 1,348 47 64 22
% 45.4% 6% 44 5% 3.6% 0.1% 0.2% 0.1%
Ethnicity

Ethnicity was hierarchically coded into a summary ethnicity field using self-reported ethnicity
where available. Due to the small numbers of individuals tested identified as belonging to
certain ethnic groups (e.g. mixed White and Black Caribbean) individuals were grouped into four
broad ethnic groups — ‘Asian or Asian British’, ‘black or black British’, ‘mixed and/or other ethnic
groups’, ‘white or white British’, or as being of an unknown ethnic group.

Overall, 89.1% of individuals (n=33,289) were categorised as belonging to a broad ethnic group

84.9% (n=28,248) were of white or white British origin (WWB)
12.7% (n=4,242) were of Asian or Asian British origin (AAB)
1.7% (=579) were of other or mixed ethnic origin (O/M)

0.7% (220) were of black or black British origin (BBB)

The available data does not distinguish between individuals who are recent migrants to the UK
and those individuals who were born in Britain.

The distribution of HCV genotypes varies by broad ethnic group see

A similar proportion of GT1 and GT3 infections was seen among WWB individuals
(48.4% and 42.5% respectively), whereas GT 3 infections accounted for the majority of
individuals of AAB ethnic origin, accounting for over two-thirds of all infections among
this group (68.2%).

A greater proportion of GT 4 infections were seen among BBB and O/M individuals
(21.8% and 15.5% respectively) compared to 2.1% among WWB individuals and 8.9%
among AAB individuals.

Overall, the greatest number (n=25) of genotype 5 infections were seen among WWB
individuals, however the greatest proportion of GT 5 infections (2.7%) were among BBB
individuals.
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o The greatest number and proportion of GT 6 infections was seen among O/M individuals
(n=42; 7.3%).

Figure 1: Distribution of HCV genotype by broad ethnic group, 2008 to 2012

The Immunisation Department within Public Health England has provided Gilead Sciences Ltd with this HCV genotype
surveillance report, which has been made available to the National Institute for Health and Care Excellence as part of a
technology appraisal. A cost recovery charge has been made for this report.
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Haemophilia

Genotype distribution data from the 2012 UKHCDO look-back exercise'® shows a prevalence of
3% and 1% of genotypes 4 and 5 respectively amongst UK HCV-infected haemophiliacs.
Genotypes 1, 2 and 3 make up 96% of all HCV-infected haemophiliacs

Personal communication with a leading UK haemophilia expert suggests that ethnicity data is
not available for the different genotypes (data on file SOFUK1405").

HIV/HCYV co-infected

Information provided from the XXXXXXXXXXXXXXXXXXX XXX XXX XXX XXX XXXXXXXXXXXX
XXXXXXXXXXXXXXXXX recorded the genotype for XXXXXXXXXXXX The number of
individuals classed by each respective genotype are shown in

Table 3.

SR - D.00.0 000000000000 0000000000000 00000000000 00000000064
POOGGL000000 000000000 0000000 0000000 000000000000000000000090000 04
XXX

Table 3: Genotype distribution of HIV and hepatitis C co-infected individuals in UK’

Genotype Total number By ethnicity (%)
of infections
ith h
with eac White Black African Black other Other/unknown
genotype
(%)’
XXX
1 (XX.X) XXX XXX XXX XXX
XXX
2 (XX.X) XXX XXX XXX XXX
XXX
3 (XX.X) XXX XXX XXX XXX
XXX
4 (XX.X) XXX XXX XXX XXX
XXX
6 (XX.X) XXX XXX XXX XXX
Total XXXX XXXX XXXX XXXX XXXX

Page 9 of 13





Appendix 1

XX XXXX XX XXX XXXXXXX
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Dear NICE committee member

| am writing to you in my capacity as a Consultant Hepatologist and clinical lead for viral
hepatitis working at Imperial College Healthcare NHS Trust, London.

| am concerned that NICE has made no recommendation for the use of Sofosbuvir in
genotype 4 (GT4) patients. While | acknowledge that G4 is not generally considered a
major population in the UK, (and that numbers of GT4 patients in the NEUTRINO study
on which to base a decision were small), | would ask that this population are not
forgotten.

| believe that our unit has the highest prevalence of GT4 patients anywhere in the UK.
Over the past 8 years we have treated 118 GT4 patients with PEG/RBV as standard of
care. At least 25% of these patients had one or more co-morbidities including HIV/HCV
co-infection, end-stage renal disease and post liver transplant. More than half had
moderate to severe fibrosis or cirrhosis on liver biopsy (Ishak 3/6 or greater). The mean
age on starting treatment was 48 years. Despite the fact that in all other groups of
patients, our Unit can achieve results in excess of registration trials, in this particular
GT4 cohort only 49.5% (57/118) achieved SVR (a figure in keeping with the registration
study of Manns et al. (2001))

It is also worth noting that 14% (6/42) patients currently registered for the NHS England
Early Access Programme at this site are GT4 - indicating the advanced disease state of
many of these patients. Similarly, GT4 patients are disproportionately represented in
those patients referred to our MDT with primary liver cancer.

[ would urge the committee to reconsider the lack of recommendation in this group since
| feel they represent a siginificant cohort in this country with a great unmet need -
particularly for patients with advanced fibrosis and/or cirrhosis (for whom current options
are suboptimal) and for those who are treatment experienced (for whom further
treatment options currently do not exist).

Yours faithfully

XX XXXXXX XXXXX XX XXX XXXX
XXXXXXXXXX XXXXXXXXXXXX X XXXXXXX XXXXXX XX XXXXXXXX
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Introduction

Following the third appraisal meeting for sofosbuvir, NICE requested the manufacturer to provide a
new set of analyses for hepatitis C (HCV) genotype 4 (GT4) patients and to provide data on HCV
prevalence in relation to patients’ ethnicity, haemophilia and HIV/HCV co-infection status. The
manufacturer’s report was made available to the ERG (25/09/2014). As requested by NICE, the ERG’s
appraisal of the manufacturer’s report is presented below.

1. Alternative SVR rates — treatment naive genotype 4/5/6 patients

The manufacturer has provided details of seven trials of peginterferon and ribavirin (PEG+RBV)
identified in their original systematic literature review reporting efficacy data for patients with
GT4,5,6 (Table 1 in the manufacturer’s report). Within these trials there is a large range of SVR
values from 33% (Zeuzem et al.') to 77% (Fried et al.?) and the manufacturer has run the model using
these SVRs for the revised base case and with a scenario using the Fattovich et al.? transition
probabilities from compensated cirrhosis without SVR to hepatocellular carcinoma.

The results of these analyses are shown in Tables 2 and 3 in the manufacturer’s report. The ERG has
checked the model results in these tables and verified the results using the manufacturer’s economic
model. ICER results range from £19,148 — £244,387 per QALY according to the SVR values chosen.

The ERG notes the following issues with the GT 4/5/6 analysis:

e The number of patients in the reported studies is small (fewer than 20 patients in all study
arms).

e The manufacturer has excluded studies based on Middle Eastern patients due to
documented differences in terms of response to treatment.

e The manufacturer argues that only two of the studies, by Manns et al.* and Lindsay et al.,
could have been used in their economic evaluation as they provide combined data on HCV
genotypes 4/5/6.





e The manufacturer’s analyses have assumed the same SVR for cirrhotic and non-cirrhotic
patients and the manufacturer has not reported the number of cirrhotic patients in each of
the studies.

The ERG does not agree with the manufacturer’s assertion that only studies of combined HCV
genotypes 4/5/6 should have been analysed, since this approach excludes some trials on HCV
genotype 4 which have superior sample sizes.

To clarify the available evidence for HCV genotype 4, the ERG searched for potentially relevant trials
that reported SVR24 after 48 weeks of PEG+RBV therapy. This identified 17 studies that had sample
sizes of 10 or more GT4 patients (summarised in Appendix 1). Due to the limited timescale only a
rapid review was possible. However, a clinical expert advisor to the ERG felt that we had likely
located all relevant evidence (apart from some unpublished data which are discussed below).

Most (10) of the studies with 210 GT4 patients were in Middle Eastern, especially Egyptian,
populations (Appendix 1). The overall weighted mean SVR24 for the 10 Middle Eastern studies
(sample size 28 to 791 patients) is 61.4%. The studies are, however, variable in their quality of
reporting with some uncertainties about whether dosing regimens were fully relevant to UK practice.
Four of these studies which were well reported and appear more likely to have dosing regimens
relevant to the UK (Kamal et al.,® Rossignol et al.,” Hasan et al.,® Varghese et al.’) would yield a
weighted mean SVR24 of 65.6% (sample size 30 to 109 patients).

Seven European/multinational studies of GT4 patients which might have more relevance to UK
clinical practice were identified by the ERG (Appendix 1). These included three RCTs which were also
identified by the manufacturer (Fried et al., > Rumi et al.,*° Ferenci et al.'), as well as four non-RCT
studies (Bourleiere et al.,”> Marcellin et al.,* de Galocsy et al.,* Savvidou et al.ls). The weighted
mean SVR24 from the three RCTs is 55.7% (sample sizes ranged 12 to 18). The ERG notes that SVR24
is lower in the non-RCTs but for consistency with the appraisal of HCV GT 1-3 the RCT data are
considered more robust.

One of the ERG’s clinical experts commented on the relevance of the Middle Eastern studies to
current NHS practice:

e There is a significant difference between patients of Egyptian origin in Europe and those in
Egypt. The average age and number of co-morbidities (including severe fibrotic liver disease)
is higher in most European studies and this translates into a reduced response rate.

e We are limited by the lack of data in EU populations with GT4 but the UK population will be
much more like the populations in the Bourliere/Marcellan trials**** than the Kamal trial®
(trial details are given in Appendix 1).

ERG analyses

The ERG considers that the Fattovich et al. study® provides a better estimate than Cardoso et al.* for
the transition between compensated cirrhosis (CC) to hepatocellular carcinoma (HCC) (the
manufacturer has not reported that they have searched the literature for alternative studies). The
ERG is aware of other studies that have looked at the transition between CC and HCC, such as Bruno
et al.’” with a transition probability of 0.021, and these have transition probabilities more similar to

those of Fattovich et al. than to Cardoso et al.*®





The ERG’s opinion is that there remains considerable uncertainty around the ICERs presented by the
manufacturer. It is unclear which study presented by the manufacturer would provide the best basis
for an estimate of cost effectiveness, due to the small numbers of patients in most studies. For
illustrative purposes, the ERG has conducted an analysis using the SVR24 from the weighted average
of all the studies reported in Table 1 of the manufacturer’s report (see our Table 1 below).

Using those study arms highlighted in bold by the manufacturer (in their Table 1), we estimate a
weighted average SVR24 of 54%. Using this estimate for cirrhotic and non-cirrhotic patients in the
manufacturer’s model with the revised base case would give an ICER of £37,280 per QALY, and this
would increase to £40,761 per QALY if Fattovich et al. * is used for the transition probability (TP)
between CC and HCC.

Table 1 ICERs / QALY revised base case

Analysis Revised base case Revised base case + ERG Revised base case + TP
pooled SVR Fattovich et al.> + ERG
pooled SVR
ICER (£/QALY) £27,505 £37,820 £40,761

The ERG also estimated alternative ICERs using the SVR24 values found in our rapid review (Table 2).
Using the SVRs from the four well-reported middle-Eastern studies would give a weighted mean
SVR24 of 65.6% and an ICER of £69,181 per QALY. Selecting the four European RCTs that included
GT4 patients only and had more than 10 patients in the PEG+RBV group would give a weighted mean
SVR24 of 55.7% and an ICER of £40,664 per QALY. Extending this group to include the studies by
Manns et al.” and Lindsay et al.” (i.e. the two RCTs on GT4/5/6) would give a weighted mean SVR24
of 54.8% and an ICER of £39,109 per QALY. The results for each of these analyses with the transition
probability for CC to HCC from Fattovich et al. > are shown in Table 3.

Table 2 ICERs / QALY based on ERG pooled SVR24 (revised base case)

Analysis Middle-Eastern European RCTs (210 European RCTs (210
studies with relevant | patients), GT4 only patients), including
dosing Manns et al.* and Lindsay

SVR24 55.7% etal’

SVR24 65.6%
SVR24 54.8%

ICER (£/QALY) £69,181 £40,664 £39,109

Table 3 ICERs / QALY based on ERG pooled SVR24 using transition probabilities for CC to HCC from
Fattovich et al.?

Analysis Middle-Eastern European RCTs (210 European RCTs (210
studies with relevant | patients), GT4 only patients), including
dosing Manns et al.* and Lindsay

SVR24 55.7% etal.’
SVR24 65.6%
SVR24 54.8%

ICER (£/QALY) £68,029 £43,962 £42,501

The ERG’s clinical expert provided unpublished academic in confidence data from HCV UK (an MRF-
funded biobank/database that aims to collect data on at least 10,000 UK patients with HCV from 12






centres and which at present has - patients with a known HCV genotype). SVR was achieved in
_ of GT4 patients who received the most recent PEG+RBV course and completed both
treatment and follow up. As the ERG cannot verify these confidential data we present them as
illustrative only.

In summary, the ERG’s analyses illustrate that it is difficult to determine the most appropriate
primary data to use for estimating SVR in GT4 patients, owing to small sample sizes, differences in
the ethnic composition of the trials, and a lack of data specifically for cirrhotic and non-cirrhotic
patients. lllustrative ICERs for several relevant scenarios are presented above for NICE to consider.

2. Prevalence of HCV genotypes

The ERG was unable to verify the source of the prevalence data reported by the manufacturer in
their Table 2 as no references corresponding to their citation 15 were found and the source URL of
the cited report is missing from the manufacturer’s reference list. The ERG checked a range of
publications on HCV surveillance from Public Health England and could not find the data given in the
manufacturer’s Table 2.

The ERG’s clinical expert provided unpublished data on the prevalence of HCV genotypes in the UK
from the HCV UK database. The HCV UK prevalence data (based on - patients genotyped) are
consistent with the prevalence data provided by the manufacturer, apart from a small difference in
the relative prevalence of GT1 and GT3 (Table 4).

Table 4 UK prevalence data for HCV genotypes 1-6

GT1 GT2 GT3 GT4 GT5 GT6
Manufacturer’s | 45.4% 6% 44.5% 3.6% 0.2% 0.1%
report, 2008-
2012

UK HCV, 0 B _ i 0 _ 5 _ 1

current data

3. Prevalence of HCV genotypes by ethnic groups

The ERG was unable to verify the ethnicity data presented on pages 7-8 of the manufacturer’s report.
The data are cited as being from reference 15 in the manufacturer’s report but as noted above the
ERG could not trace this, or any related reports, containing these data.

4. Prevalence of HCV genotypes in relation to haemophilia

The ERG concurs with the manufacturer’s statement on page 8 of their report concerning the
distribution of HCV genotypes among haemophilia patients. This is consistent with the cited
reference.

5. Prevalence of HCV genotypes in relation to HIV/HCV co-infection

The data provided by the manufacturer are confidential and therefore cannot be verified by the ERG.
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Appendix 1: Overview of SVR24 obtained from studies of HCV GT4 patients with 210 patients receiving PR 48 weeks (PEG IFN 2a unless stated) —
ordered by sample size

Study Ethnicity Treat- Cirrhosis status Study design No. of SVR24 Comments
ment HCV GT4
history pts
Egyptian & other Middle Eastern studies
El Raziky et al. Egyptian TN 6% had fibrosis score F4 Retrospective single | PEG2a 59.6%* RBV dose 15 mg/kg/day — unclear
(2013)™® cohort from an RCT 791 how many patients had UK
of PEG2a vs PEG2b relevant dose;
Unspecified data cleaning process
employed - possible risk of bias;
*Unexplained statistical correction
used to calculate SVR due to
relatively low numbers at 72 week
follow up
Kamal et al (2011)° | Egyptian TN Not stated but median fibrosis | RCT of PEG2a vs PEG2a ITT:
score 1, range 0-4 PEG2b 109 77/109 = 70.6%
Per protocol:
77/107 =72.0%
Kamal et al Egyptian TN Non-cirrhotic 1relevantarmofan | 96 66/96 = 69% PEG2b
(2005)* RCT
El Makhzangy et al | Egyptian TN 15% had fibrosis score F4 Prospective single 95 58/95=61.1% RBV dose 211 mg/kg/day — unclear
(2009)* cohort how many patients had UK
relevant dose
Hasan et al. Kuwait TN 29% had cirrhosis or severe Prospective single 66 Overall: 68% PEG2b
(2004)® (specific fibrosis cohort Mild/no fibrosis:
ethnicity 84%
not Cirrhosis or
reported) severe fibrosis :
29%
El Khayat et al Egyptian TN 18% had METAVIR F4 RCT (PR 24 vs 48 44 32/44 =73% Population = low viral load + RVR
(2012)* weeks)
Rossignol et al Egyptian TN Not stated but 3% had 1relevantarmofan | 40 20/40 = 50%
(2009)’ fibrosis/cirrhosis (Ishak 4-6) RCT
El-Zayadi et al. Egyptian TN Not reported (abstract only 1 relevantarm of a 40 22/40 = 55% PEG2b
(2005)* checked) controlled trial 100ug/week (UK dose is 1.5

mg/kg/day)






Appendix 1 continued

Study Ethnicity Treatment Cirrhosis status Study design No. of SVR24 Comments
history HCV GT4
pts
Varghese et al. Kuwait TN Non-cirrhotic Prospective single 30 19/30 =63.3%
(2009)° (Egyptian, cohort
Kuwaiti,
Syrian)
Alfaleh et al. Saudi TN Appears to be non- 1 relevantarm of an | 28 12/28 =42.9% PEG2b
(2004)* Arabian cirrhotic (none had RCT 100ug/week + RBV 800 mg/day
histology stage 4 and (not UK regimen)
only 3 had histology
grade 4)
European/multinational studies
Marcellin et al. Multi- TN 16% of GT4 (51/317) 3 prospective ITT: 317 ITT: 41.0% Country-specific legal and
(2012)" national: 19 had bridging fibrosis or | cohorts (PROPHESYS regulatory requirements followed
countries in cirrhosis 1,2,3) Complete | Complete cases regarding drugs and posology — so
Europe, cases 282 | 46.1% dosing may not reflect UK?
Canada, and Mean PR treatment duration was
USA 41.6 weeks
Bourliere et al. France Overall 70% | Overall 23% had Prospective single ITT: ITT: Data are SVR12 — assumed
(2012)* (specific were TN cirrhosis (not reported cohort TN 120 TN 37.5% reflective of SVR24
ethnicity not | (GT4 % not for GT4) TE 46 TE 32.6%
reported) reported) Majority of population, but not all,
Complete | Complete cases: | had relevant PEG doses to UK, but
cases: TN 49.5% unclear how many had low-dose
TN 91 TE 39.5% ribavirin (<1000mg/day)

TE 38






Appendix 1 continued

Study Ethnicity Treatment | Cirrhosis status Study design No. of SVR24 Comments
history HCV
GT4 pts
de Galocsy et al Belgium - TN+TE 19% had cirrhosis Retrospective single | 78 Overall 40/78 = 42% of Genotype 4 patients had
(2010)* Caucasian & cohort from 2 51.3% received amantadine (amantadine
Black Belgian RCTs Black 40.9% arm pooled with PEG+RBV arm as
Caucasian 64.7% | argued that amantadine does not
influence therapeutic results with
PEG+RBV)
Savvidou et al. Greece 84.7% of GT4 | Not stated but 19.6 % of | Retrospective review | 63 25/63 =39.7% PEG2a or PEG2b
(2013)" (specific were TN GT4 had advanced of databases from 5
ethnicity not fibrosis major hepatology
reported) units
Rumi et al. (2010)™ | Italy, single | TN 28% of GT4 had 1relevantarmofan | 18 44% (95% Cl 21%
hospital cirrhosis RCT to 69%)
Fried et al. (2002)* | Multi- TN Over all genotypes 12% | 1relevantarmofan | 13 10/13 =77%
national, 81 had cirrhosis or bridging | RCT
centres fibrosis
worldwide
Ferenci et al. Austria, 13 TN Not stated but over all 1relevantarmofan | 12 6/12 =50% (95%
(2010)" centres genotypes 20.2% had RCT Cl21.1% to
fibrosis stage 3-4 78.9%)

ITT: intention to treat analysis (missing data typically analysed as treatment failures); TE: treatment experienced; TN:

treatment naive







Single Technology Appraisal (STA)
Sofosbuvir for treating chronic hepatitis C [ID654]

Consultation on decision to amend the deferred funding

Dear consultees and commentators

You are invited to comment on the proposal set out in the attached document for
extending the statutory period for deferred funding of sofosbuvir in the treatment of
hepatitis C, as recommended in the draft guidance.

Providing comments

We prefer to receive comments in electronic format, either by email to
TACommD@nice.org.uk or on compact disc. Please use Microsoft Office software
products. Comments sent by post should be addressed to Kate Moore, Technology
Appraisal Project Manager, at the above address.

In the light of comments received, the NICE Guidance Executive will come to a final
conclusion on whether the statutory period of deferred funding should be extended.

In order for your views to be included in the papers for this meeting, your comments
must be submitted before 5pm on Thursday 11 December.

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.

Submitting confidential information in your response

In line with the Guide to the processes of technology appraisal (September 2014;
sections 3.1.23, 3.1.24 and 3.7.28 and), if a comment contains confidential
information, it is the responsibility of the responder to provide two versions, one
complete and one with the confidential information removed (to be published on
NICE’s website), together with a checklist of the confidential information. Detailed
instructions on sending NICE confidential information relating to an appraisal are
available from the project manager.

Equality Issues

NICE is committed to promoting equality of opportunity, eliminating unlawful
discrimination and fostering good relations between people with particular protected
characteristics and others. Please let us know if you think that the decision may
need changing in order to achieve these objectives In particular, please tell us if the
decision:

» could have a different impact on people protected by the equality legislation
than on the wider population, for example by making it more difficult in
practice for a specific group to access the technology;

» could have any adverse impact on people with a particular disability or
disabilities.
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Please provide any relevant information or data you have regarding such impacts
and how they could be avoided or reduced.

Final Appraisal Determination

Following this consultation on extending the period of deferred funding, the final
appraisal determination will be released for consideration of appeal and factual error.
The standard period for appeal and factual error consideration will apply. Any
decision to extend the period of deferred funding may be appealed, providing the
case for doing so falls within the grounds of appeal.

Confidentiality and misuse of information

The document released to you today will not be made publically available on NICE’s
website.

I would like to take this opportunity to remind you of the confidentiality agreement and
undertaking you have signed and agreed to.

I must emphasise that the document attached with this letter, and its contents, are
confidential. It is released to you only for the purpose of informing NICE’s
consideration of the period for statutory funding requirement technology. Accordingly,
the document, and its contents, should only be divulged to those individuals within
your organisation who need to see it to enable you to prepare your response. You
must ensure that anyone who sees this document is aware of its confidentiality.

The use of any information contained within the attached document to make
investment decisions regarding any shares or other securities, or the passing of such
information to someone else for such use, may constitute insider dealing, which is a
criminal offence under section 52 of the Criminal Justice Act 1993. It may also be an
offence to encourage someone else to deal in shares or securities, the price of which
would be affected by the disclosure to the public of any information contained in the
attached document.

As part of NICE’s ongoing commitment to reducing its carbon footprint, we issue
consultation documents by email only. Please note that the attached e-version will be
the only copy of the document you receive unless a formal request for a copy in an
alternative format is received. A request can be made by contacting Kate Moore on
Kate.Moore@nice.org.uk.

Yours sincerely

Meindert Boysen
Programme Director, Centre for Health Technology Evaluation

Attached:
¢ NICE’s consideration of amending the period for the statutory funding
requirement for sofosbuvir in the treatment of chronic hepatitis C






NICE appraisal of sofosbuvir for treating chronic hepatitis C

Consideration of the case for extending the period before funding
needs to be made available for a NICE technology appraisal

Background

1. Under Regulations' made under the Health and Social Care Act 2013, NICE
is required to specify, in the guidance that results from a technology appraisal,
the period within which the funding necessary to enable its recommendations
to be applied must be made available (the ‘deferred funding period’).

2. This deferred funding period is 3 months unless one of the following
conditions applies:

a. The health technology cannot be appropriately administered until
training is in place;

b. The health technology cannot be appropriately administered until
certain health service infrastructure requirements including goods,
materials or other facilities are in place;

c. The health technology cannot be appropriately administered until other
appropriate health services resources, including staff, are in place;

d. The health technology is not yet available in England.

3. NICE has completed its appraisal of sofusbuvir, which has a marketing
authorisation for the treatment of chronic hepatitis C, in combination with other
medicines. The Final Appraisal Determination will be released to consultees,
for appeal, in December. It recommends the use of sofosbuvir in specified
circumstances (Appendix A).

4. The text in italics is taken from the letters to NICE from NHS England
(Appendix B).

Request to vary the deferred funding period from NHS England

5. NICE has received a request from NHS England (Appendix 2) to extend the
deferred funding period. The request has been made in the context of a likely
significant demand for treatment, and the knowledge that a number of other
treatments, currently being appraised by NICE, may become available during
2015. NHS England has confirmed that the treatment of hepatitis C is a

' “The National Institute for Health and Care Excellence (Constitution and Functions) and the Health
and Social Care Information Centre (Functions) Regulations 2013’
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priority and notes that ‘the most recent national estimates suggest that around
160,000 adults are chronically infected with hepatitis C (HCV) in England in
2012. Current numbers of patients treated are estimated at 5,000 per year in
England - 3% of those currently infected but this will increase rapidly. The
CRG (Clinical Reference Group) Hepatitis C sub group have estimated that
10-15,000 people per year may come forward seeking HCV treatment..

. NHS England considers that it needs more time than the standard 3 month
period allows in order to put in place the resources and arrangements
necessary to enable it to effectively implement the recommendations in the
appraisal.

. NHS England considers that the arrangements for the care of people living
with hepatitis C are complex, involving ‘many components of care delivery in
different health settings. Commissioners involved in the diagnostic and
treatment hepatitis C pathway include ‘NHS England Specialised services,
Health and Justice, Public Health England, Local Authorities and Clinical
Commissioning Groups and Primary Care.’ It considers that the availability of
sofosbuvir, and the potential for other treatments to follow, will challenge
these arrangements and so it wishes to establish a ‘task and finish group’ to
‘bring together those involved in commissioning services involved in the
Hepatitis C pathway to clarify responsibilities and to agree a coherent set of
priorities’. It anticipates that this group will complete its work by the end of
March 2015 and that the actions which arise from it will be implemented in the
2015/16 financial year.

. NHS England intends to commission a series of ‘Hepatitis C Networks’,
consisting of specialist centres which will each manage a caseload of
patients, working in partnership with other providers of care in the NHS and in
the justice system. The initiative would provide a centralised resource for
patients whose care ‘occurs as an adjunct to the delivery of other services
including HIV, drug and alcohol, sexual health and prison health services, as
well as from within gastroenterology and specialist hepatology services’. Each
centre will have a multi-disciplinary care (MDT) team which will ‘support
selection of the optimal treatment regimen for each patient. NHS England
estimates that it will take 9 months to establish these centres, with the
process allowing for candidates to build partnerships with NHS, local
government and prison health services.

. NHS England also intends to establish a database to ‘support development of
a national database of treatment and collection of outcomes to inform future
treatment and commissioning of clinically effective care. It argues that the
slow development of liver diseases means that some patients don’t need
immediate treatment, on clinical grounds, but that any decision to delay
treatment would need to be supported by ‘robust surveillance and recall
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systems which are not yet in place’. It says that ‘a national Dashboard is
already being developed for 2015/16 that will provide evidence of the
reduction in harm from increased treatment of hepatitis C’ but gives no other
information about how long it might take to fully implement its plans.

10.NHS England argues that ‘historic low uptake of both testing and treatment
means that providers have stated they would need to increase staff resources
particularly specialist pharmacy and nurse specialist support in order to treat
the expected increase in demand’. No indication of the number of staff
involved has been provided, although they appear to be associated with the
proposed network centres.

11.NHS England concludes its case for a variation to the deferred funding period
by stating that it ‘believes that the introduction of new Hepatitis C treatments
will fundamentally change how we treat those affected. However, in order to
ensure that the services we provide are both fit for purpose and can deliver
these new treatments that ensure best outcomes for our patients we feel it is
imperative that we are given sufficient time to implement the strategy outlined
above before we are required to fund drugs that may be used inappropriately
and to ensure systems are in place to collect outcomes data to inform future.

12.NHS England has confirmed that it will continue to approve the use of
sofosbuvir for those in immediate and urgent need of treatment during the
deferred funding period. This will happen under the terms of the interim
commissioning policy which is currently in place.?

Consideration of the request

13.NHS England has set out 4 principal reasons why it considers a variation to
the deferred funding period is justified:

a. The need to complete the work of the ‘task and finish’ service redesign
group.

b. A substantial demand for treatment with sofosbuvir, which it anticipates
will increase further, as patients who have not sought active treatment
in the past will come forward, and which will be increased further by
new patients identified through public awareness campaigns and
screening of high risk groups, which have either been initiated or which
are planned.

c. The need to establish a Hepatitis C Network, which will involve setting
up a series of centres with the staff and the other resources and

2 Interim Clinical Commissioning Policy Statement: sofosbuvir + daclatasvir/ledipasvir +/- ribivirin for
defined patients with Hepatitis C. NHS England
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systems necessary to provide a multi-disciplinary team approach to
care.

d. The establishment of a national database and dashboard to monitor
and support individual care.

14.NHS England does not refer to the incremental budget impact of treating
patients with sofosbuvir. Estimates of this vary because it is not clear how
many patients will come forward for treatment. In addition, although it cannot
be a specific consideration in this decision, the widening of treatment options,
should forthcoming appraisals of other new treatments for hepatitis C have
positive outcomes, will lead to increasing numbers of patients seeking and
receiving treatment.

15.NHS England is clearly concerned about its ability to make sofosbuvir
available in the way it considers necessary for planned, efficient and properly
audited care. It has advised NICE that ‘an end date of August 2015 fits in with
(our) timescales to support implementation’.

16.In considering the argument for establishing the Network, NHS England say
that they intend to “... test some of the assumptions on the long term cost
effectiveness of treatment and the impact this has on current costs in the
acute sector of treating Hepatitis related liver failure’. NICE does not agree
that any further analysis of the cost effectiveness of the use of sofosbuvir is
required and its consideration of the case for extending the deferred funding
period takes no account of it.

17.The argument for a delay, based on the need to establish a national database
and dashboard is not supported by a timescale. In addition, it appears that
the dashboard component is, in any event, already being put in place. The
consequences of not having the database at the same time as the dashboard
are not made clear.

18.The work of the task and finish group is likely to be completed within the
normal deferred funding period.

19.NHS England’s case for an extension to the deferred funding period therefore
needs to be considered against criteria b) and c¢) as set out in paragraph 2,
above. It is clear that criterion d), the non-availability of the technology, does
not apply. It is possible that criterion a), relating to the need to provide
training, may also apply to staff working the proposed Network centres.
However, the substance of the case for delay appears to relate to the
organisational and staffing arrangements for the Network.

20.The question as to whether an extension to the deferred funding period is
warranted appears to turn on whether either, or a combination of a substantial
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21.

volume of patients seeking access to sofosbuvir, and the need to establish the
Hepatitis C Network (with or without the database and monitoring function)
amount to a substantive argument. Patients who consider that they can
benefit from treatment now, supported as they may well be by their clinicians,
may not wish to wait for treatment even though they may recognise the
benefits of their care being part of a nationally-networked service. NHS
England, on the other hand, will argue that it has a responsibility to manage
its resources efficiently in the interests of both current and future patients.

It is clear that sofosbuvir marks a step change in the treatment available to
patients with hepatitis C. NICE has recommended its use, with some
restrictions because it is clinically and cost effective. Having done so, the
Institute should be cautious about introducing any delay in patients gaining
access to treatments from which they may benefit. However, it should also
avoid placing the NHS in a position of confronting a significant tide of
expectation from patients for access to care which they do not feel equipped
to provide. That would risk sub-optimal treatment decisions and may place
current service provision under an inappropriate level of stress.

22.The responsibility for securing care for the NHS in England rests with NHS

England. NICE should be cautious and sure of its judgement before requiring
NHS England to provide services that it does not consider that it can provide,
or provide safely and efficiently. In effect, NICE would have to conclude that
NHS England was mistaken. NHS England has indicated that it does not
currently have in place the arrangements that it considers necessary for
sofosbuvir to be provided. Its position, in setting out what it believes it needs
to do to put the necessary arrangements in place, has credibility. NICE should
be wary of substituting its judgement for NHS England’s in this respect and so
it therefore proposes to grant an extension to the deferred funding period until
31 July 2015, under criteria b) and c¢) in paragraph 2 above.

Consultation

23.Under the Regulations, NICE is required to consult on the appropriate period

that may be specified in a technology appraisal recommendation and that
consultation must include the Secretary of State and the Board.

24.In order to minimise further delay in implementing the guidance, the

consultation period on this proposal to extend the deferred funding period will
run until Thursday 11 December at Spm.

25. 1t should be noted that comments on the draft guidance will not be considered

during consultation on the extension to the deferred funding period.
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26.Following this consultation, the Final appraisal Determination will be open to
appeal for the standard 3 week period.

National Institute for Health and Care Excellence

November 2014
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Appendix A

Draft guidance of the use of sofosbuvir for chronic hepatitis C

1.1 Sofosbuvir is recommended as an option for treating chronic hepatitis C in

adults, as specified in table 1.

Table 1 Sofosbuvir for treating adults with chronic hepatitis C

Sofosbuvir in combination with

Sofosbuvir in combination with

peginterferon alfa and ribavirin ribavirin
Genotype T_reatment Recommendation T_reatment Recommendation
history history
Adults with
genotype 1 | All Recommended All Not recommended
HCV
Only
recommended in
dul th Treatment- people who are
Aerleotts Weltz Al Not licensed for naive intolerant to or
EICV yp this population ineligible for
interferon
Treatment- Recommended
experienced
Only
only recommended in
. recommended in | Treatment- p_eopIeyvnth
Treatment-naive cople with naive cirrhosis who are
Eirrr?osis intolerant to or
. ineligible for
g\g#cl:ti/ ;Veltg interferon
HCV Only .
recommended in
i : people with
Z;eitrﬁizgd Recommended g;eztrrigir;d cirrhosis who are
P P intolerant to or
ineligible for
interferon
Adults with rci:rt]:lgmmended in
genotype 4, | All people with All Not recommended
5 0r6 HCV cirrhosis

HCV: hepatitis C virus

Treatment-naive: the person has not had treatment for chronic hepatitis C

Treatment-experienced: the person’s hepatitis C has not adequately responded to interferon-
based treatment
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Appendix B

Application from NHS England for an extension to the deferred funding period
for sofosbuvir for chronic hepatitis C

NHSE England letter of 19 November 2014
Dear <<personal information removed>>
Waiver for NICE TA for Treatment for Hepatitis C Technology Appraisals

Thank you for your email 18 November 2014 requesting clarification on the length of the
extension requested on the proposed waiver of the 90 day implementation post
publication of the NICE TA for Sofosbuvir (ID654). | am replying on behalf of James
Palmer, Clinical Director Specialised Services. The request as you know relates to the
ability of the NHS to effectively implement this TA across England within a 90 day
timeframe. As requested we have listed below the actions and progress made on the
mitigations that are being implemented should a waiver be agreed.

The activities identified within the waiver application are being taken forward and
an update is provided below.

1. NHS Capacity to deliver implementation of the guidance

1.1 Commissioning across organisations: Commissioners involved in the
diagnostic and treatment hepatitis C pathway include NHS England Specialised,
Health & Justice, Public Health England, Local Authorities and Clinical
Commissioning Groups and Primary Care. NHS England has set up a Hepatitis C
Task & Finish Group to bring together those involved in commissioning services
involved in the Hepatitis C pathway to clarify responsibilities and to agree a
coherent set of priorities. The group will also test some of the assumptions on the
long term cost effectiveness of treatment and the impact this has on current costs
in the acute sector of treating Hepatitis related liver failure. NICE is invited to be a
member of this group.

Progress: This group is established and the Chair is Celia Ingham Clark, Clinical
Director for reducing premature mortality. The first meeting is 20.11.14 and three
further dates have been confirmed. This is a short life group that will report by
March 2015. Actions arising from the Group will be implemented during 2015/16.
High quality care for all, now and for future generations

1.2 A Hepatitis C Network Model: NHS England working with the Hepatitis C
experts drawn from its national Clinical Reference Groups has proposed the
commissioning of Hepatitis C Networks in England. A Hepatitis C network model
will be formally commissioned comprising specialised centres with a caseload to
develop and maintain expertise in the treatment of the condition working in
partnership with a range of providers across the health and justice system. This
will optimise partnership working and utilisation of local expertise in engaging
hard to reach groups in completing treatment programmes. A key part of the
model is partnership working and the preferred procurement model would be to
allow bidders additional time to develop their proposals jointly with others e.g.
prison health, LAs etc.

Progress: The Hepatitis C Network proposal requires additional funding through
contracts so the funding implications are being taken through NHS England’s
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internal approval processes. There are a number of stages and this proposal is
part way through the authorisation process and will be considered for final
prioritisation at the December 2014 meeting of the Clinical Prioritisation Advisory
Group. The recommendations from this group will be considered by NHS
England Board in January 2015. We have been advised that NHS England would
be required to commission Hepatitis C Networks through a competitive
procurement route. Initial advice from our procurement team envisaged this could
take about 12 months but this has been revised to 9 months from November
2014.

1.3 A National database and Dashboard: To ensure Evidence Based care each
Network would be required to support development of a national database of
treatment and collection of outcomes to inform future treatment and
commissioning of clinically effective care. A national Dashboard is already being
developed for 2015/16 that will provide evidence of the reduction in harm from
increased treatment of hepatitis C.

Progress: External support has been commissioned to support completion of all
draft dashboards has been awarded and the dashboard will then go live within
the next 3 months.

1.4 Provider Capacity: The historic low uptake of both testing and treatment
means that providers have stated they would need to increase staff resources
particularly specialist pharmacy and nurse specialist support in order to treat the
expected increase in demand. The network proposal includes costing to support
the need to increase core staff within Networks.

Progress: The financial implications are being considered as described in 1.2
and provider implementation plans will be included as part of the tender
procedures High quality care for all, now and for future generations

In summary the timeline of an end date of August 2015 fits with our timescales to
support implementation.

<<Personal information removed>>
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NHSE England letter of 4 November 2014
Dear <<Personal information removed>>
Waiver for implementation of NICE TA for Treatment for Hepatitis C

Thank you for meeting with us to discuss the request for a 90 day waiver NHS
England has made through the Department of Health.

As we discussed NHS England has requested a waiver on the 90 day
implementation post publication of the NICE TA for Sofosbuvir (ID654) and this
relates to the ability of the NHS to effectively implement this TA across England
within a 90 day timeframe. As requested we have listed below the mitigations that
would be implemented should a waiver be agreed.

Mitigations to address the issues identified within the waiver application.
If a waiver was granted the following activities would be undertaken during the
agreed period.

1. NHS Capacity to deliver implementation of the guidance

Commissioning across organisations. The commissioning of care for patients
across the pathway includes many components of care delivery in different health
settings. Commissioners involved in the diagnostic and treatment hepatitis C
pathway include NHS England Specialised, Health & Justice, Public Health
England, Local Authorities and Clinical Commissioning Groups and Primary
Care. ltis estimated that 70% of outpatient attendance costs are met outside of
NHS England, however the cost of all hepatitis C drug treatments are met by
NHS England. In order to address the range of commissioning arrangements to
ensure a consistent approach and joined up service models that benefit patients
NHS England has set up a Hepatitis C Task & Finish Group to bring together
those involved in commissioning services involved in the Hepatitis C pathway to
clarify responsibilities and to agree a coherent set of priorities. The group will also
test some of the assumptions on the long term cost effectiveness of treatment
and the impact this has on current costs in the acute sector of treating Hepatitis
related liver failure. NICE is invited to be a member of this group. This group
would operate between November 2014 and March 2015 but actions arising from
the meeting will be implemented during 2015/16.

A Hepatitis C network model. NHS England working with the Hepatitis C
experts drawn from its national Clinical Reference Groups has proposed the
commissioning of Hepatitis C Networks in England. The current provision of
treatment services for patients with Hepatitis C often occurs as an adjunct to the
delivery of other services including HIV, drug and alcohol, sexual health and
prison health services, as well as within gastroenterology and specialist
hepatology services. A Hepatitis C network model will be formally commissioned
comprising specialised centres with a caseload to develop and maintain expertise
in the treatment of the condition working in partnership with a range of providers
across the health and justice system. The Centres will encompass MDT
decision-making by experienced teams on the appropriateness of initiation of
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treatment or continued surveillance of infected patients. MDT decision-making by
experienced teams will support selection of the optimal treatment regimen for
each patient. MDTs offer clinical and cost effective prescribing of high cost drug
treatments in accordance with NHS England policy / NICE TAs. The network will
support access to treatment services locally through formal partnership and
outreach models. This will optimise partnership working and utilisation of local
expertise in engaging hard to reach groups in completing treatment programmes.
NHS England would be required to commission Hepatitis C Networks through a
competitive procurement route. This process would take about 9 months. A key
part of the model is partnership working and the preferred procurement model
would be to allow bidders additional time to develop their proposals jointly with
others e.g. prison health, LAs etc.

A national database and dashboard. To ensure evidence based care each
Network would be required to support development of a national database of
treatment and collection of outcomes to inform future treatment and
commissioning of clinically effective care. Currently drug treatment may be
offered by a variety of providers across the healthcare system, with very different
levels of hepatology experience. The usually slow development of liver diseases
has meant that there can be good clinical reasons for deferring treatment rather
than offering the current treatments, however these decisions are dependent on
robust surveillance and recall systems which are not yet in place. Patients include
significant cohorts who have co-morbidities or have failed treatments previously
and these patient groups require specialist input. Nationally centres will support
development of a treatment stratification approach. A national Dashboard is
already being developed for 2015/16 that will provide evidence of the reduction in
harm from increased treatment of hepatitis C.

Provider capacity. The historic low uptake of both testing and treatment means
that providers have stated they would need to increase staff resources
particularly specialist pharmacy and nurse specialist support in order to treat the
expected increase in demand. The network proposal includes costing to support
the need to increase core staff within Networks.

. Prevalent Demand

The management and treatment of Hepatitis C is an NHS England priority. The
most recent national estimates suggest that around 160,000 adults are
chronically infected with hepatitis C (HCV) in England in 2012. Current numbers
of patients treated are estimated at 5,000 per year in England — 3% of those
currently infected but this will increase rapidly. The CRG Hepatitis C sub group
have estimated that 10 - 15,000 people per year may come forward seeking HCV
treatment. As already described any clinician can prescribe under NICE TA
guidance, hence given the wide range of clinicians seeing patients who also have
hepatitis C it is difficult to estimate the expected pattern of prescribing across the
new products coming to market.

The drivers for significant demand are:
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e A pipeline of effective, low side effect, combination drug therapies which will
start to be available for use from 2015 and the assumption NICE is likely to
give positive Technology Appraisals on a range of new high cost products
which NHS England will be required to fund if no waiver is granted.

e The demand for treatment will increase rapidly due to the high number of
patients diagnosed but electively not treated in the past.

e Low control of prescribing decisions which are made across a wide range of
health care and other settings mean patients may not be offered the most
clinically effective treatment options.

e NHS policy initiatives already in place, or being proposed, to screen high risk
groups and to raise public awareness in order to reduce the pool of people
with HCV in the population and who could pass on infection.

Until last year, treatment for HCV has depended on a combination of two
relatively low cost drugs — interferon and ribavirin. These have limited efficacy for
some large subgroups of patients with Hepatitis C, and for many patients, cause
serious side effects. There are other patients who have failed first line treatment
who would now be potentially treatable with the new drugs. Patient groups are
very aware that new and less toxic drugs will be available soon and there is
already reported increased demand for these treatments. Over the next twelve
months several directly acting anti-viral agents will be launched into the UK which
will have reduced length of treatment, and side effects and increased cure / SVR
rates. These drugs have different modes of action to the current treatments and
allow for an interferon free (i.e. needleless) treatment strategy.

NHS England believes that the introduction of new Hepatitis C treatments will
fundamentally change how we treat those affected. However, in order to ensure that
the services we provide are both fit for purpose and can deliver these new
treatments that ensure best outcomes for our patients we feel it is imperative that we
are given sufficient time to implement the strategy outlined above before we are
required to fund drugs that may be used inappropriately and to ensure systems are
in place to collect outcomes data to inform future clinical practice.

Yours sincerely,

<<Personal information removed>>
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GILEAD

Advancing Therapeutics.
Improving Lives.

Single Technology Appraisal (STA)
Sofosbuvir for treating chronic hepatitis C [ID654]

Consultation on decision to amend the deferred funding

Dear Meindert,

Further to our correspondence of 14" November 2014 to Sir Andrew Dillon, a copy of which
is attached (Appendix 1), we are writing in response to the consultation on the decision to
defer funding for the implementation of NICE guidance recommendation on the use of
sofosbuvir following a request from NHS England.

As you are aware there have already been a number of delays in the appraisal process for
sofosbuvir and further delay to the actual implementation of the final recommendations will
cause avoidable harm to patients and increased cost and burden on existing NHS
resources.

The reasons provided by NHS England to justify delay in implementation of the current
Guidance are unsupported by evidence and all information available to Gilead indicates that
they are factually incorrect.

While without disclosure of the evidence, if any, which has formed the basis for NHS
England’s submissions, it is difficult for Gilead to respond to this consultation in a
comprehensive way, we believe that the concerns expressed by NHS England are based on
the predicted implications of the introduction of future treatment regimens, which will permit
fully oral interferon-free regimens for the wider majority of Hepatitis C patients - and not on
the implications of the implementation of the current Guidance for sofosbuvir.

This does not constitute a valid basis for extending the period for implementation of
Guidance in accordance with regulation 7(5) of the 2013 Regulations. In contrast to NHS
England’s assertions, available evidence points to the fact that implementation of the current
Guidance is very unlikely to result in substantial numbers of additional patients and will
relieve rather than add to the existing burden on Hepatitis C services.

1. Introduction

An extension to the standard 90 day period for implementation of NICE Guidance is
permitted only in the specific circumstances set out in regulation 7(5) of the National Institute
for Health and Care Excellence (Constitution and Functions) and the Health and Social Care
Information Centre (Functions) Regulations 2013 (“the 2013 Regulations”) namely:

(a) the health technology cannot be appropriately administered until—
(i) training is,

(ii) certain health service infrastructure requirements including goods,

materials or other facilities are, or

(iii) other appropriate health services resources, including staff are in place; or
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(b)the health technology is not yet available in England.

Other matters may not lawfully be relied upon to justify delay.

Furthermore, while Gilead recognises that the submissions made by NHS England should
be taken into account by NICE in making its decision on implementation, the weight to be
attached to those submissions will depend on the evidence provided by NHS England in
support of its position. In particular it would not be fair, proportionate or rational for NICE to
make a positive finding of any of the regulation 7(5) factors and therefore to delay
implementation of Guidance based on simple assertion by NHS England (or anyone else)
and in the absence of robust evidence.

Gilead strongly disagrees with NICE’s preliminary view that the Guidance for sofosbuvir
should be delayed by an additional 90-plus days as a result of factors within the scope of
regulation 7(5)(a) of the 2013 Regulations. We firmly believe that the matters raised by NHS
England and relied upon by NICE are either inconsistent with the requirements of the 2013
Regulations or contrary to the available evidence.

Furthermore, NHS England has already had at least 18 months to prepare for the
introduction of sofosbuvir treatment. To suggest that they are unprepared now to implement
a cost-effective treatment in circumstances where there is an unmet clinical need and
therapy has already been introduced in other parts of the UK and across the EU, without the
difficulties they identify, is wholly unacceptable.

In the consultation document NICE indicates its view that there is a presumption in favour of
acceding to the request by NHS England for delay, stating that it “should be cautious and
sure of its judgement before requiring NHS England to provide services that it does not
consider that it can provide, or provide safely and efficiently” and that “NICE should be wary
of substituting its judgement for NHS England'’s in this respect”. We believe that this is the
incorrect approach as a matter of fairness and does not represent a proper construction of
the 2013 Regulations. The points raised by NHS England in their request for delay in
implementation of the Guidance for sofosbuvir could equally apply to any Single Technology
Appraisal where an innovative technology, representing a step change in treatment, is
introduced and NICE should be very cautious about the implications of accepting a request
for delay on the basis of what is, at most, insubstantial evidence.

We have provided below specific responses to the following points raised by NHS England
and provisionally accepted by NICE as justifying delay in implementing the final Guidance;

o the perception that demand for treatment with sofosbuvir following implementation of the
current Guidance, will be very substantial

e the need to establish a Hepatitis C Network prior to the implementation of NICE
guidance on sofosbuvir,

In addition to the submissions set out in this letter, we rely on evidence provided by clinicians
treating patients with chronic Hepatitis C infection as provided in Appendix 2. For the
avoidance of doubt, Appendix 2 contains all statements and correspondence received by
Gilead from clinicians, without selection or exclusion.

The additional matters raised by NHS England (a) in their letter to NICE dated 19 November
2014 and (b) prior to the meeting of the Appraisal Committee on 10" September 2014 are
not addressed in detail in this response document, in view of the fact that they were not
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seemingly relied upon by NICE and have not therefore formed the basis for NICE's
provisional decision on implementation.

2. Response to the matters relied upon by NICE

2.1. The demand for treatment with sofosbuvir following implementation of the
current Guidance,

NHS England’s position

NHS England have expressed the view that the implementation of the current Guidance for
sofosbuvir will result in a huge increase in patients coming forward to be tested and
requesting treatment for chronic hepatitis C infection. They state in their letter of 19
November 2014:

“The management and treatment of Hepatitis C is an NHS England priority. The most
recent national estimates suggest that around 160,000 adults® are chronically
infected with hepatitis C (HCV) in England in 2012. Current numbers of patients
treated are estimated at 5,000 per year in England — 3% of those currently infected
but this will increase rapidly. The CRG Hepatitis C sub group have estimated that 10
- 15,000 people per year may come forward seeking HCV treatment”.

NHS England go on to say:

“Until last year, treatment for HCV has depended on a combination of two relatively
low cost drugs — interferon and ribavirin. These have limited efficacy for some large
subgroups of patients with Hepatitis C, and for many patients, cause serious side
effects. There are other patients who have failed first line treatment who would now
be potentially treatable with the new drugs. Patient groups are very aware that new
and less toxic drugs will be available soon and there is already reported increased
demand for these treatments. Over the next twelve months several directly acting
anti-viral agents will be launched into the UK which will have reduced length of
treatment, and side effects and increased cure / SVR rates. These drugs have
different modes of action to the current treatments and allow for an interferon free
(i.e. needleless) treatment strategy”.

Gilead Response

The conclusions NHS England have attributed to the CRG Hepatitis C subgroup have not
been published, therefore it has not been possible to understand the basis for the figures
quoted by NHS England or to test their accuracy. However, the evidence available to Gilead
indicates that, while the implementation of the current Guidance will represent an important
development for seriously ill patients with chronic hepatitis C infection, this will not result in a
substantial increase in the numbers of patients coming forward for testing and treatment.

Analysis of current Guidance and likely demand

The current Guidance recommends use of sofosbuvir as follows:

e In combination therapy with interferon and ribavirin for:

! Figure consistent with Report by Public Health England “Hepatitis C in the UK 2013”
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o All patients with GT1
0 No patients with GT2

o0 Treatment experienced patients with GT3 and treatment naive patients with
cirrhosis

0 No patients with GT4, GT5 and GT6
¢ In combination therapy with ribavirin alone (a fully oral regimen) for:
0 No patients with GT1

o Treatment experienced patients with GT2 and those intolerant or ineligible for
interferon

o Patients with GT3 who have cirrhosis and are intolerant or ineligible for
interferon

0 No patients with GT4, GT5 or GT6

In summary the current Guidance for sofosbuvir recommends use as part of a fully oral
regimen only for patients with GT2 and GT3 hepatitis C and in limited circumstances.

Evidence from clinicians

Gilead believes, that the Hepatitis C CRG subgroup’s estimate of an increase of 10,000 to
15,000 patients is unlikely to be associated with the implementation of this Guidance (which
recommends sofosbuvir in combination with pegylated interferon and ribavirin in all but a
very limited group of patients), but rather is associated with the introduction of future
therapies that allow interferon free options for the majority of patients. This view is supported
by the evidence of clinicians provided in Appendix 2; those practising in England who have
identified the patients they would treat following implementation of the current Guidance for
sofosuvir and those practising in Scotland who have described the impact of similar
recommendations for sofosbuvir issued by the SMC in June 2014.

Thus, the evidence of clinicians in England is that whilst the regimens assessed in the
current Guidance for sofosbuvir address an important unmet need by providing a high level
of efficacy with a shorter duration of treatment, many patients will still wish to defer therapy
until additional oral agents are available providing the anticipated fully oral options for more
than a very few patients. The evidence from clinicians in England and the experience in
Scotland is consistent with that from other European countries where sofosbuvir is available.
(Incidentally, it is also consistent with the figures calculated by NICE themselves within the
Costing Template prepared for the purposes of implementation of this particular Guidance.)

Based on the UK Ipsos HCV monitor database 2013-2014° the population of patients with
chronic hepatitis C infection in England, may be described as follows :

e Approximately 16,000 patients are thought to be ‘under treater care’ in England of
which:

e 10,516 (66%) are treatment naive and 5,484 (34%) are treatment experienced

e 3,327 (21%) are cirrhotic and 12,673 are non-cirrhotic (79%)

2 Ipsos HCV monitor Q2 2013-Q2 2014 UK datasets combined
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o Approximately 14% are thought to be unsuitable or intolerant to interferon based
therapy.

o Approximately 5,500 of those patients thought to be ‘under treater care’ are currently
prescribed Hepatitis C treatment on an annual basis**

Data on Hepatitis C disease prevalence indicates that patients are affected by hepatitis C
genotypes as follows®:

o 45% are genotype 1;

o 7.3% are genotype 2 (approximately 1,168 patients under treater care in England);
o 43.8% are genotype 3;

e 3.9% are genotype 4/5/6

Accordingly, clinician evidence (Appendix 2), is that the patients who will receive treatment in
accordance with the current Guidance are patients who have cirrhosis and those who do not
have cirrhosis but are eligible for a fully oral interferon-free regimen (i.e. treatment
experienced patients with GT2 and those GT2 and GT3 patients who are intolerant or
ineligible for interferon). The best estimate we can produce based on the above data
constitutes approximately 800 additional patients will satisfy these criteria following
implementation of the current Guidance.

Those patients who are non-cirrhotic (the majority of patients under treater care) will likely
wait to commence treatment until fully oral interferon-free treatment options become
available shortly. Patients most likely to opt for treatment at this stage are those with marked
extra-hepatic symptoms or those with cirrhosis wishing to reduce their risk of developing
cancer during the time required to make all oral treatments available.

Even if all cirrhotic patients under treater care came forward for treatment at this stage
(3,327?), this would not represent an increase in the total numbers of current patients treated
over a year (5,500)"

Evidence from experience following introduction of Protease Inhibitors

NHS England’s statement that ‘hepatitis C management has depended on two relatively low
cost therapies, interferon and ribavirin’, is factually incorrect. Protease inhibitors, boceprevir
and telaprevir were approved by NICE for the treatment of GT1 hepatitis C patients in April
2012 and represented a step change in management of affected patients. (note, the drug
acquisition cost of protease based inhibitor regimens range from £22,872 through to
£41,210). NHS England has not suggested that the introduction of these treatments
required an extended period for implementation or resulted in the increase in numbers of
patients presenting for treatment as is now suggested for sofosbuvir.

Evidence from Scotland

Sofosbuvir was appraised by the Scottish Medicines Consortium earlier in this year with
guidance issued in June recommending use in patients with genotypes 1 to 6. Use in

*Brant L, Ramsay ME, Tweed E et al. Planning for the healthcare burden of hepatitis C infection: Hepatitis C
genotypes identified in England, 2002-2007. J Clin Virol 2010;48:115-119
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treatment-naive patients with genotype 2 is restricted to those who are ineligible for, or are
unable to tolerate, peginterferon alfa. Use of the 24-week interferon-free regimen of
sofosbuvir in combination with ribavirin in patients with genotype 3 is restricted to those who
are ineligible for, or are unable to tolerate, peginterferon alfa (SMC Advice Number 964/14).

NHS Scotland has a very similar service structure to England and yet has been able to
implement broad access to sofosbuvir based regimens within 1 month of the SMC decision
to recommend use.

Based on Scottish Health protection data 2013,* Scotland has approximately 5100 patients
under treater care of which in 2013, 1050 were treated. Since positive Sovaldi SMC
guidance in June of this year approximately XXX-XXX patients have been initiated on
treatment with Sovaldi based regimens over a six month time period®. This means that the
number of patients treated with a sofosbuvir based regimen over this time period did not
exceed the number of patients typically treated over a 6 month period i.e. the availability of
Sofosbuvir does not appear to have driven the 2 to 3 fold growth in treatment that NHS
England suggest. (Appendix 2)

The experience in Scotland has therefore confirmed that a substantial increase in patients
presenting for testing and treatment after implementation of this Guidance is unlikely and
provides no support for NHS England’s concerns. Furthermore, in circumstances where
NHS Scotland was able to implement a similar recommendation within a month of issue, the
delay proposed by NHS England is unjustified and wholly unacceptable.

In summary therefore, while there seems likely to be a substantial increase in patients with
chronic hepatitis C infection presenting for testing and treatment once fully oral interferon-
free regimens for the predominant non-cirrhotic category of patients are available, Gilead is
aware of no evidence which validates NHS England’s concerns regarding an increase in
numbers following implementation of this Guidance relating to sofosbuvir only, whilst having
available substantial evidence indicating the contrary position.

2.2 Need to establish a Hepatitis C network
NHS England’s position

NHS England state that there is a need to establish a Hepatitis C Network prior to
implementation with this involving the set up a series of centres with the staff and the other
resources and systems necessary to provide a multi-disciplinary team (MDT) approach to
care. They say in their letter of 19 November 2014:

“A Hepatitis C network model will be formally commissioned comprising specialised
centres with a caseload to develop and maintain expertise in the treatment of the
condition working in partnership with a range of providers across the health and
justice system. The Centres will encompass MDT decision-making by experienced
teams on the appropriateness of initiation of treatment or continued surveillance of
infected patients. MDT decision-making by experienced teams will support selection
of the optimal treatment regimen for each patient. MDTs offer clinical and cost

* McHutchinson, S. Epidemiology of Hepatitis B and C in Scotland, Hepatitis Monethematic meeting, Health
Protection Scotland data 2013
> Gilead ex factory sales data (June 2014-Dec 2014)
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effective prescribing of high cost drug treatments in accordance with NHS England
policy / NICE TAs. The network will support access to treatment services locally
through formal partnership and outreach models. This will optimise partnership
working and utilisation of local expertise in engaging hard to reach groups in
completing treatment programmes. NHS England would be required to commission
Hepatitis C Networks through a competitive procurement route. This process would
take about 9 months. A key part of the model is partnership working and the
preferred procurement model would be to allow bidders additional time to develop
their proposals jointly with others e.g. prison health, LAs etc.

Gilead's response

Whilst Gilead welcomes any opportunity to improve the current Hepatitis C service model
that may further enhance patient access and outcomes, the submission by NHS England
provides no evidence that the proposed Hepatitis C network is required for the
implementation of the current Guidance. In particular, whilst a more sophisticated approach
may be preferred in the context of the increase in the number of patients with chronic
Hepatitis C infection who would be expected to present for testing and treatment after
implementation of fully oral interferon-free regimens for the non-cirrhotic group, Gilead
believes there is no requirement for this approach for the implementation of the current
Guidance relating solely to sofosbuvir - and NHS England has provided no evidence
indicating that this would be the case. Importantly we are not aware of any suggestion that
implementing this guidance under the current service framework would result in ineffective,
unsafe treatment.

Currently the majority of hepatitis C treatments (circa 80%) are managed by approximately
60 tertiary treatment centres across the UK.® .We are not aware of any drug or alcohol
services initiating hepatitis C treatment without affiliation to one these tertiary centres®.
(Appendix 2)

The current service has historically treated around 5,500 chronic hepatitis C patients on an
annualised basis™

The following two main treatment options providing the standard of care’:

e Protease inhibitors telaprevir and boceprevir in combination with peginterferon and
ribavirin for patients with genotype GT1 for 24 to 48 weeks dependent on patient
profile and response.

e Peginterferon plus ribavirin (PEG-IFN + RBV) for GT 2 — 6 and GT1 where PlIs are
contra-indicated for 24 to 48 weeks.

Services are therefore already set up to initiate patients on complex therapies involving
direct-acting antivirals (DAAs) as well as PEG-IFN and RBV. In order to initiate current
NICE-approved therapies, centres already have in place:

e The ability to screen for drug — drug interactions (input from speciality
pharmacy)

® IMS Hospital profiler data 2014
7 European Association for the Study of the Liver. EASL clinical practice guidelines: Management of hepatitis C
virus infection. J Hepatol. 60, 392-420. 2014
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¢ Understanding of resistance considerations for choice of DAA

¢ Ability to use on treatment measurements of response to guide duration
(Response guided therapy, RGT)

o MDT approach suitable for the prescribing of high cost drugs (treatment with
currently NICE approved combinations could cost from £5,000 to £39,000)

e Throughout treatment patients must have regular appointments to monitor
viral load and safety. In particular Pls have been associated with life-
threatening skin reactions and anaemia meaning that rapid referral to
dermatology clinics needs to be in place and admissions may be required to
manage anaemia

The implementation of the current Guidance for sofosbuvir will have the following impact on
the Hepatitis C service and is further evidenced in Appendix 2:

1) Reduction in treatment duration of interferon based therapy from 24-48 weeks down
to 12 weeks for the majority of patients. The reduction of treatment duration will free-
up significant capacity as current treatments require regular checks and
interventions.

2) Reduction in time required to manage DDI and resistance profile due to an improved
safety and tolerability profile of sofosbuvir vs. majority of existing treatments

3) No need for on treatment viral load testing and adjustments as duration of therapy is
ascertained at the start of treatment

Therefore for every patient treated it is anticipated that the service capacity required will be
substantially lower following the introduction of sofosbuvir. Furthermore, there seems to be
no basis for concluding that a service capable of delivering treatment of currently NICE
approved options safely and efficiently would not be more than able to implement the current
Guidance for sofosbuvir safely and efficiently. NHS England has provided no evidence
whatsoever to the contrary or for its conclusion that the introduction of a Hepatitis C network
is necessary before the current Guidance for sofosbuvir may be implemented.

2.3 Service implications and sofosbuvir

There are no specific service implications for sofosbuvir. As described in section 2.2 above,
treating patients with sofosbuvir based regimens will simplify treatment, reduce pressure on
the existing MDT service and significantly reduce impact on current NHS service provision
given. Compared with the existing protease inhibitor standard of care sofosbuvir is
associated with a:

¢ significantly lower duration of treatment (12 weeks vs. 24 to 48 wks down to 12)

¢ lower number of adverse events leading to increased hospital admissions (e.g.; lower
risk of severe anaemia and severe rash) and outpatient stays

e lower number of drug-drug interactions to manage

In addition there is no requirement for response-guided therapy with sofosbuvir. Patients
treated with current standards of care are managed using a response guided therapy
approach, where virologic response measured at specific on-treatment time points is used to
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determine the likelihood of SVR and the required treatment duration (Incivo SmPC8,
Pegasys SmPC?, Victrelis SmPC™, Viraferon SmPC'). By comparison the high proportion
of patients achieving both a rapid virologic response (after 4 weeks of treatment) and an end
of treatment response means that on-treatment monitoring of HCV RNA and response-
guided therapy are not required for sofosbuvir-based regimens. This will simplify patient
management considerably relative to standards of care and also reduce the need for
frequent on-treatment viral load monitoring and clinic visits.

The benefits of introducing sofosbuvir within the existing infrastructure are supported by
clinical bodies and Dr Michael Jacobs, on behalf of the Royal College of Physicians and a
clinical specialist in this appraisal, stated:

“... introduction of sofosbuvir would tend to simplify treatment regimes for chronic HCV
infections. Centres with experience in managing patients with Hepatitis C will be able to
deliver this intervention without additional training. There is a need to improve accessibility
of HCV treatment ... and simpler treatment regimes are an important component of this”.

Furthermore, as indicated above, two new hepatitis C treatments (boceprevir and telaprevir)
were introduced successfully in 2012, without substantial additional investment in
infrastructure, supporting Gilead’s case that no additional measures are required in order to
implement the current Guidance.

3 Impact of delaying implementation

Delaying access to sofosbuvir effectively prohibits those patients who are either cirrhotic or
have bridging fibrosis from accessing the best possible treatment now in order to avoid the
longer terms complications of this disease. These patients will have no option but to
commence treatment using current standards of care (which, as outlined above, are less
efficacious, more burdensome to patients and require significant NHS resource given the
treatment durations and adverse event profiles). Each of these patients is exposed to an
increased risk of liver cancer (approximately 6% per year'?). This risk is reduced
significantly if the HCV virus is removed to around 1% per year'?. The consequence of this
is that for every month that these cirrhotic patients continue untreated, approximately 40
people will develop a preventable cancer that is likely to be incurable. Furthermore every
non cirrhotic patient who achieves an SVR is likely to avoid these future complications
altogether.

The burden placed on these patients is unacceptable when sofosbuvir is available,
particularly as the cost of treating these negative patient outcomes far outweighs the shorter
term costs for this curative therapy and where sofosbuvir has been demonstrated to be
highly cost-effective (NICE provisional guidance). It should be noted:

8 Janssen-Cilag Ltd. Incivo (telaprevir) Summary of product characteristics. 2013

°Roche Products Limited. Pegasys (Peginterferon alfa-2a) Summary of product characteristics. 2013

1 Merck Sharp and Dohme Ltd. Victrelis (boceprevir). Summary of product characteristics. 2013

" Merck Sharp & Dohme Ltd. ViraferonPeg (peginterferon alfa-2b). Summary of product characteristics. 2013
12 cardoso AC, Moucari R, Figueiredo-Mendes C, et al. Impact of peginterferon and ribavirin therapy on
hepatocellular carcinoma: incidence and survival in hepatitis C patients with advanced fibrosis. J Hepatol.
2010;52(5):652—-657
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e Liver disease costs the UK National Health Service in excess of £500 million per
annum, a cost that is rising by 10% annually*®

e Hospital admissions for hepatitis C-related end stage liver disease and hepatocellular
carcinoma have risen year-on-year, almost quadrupling between 1998 and 2012**

¢ Analysis of hospital statistics in England between 2011 and 2012, reveals around half
(10,691, 49%) of all recorded hospital admissions for hepatitis C are non-elective
(The Hepatitis C Trust. October 2013.). The average cost of a non-elective in-patient
admission, including both short and long stays, is £1,436, excluding excess bed
days, and £2,052 including excess bed days.*®

Importantly, delaying access for those patients who require treatment now effectively
increases future NHS service burden due to the effective ‘warehousing’ of a significant
proportion of patients who would otherwise seek treatment now. In addition, the burden in
terms of lifetime tertiary care follow up for patients (who have either progressed to cirrhotic,
decompensated cirrhotic or hepatocellular carcinoma health states) should also be
considered as there are potentially significant secondary care resource efficiencies and
financial savings to be made for the NHS with the introduction of sofosbuvir.

In addition, we would like to highlight our concerns that the request from NHS England to
extend the implementation period for this Guidance is significantly at odds with the NHS Five
Year Forward Review within which Simon Stevens stressed the need for ‘getting serious
about prevention’ and the benefits that this can bring to both patient outcomes and NHS
resource over the longer term.*

Finally and for completeness, whilst we welcome any extension to the NHS England interim
access policy regarding access to sofosbuvir it should be noted that this does not provide an
appropriate substitute for prompt implementation of NICE Guidance for sofosbuvir (and the
2013 Regulations do not indicate that it does). NHS England’s interim policy only covers
treatment for those few hundred patients who are already severely decompensated and for
whom liver transplant is the only available treatment option. There is no policy in place to
treat those patients who could actually avoid these negative outcomes associated with
chronic liver disease and reduce future service burden if they were offered treatment now.
(i.e. in particular the cirrhotic population and those with bridging fibrosis).

Conclusion

As stated in our introduction there have already been a number of delays in the appraisal
process for sofosbuvir and further delay to the actual implementation of the final
recommendations will cause avoidable harm to patients and increased cost and burden on
existing NHS resources.

 The Hepatitis C Trust. Hospital Admissions where Hepatitis C is the primary diagnosis. Hepatitis C in England:
The State of the Nation — Technical Appendix. Available at:

http://www.hepctrust.org.uk/News Resources/resources/reports (Last accessed 18 October 2013). October
2013

1% public Health England. Hepatitis C in the UK, 2013 Report. July 2013

> http://www.england.nhs.uk/ourwork/futurenhs/
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The reasons provided by NHS England to justify delay in implementation of the current
Guidance are unsupported by evidence and all information available to Gilead indicates that
they are factually incorrect.

While without disclosure of the evidence, if any, which has formed the basis for NHS
England’s submissions, it is difficult for Gilead to respond to this consultation in a
comprehensive way, we believe that the concerns expressed by NHS England are based on
the predicted implications of the introduction of future treatment regimens, which will permit
fully oral interferon-free regimens for the wider majority of Hepatitis C patients - and not on
the implications of the implementation of the current Guidance for sofosbuvir. This does not
constitute a valid basis for extending the period for implementation of Guidance in
accordance with regulation 7(5) of the 2013 Regulations. In contrast to NHS England’s
assertions, available evidence points to the fact that implementation of the current Guidance
is very unlikely to result in substantial numbers of additional patients and will relieve rather
than add to the existing burden on Hepatitis C services.

In these circumstances, in the absence of any robust evidence supporting NHS England’s
request for delay and in the context of the presumption under the 2013 Regulations that
Guidance will be implemented within the standard 90 day period, Gilead believes that any
delay in implementation of Guidance for sofosbuvir would be procedurally unfair,
unreasonable and disproportionate. Accordingly any such delay will, in our view, be
susceptible to legal challenge.

Yours sincerely

HXXXXX XXXXXX
Director Market Access and Reimbursement

Gilead Sciences UK & Ireland

Gilead Sciences Ltd Flowers Building Granta Park Great Abington Cambridge CB21 6GT
Tel +44 (0)1223 897300 Fax +44(0)1223 897282

www.gilead. com
Registered in England No 2543818
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Appendix 1

Andrew Dillon

Chief Executive

National Institute for Health and Care Excellence
10 Spring Gardens

London

SW1A 2BU

Dear Sir Andrew
NICE appraisal of sofosbuvir for the treatment of chronic hepatitis C infection

Following our letter of 10" October regarding the period for implementation of NICE'’s
Guidance for sofosbuvir, we understand that NICE is considering a further submission by
NHS England in support of their request for delayed implementation of the Guidance (180
days, rather than 90 days). This information is a matter of serious concern; not only has this
appraisal already been subject to substantial and unjustified delays, the apparent
acceptance and consideration of further submissions by a consultee at this stage in the
procedure does not form part of the appraisal process and all evidence available to Gilead
indicates convincingly that an extension to the standard 90 day period for implementation of
guidance is inappropriate in this case.

The period for implementation of Guidance: legal provisions

As you know, the National Health Institute for Health and Care Excellence (Constitution and
Functions) and the Health and Social Care Information Centre (Functions) Regulations 2013
(“the 2013 Regulations”) require NICE to specify, in relation to any technology appraisal
recommendation, the period within which the recommendation should be complied with.
Regulation 7(3) states that this period

..... must be a period that begins on the date the recommendation is published by
NICE and ends on the date 3 months from that date, unless [one of the
circumstances at Regulation 7(5) applies]”

Accordingly, in the absence of clear evidence of a Regulation 7(5) circumstance, NICE is
required to specify that guidance should be implemented within the standard 3 month time
period.

The circumstances set out at Regulation 7(5), in which NICE is required to specify a period
longer than 90 days for implementation of technology appraisal guidance, are follows:
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“(a) The health technology cannot be appropriately administered until -

M training is,
(i) certain health service infrastructure requirements including goods,
materials or other facilities are, or
(iii) other appropriate health service resources including staff,
are, in place; or

(b) the health technology is not yet available in England.”

NHS England’s request for delay

While NHS England’s response to the first ACD had raised no concerns about
implementation, during the meeting of NICE’s Appraisal Committee on 10 September 2014,
a summary of comments on the second ACD was presented. This presentation provided the
first indication that NHS England had requested an extension of time for implementation of
Guidance for sofosbuvir. The reasons for that request, as presented during the meeting
were:

e “need appropriate health service resources, including staff in place;
technology is not affordable at the quantum of new expenditure it would represent;
e other therapies for Hepatitis C are likely to become available in the future and NHS
wants to compare cost-effectiveness before choosing one option for investment.”

Since that time, Gilead has sought clarification in relation to the reasons for the request by
NHS England for delay. While we have not seen the submissions by NHS England to NICE,
the information provided to us is consistent with the presentation given at the September
meeting of the Appraisal Committee, to which no reference was made at the October
Appraisal Committee meeting and indicate that NHS England’s reasons for seeking a delay
in implementation do not constitute permitted circumstances as defined by Regulation 7(5) of
the 2013 Regulations. Our current understanding of NHS England’s reasons is as follows:

a) Overall affordability

Gilead strongly believes that the principal motivation underpinning the request by NHS
England for delay, is concern over the overall cost of implementation. This view is
consistent with the inflated figures proposed by NHS England at the September meeting
of the Appraisal Committee, those numbers ‘leaked’ to HSJ early October and addressed
by Gilead in our letter of 10" October 2014.

While therefore Gilead refutes the estimations proposed by NHS England, in terms of the
numbers of patients who will receive treatment with sofosbuvir, in accordance with
NICE’s proposed guidance, the appraisal committee has concluded that such use of
sofosbuvir constitutes cost-effective treatment - and, most importantly, concerns over
affordability do not constitute a valid basis for delay in implementation as determined by
the 2013 Regulations.

b) NHS England’s intention to conduct a comparison between current and future
treatments for hepatitis C infection
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NHS England has stated, both during the September meeting of the Appraisal
Committee and in correspondence with Gilead, that it intends to conduct further cost-
effectiveness analyses including comparisons with new hepatitis C treatments, not yet
assessed by NICE and to consider a “Hepatitis C network approach”.

It is not, however, the role of NHS England to conduct additional cost-effectiveness
assessments, duplicating the work of NICE - but without the experience, procedural
safeguards and regulatory framework of the Institute’s processes. Such an approach
would be procedurally unfair and a substantial waste of the time and cost associated with
a double assessment process.

Furthermore, it is NICE that is required to determine the time for implementation of its
recommendations in accordance with the 2013 Regulations and a wish by NHS England
to conduct additional analyses outside the NICE process does not constitute a permitted
reason for delay in implementation.

c) NHS England’s assertion that a particular “service specification” and “staff in place”
are required prior to implementation of guidance

While NHS England have claimed, belatedly, that the NHS may not be able to implement
the guidance effectively within the standard period, the simple assertions made by NHS
England and seen by Gilead are unconvincing and counter-intuitive.

e There are no specific service implications for sofosbuvir — patients are already
being treated and use of sofosbuvir actually reduces the duration of treatment
(by around 4-fold) and simplifies treatment (by reducing adverse events)
compared with alternative therapies;

e The overwhelming evidence from clinicians, is that there will be no increased
service impact as demonstrated by evidence presented to NICE during the
appraisal process, including:

a) Dr Michael Jacobs, on behalf of the Royal College of Physicians and a clinical
specialist in this appraisal, stated:
“... introduction of sofosbuvir would tend to simplify treatment regimes for
chronic HCV infections. Centres with experience in managing patients with
Hepatitis C will be able to deliver this intervention without additional training.
There is a need to improve accessibility of HCV treatment ... and simpler
treatment regimes are an important component of this”.

b) Dr Richard Aspinall, on behalf of the British Gastroenterology Society and a
clinical specialist in this appraisal, stated:
“Implementation of this technology should be relatively straightforward, given
its ease of use. The major training requirement would be to ensure optimum
personalisation of therapy in individual patients and it is recommended that
HCV treatment centres should hold minuted MDT meetings to discuss
choice of antiviral therapy. NHS England is currently proposing specialist
commissioning standards that would include such arrangements and
treatment units should be in a position to adopt sofosbuvir without too much
difficulty if approved”.
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e Indeed itis also appears that in its assertion regarding a lack of service
infrastructure, NHS England has disregarded the specific advice of members of
the relevant Clinical Reference Group (CRG) — members whose sole purpose
within this context is to advise NHS England on matters relating to HCV.

o While Gilead refutes the numbers of patients who would receive treatment with
sofosbuvir, as proposed by NHS England, we understand from discussions with
numerous clinicians (including members of the CRG as noted above) that there
will be no impact on the ability of the existing service to manage patients
appropriately.

e Appropriately trained staff are already available. All relevant resources,
infrastructure and resources required for implementation of sofosbuvir treatment
are already in place. In fact the abbreviated and simplified treatment duration
and, in some cases, use of an all oral treatment compared with alternative
parenteral therapies will require less resources and avoid the need for training
and personnel to manage the side effects of alternative treatments.

e A specific service specification has not been required to date for existing
hepatitis C therapies generally and there is accordingly no requirement for such
a specification specifically for sofosbuvir.

In summary, Gilead does not accept that there is any genuine need for training and
infrastructure that may permit delay in implementation of guidance for sofosbuvir in
accordance with Regulation 7(5) of the 2013 Regulations. It would, in fact be surprising if a
need for training were permitted to delay implementation of NICE guidance, in
circumstances where administration of sofosbuvir is substantially more straightforward than
alternative therapies and where NHS England and its predecessor organisations have had
over 18 months in which to prepare for the introduction of this treatment.

Procedural issues in relation to NHS England’s request for delay

As indicated above, we understand that NHS England has provided supplementary
submissions to NICE in relation to its case for delay in implementation of guidance and that
these submissions have been considered and discussed with NHS England outside the
technology appraisal process published by NICE, in private and without transparency.

If this is the case, such an approach is fundamentally unfair not only as a matter of domestic
law, but also in accordance with the requirements of the Transparency Directive.

Clinical implications of delay in implementation of guidance

Hepatitis C is a progressive disease in which the virus attacks the liver causing scarring
(fibrosis and eventually cirrhosis). This can lead to failure of the liver with impaired function
(decompensation) and further increases the risk of the liver cancer hepatocellular carcinoma
(HCC). Whilst a certain degree of fibrosis is reversible it is as yet unclear the extent to which
cirrhosis can be reversed, if at all, following successful treatment of the hepatitis C.
According to Public Health England’s 2014 report on HCV there are approximately 10,000
patients with HCV related cirrhosis in the UK. Each of these patients is exposed to an
increased risk of liver cancer (approximately 6% per year) which reduces significantly if the
HCV virus is removed to around 1% per year. The consequence of this is that for every
month that these cirrhotic patients continue untreated, approximately 40 people will develop
a preventable cancer that is likely to be incurable. In addition of the 10,000 cirrhotic patients
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over one year approximately 440 will decompensate. With treatment this number would be
expected to reduce to around 60, therefore for every month’s delay approximately 30
patients unnecessarily progress to decompensation that could be prevented by treatment.
Whilst liver decompensation and HCC would make patients eligible for the current interim
policy, the outcomes of these patients once they have developed end stage liver disease is
still uncertain and these patients would be much better treated ahead of this preventable
event. Late treatment also increases the burden to the NHS in terms of liver transplant and
care for endstage patients.

Finally for those patients who have not yet developed cirrhosis but have rapidly progressing
fibrosis a delay to treatment may lead to the development of cirrhosis. Current
understanding based on other liver disease suggests that these patients will have an
irreversible risk of liver cancer which can be reduced but not completely eliminated by
subsequent treatment of their HCV. This would not only add to the lifelong anxiety for these
patients but they would also require bi-annual liver imaging and blood tests within the NHS
for the remainder of their lives.

Overall it would be is erroneous to assume that a further delay to access for these patients
will not have severe clinical implications.

Request for consultation

If, despite this letter and the provisions of Regulation 7(5) of the 2013 Regulations, NICE
extends the period for implementation of guidance for sofosbuvir beyond the standard 3
month period, fairness will require that NICE provides an opportunity for stakeholders to
respond to this determination. However, while consultation on such a proposal would be
necessary, it is essential that the consultation period itself is not used to extend the time for
guidance to be issued in this case.

The issues surrounding the time for implementation of guidance are discrete and, Gilead
believes that the issues have generally been rehearsed. In these circumstances we suggest
that consultation should properly be limited to the question of delay and that the consultation
period should be no longer than strictly necessary for this purpose.

Conclusion

In summary, Gilead does not believe that there is any valid reason in accordance with the
2013 Regulations to justify delay in implementation of guidance for sofosbuvir. Accordingly
any such delay will, in our view, be susceptible to legal challenge.

Finally, we are concerned that the process followed in relation to NHS England’s request has
not been conducted in accordance with NICE’s procedures, the requirements of the
Transparency Directive or standards of fairness under English Administrative Law.

Please confirm that this letter will be taken into account by NICE before a decision on the

time for implementation of NICE's recommendations for sofosbuvir is made. We look
forward to hearing from you as a matter of urgency.

Yours faithfully

XXXXXX XXXXXXXXXX
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General Manager

Gilead Sciences UK & Ireland

Cc Professor Carole Longson, Health Technology Evaluation Centre Director, NICE
Meindert Boysen, Programme Director Technology Appraisals, NICE

Helen Knight, Associate Director NICE Project Team, NICE

Appendix 2
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8" December 2014

To Whom It May Concern

RE: NICE APPRAISAL OF SOFOSBUVIR [ID 654]

I am a full-time NHS Consultant Hepatologist working in an academic Liver Unit and tertiary
referral centre in West London. | have been treating patients with hepatitis C for more than
twenty years and have been actively involved in clinical research into novel therapies for at
least the past ten years.

Sadly due to a general lack of awareness of the condition both among the public and the
medical profession a significant proportion of patients continue to present in late stages of
disease which places a heavy burden on the patient and the health service. | am also seeing
patients presenting late with decompensation of their liver disease who have been aware of
their condition for some time but have previously declined the offer of treatment because of
the perceived arduous nature of long interferon-containing regimens.

While the majority of patients are currently treated in specialist centres it is clear that in order
to reach those who need treatment, (and to treat the numbers that need to be treated in
order to reverse the current epidemic), we are going to need to change the ways in which we
deliver service. To this end we have already established a number of outreach clinics in
community drug-treatment units and plan to establish more in the future. | am observing a
steady increase in those infected through drug use coming forward for treatment. In addition
I 'am being referred increasing numbers of patients who have migrated to the UK and who
have been infected iatrogenically in their country of birth.

The majority of our patients continue to receive interferon-based therapies though | am
fortunate in being able to offer clinical trials of interferon-free treatment to a significant
number of our patients. | have witnessed first-hand the benefit these new drugs bring to
these patients. We also have a large number of patients with advanced liver disease on the
government's early access programme which has made a real difference to those patients in
whom interferon is contraindicated.

If NICE guidance for Sofosbuvir were to be implemented, | would not anticipate a huge
increase in patients coming forward for treatment. There are still a considerable number of
patients who are deferring treatment until all-oral therapies are available. However for those
who are willing to accept IFN-containing regimens, the availability of sofosbuvir will offer
them shorter duration treatments with significantly improved outcomes (thereby reducing the
number of patients who will require retreatment in the future). The shorter duration of
treatment (and fewer adverse events) will mean that we will be able to treat more patients
with the same resources — something that will ultimately begin to make an impact

huge task we have set ourselves to eventually eliminate HCV.
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| therefore sincerely hope that NHS England will implement the recommendations of NICE
on Appraisal D654,

Yours faithfully






Date: 08 December 2014

TO WHOM IT MAY CONCERN

| am the Clinical Lead for Hepatology & Hepatitis and | am a Transplant Physician at the
Institute of Liver Studies, King’s College Hospital. | lead the largest viral hepatitis
service in the UK and incorporating tertiary, outpatient, outreach, co-infection and
complex populations.

We have the infrastructure to deliver new therapies post-NICE appraisal of sofosbuvir,
simeprevir, daclatasvir and combination therapies with and without pegylated interferon.
We have specialist nurses, clinical trials nurses, a dedicated pharmacist, on-site CPA-
accredited hard diagnostics and liaison psychiatry. We have run a large outreach
population and are keen to get patients into therapy as we see the spectrum of patients
from those with mild disease to those who have advanced disease and the requirement
for liver transplantation.

I do not believe that patients will take up interferon-based therapy and as a clinician with
significant trial experience experience would prefer to ‘fast-track’ patients with more
advanced disease through to newer innovative peg-free therapies. | do not believe that
current infrastructure issues will constrain therapy to those with advanced





disease/cirrhosis as the duration of 12 weeks’' therapy with targeted adherence
education and simpler on- treatment monitoring will allow appropriate patients to be
treated and to achieve a significant ‘step-up’ in clinical outcomes and cure.

In addition, we have various programmes focusing on screening and education for GPs
and there is no doubt that liver disease in toto (as seen by the LANCET Liver
Commission) is an important Public Health agenda item.

With kind regards,

Yours sincerely





4" December 2014 S
To Whom It May Concern:

I ag a Consultant Physician in Infectious Diseases and HIV Medicine at the Royal Free Hospital and lead a
large tertiary referral HIV/hepatitis co-infection service.

I have been in involved in the care of co-infected patients for over twenty years. We have a cohort of over
450 co-infected patients we look after locally and are the referral centre for North Central London and parts
of Hertfordshire for the treatment of ‘complex” HCV in HIV-infected patients. Patients not deemed to be
complex (non-advanced fibrosis, no other co-morbidities, no significant drug-drug interactions) are
managed by the local HIV services (in collaboration with hepatology/gastroenterology services).

Up to 10% of co-infected patients have advanced fibrosis/cirrhosis (metavir F3/F3 disease). The rest have
early HCV (post-acute) or mild/moderate (metavir FO-F2) fibrosis, although fibrosis progression rates are
faster in this population. About 65% have Genotype | (majority la) disease, with 25% Genotype 4 and 8%
Genotype 3 infection. Current treatment (outside of clinical trials) is mostly PeglFN-alpha, ribavirin and
either telaprevir or boceprevir. Most treatments currently are for patients with acute HCV who express a
preference for treatment in the cute phase of illness.

Most patients with mild/moderate fibrosis prefer to wait for IFN-free therapy. Patients with CP-B/C
cirrhosis have been treated in the NHSE EAS with sofosbuvir/ledipasvir or daclatasvir.

Once sofosbuvir becomes available in accordance with NICE guidance ID654 (preliminary
recommendations August 2014), we anticipate treatment mainly for patients with advanced
fibrosis/compensated cirrhosis in ‘urgent’ need of therapy. Since the vast majority of patients have G1 and
G4 infections, this would be 12 weeks of therapy with PeglFN and ribavirin.

As indicated above, we don’t anticipate large numbers of patients taking on IFN-based therapy and
certainly would want to prioritise patients with F3/F4 disease willing to take-up therapy.

As a tertiary referral centre, we already have the resources (specialist nurses, pharmacists, on-site virology,
etc) to treat patients with PeglFN and ribavirin and have been a treatment centre for the expanded access
programme. Implementation of this guidance would not require further resources. Furthermore, reducing
the treatment length down to 12 weeks would help stretch current resources to make treatments available
for more patients.

In the context of HIV patients, testing for HCV is universal and there is a high-level of awareness amongst
clinicians looking after HIV+ patients regarding annual screening for those at high-risk of HCV
acquisition. Availability of DAAs will not change that.






With best wishes,






&
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To Whom It May Concern:

I have read with interest the NICE Health Technology Assessment for Sofosbuvir. As the clinical lead for one of
the country’s leading centres for the treatment of hepatitis C | eagerly await access to this highly effective
drug for patients of the NHS.

I am confident that the introduction of Sofosbuvir, along with pegylated interferon and ribavirin, will not have
an adverse impact on our service’s ability to deliver treatment to patients. The improved side-effect profile and
shorter duration of treatment will enable us to provide care for more patients with our existing resources.

I believe that Sofosbuvir and other directly acting antiviral agents represent a major advance in the
management of patients with hepatitis C and look forward to their introduction into clinical care with the
opportunity to cure many more patients.

Yours faithfully
sy 1T






07/12/2014
To whom it may concern,

| am writing to outline my experience of the effects of the introduction of Sofosbuvir (SOF)
post SMC recommendation in June 2014.

| am a Consultant Gastroenterologist, and have been involved in treating patients with
hepatitis C for over 5 years. Patients under my care are assessed in a liver outpatient clinic,
and if appropriate treated under the supervision of a liver nurse specialist.

For comparison, in the 6 months June to November 2013 we initiated treatment in 44
patients (24 GT1 (54.5%), 18 GT3 (41%), 2 GT2 (4.5)). 23/44 (52%) of whom had a
diagnosis of cirrhosis. During this period GT3 patients were treated with pegylated Interferon
(IFN) and Ribavirin (RBV) for 24 weeks, GT1 patients were treated with IFN/RBV and a first
generation protease inhibitor (Pl, Boceprevir or Telaprevir) for 24 to 48 weeks. Those GT 1
patients not suitable for a PI, predominantly due to ongoing drug use (opiods or
benzodiazepenes), were treated with IFN/RBV for 48 weeks. Overall 27/44 (61%) received
IFN/Ribavirin (RBV), 9/44 (20.5%) IFN/RBV/Telaprevir (TVR) and 8/44 (18.1%)
IFN/RBV/Boceprevir (BOC).

In the current financial year we are prioritising treating SOF based regimens to those with
advanced fibrosis (F3/4, defined as liver stiffness 29.5 kPa). Requests to treat with IFN free
regimens, or to use SOF regimens for non F3/4 patients are made to a peer scrutiny panel
(single A4 form, evaluated by 2 treating consultants out with of requestor’s clinic, form sent
to pharmacist by email).

No additional resources were required to implement the SMC recommendations for
Sofosbuvir. For GT1 patients, the use of Sofosbuvir reduced pharmacy involvement in
screening for drug-drug interactions, which are infrequent and rarely clinically significant
compared to Pls. Simpler once daily dosing, and improved tolerability, in particular the
absence of life threatening rash, have likewise substantially reduced the nursing time taken
for pre-treatment counselling and on treatment toxicity management.

The net result of these improvements has an increase in clinic throughput, without the
requirement for any additional resources:

In the 6 months June to November 2014 inclusive, we treated 77 patients (43 GT3 (55.8%),
26 GT1 (33.7%), 4 GT4 (5.2%) and 3 GT2 (3.9%)). 43/77 (55.8%) had a diagnosis of
cirrhosis. The majority of patients were infected through intravenous drug use.





65/77 (85.4%) of patients received IFN based regimens; 40/77(51%) Sofosbuvir/IFN/RBV for
12 weeks, 15 (19.5%) IFN/RBV for 24 to 48 weeks, 6 (7.8%), BOC/IFN/RBV for 28to 48
weeks, 3 (3.9%) Simeprevir/IFN/RBV for 24 weeks (post SMC approval in October), 1
(1.3%) TVR/IFN/Ribavirin.

12/77 (15.6%) of patients received an IFN free regimen; 7 (9%) Sofsbuvir/RBV, 3 (3.9%)
Sofosbuvir/Daclatasvir, 1 (1.3%) Sofosbuvir/Ledipasvir 1, (1.3%) Sofosbuvir/Simeprevir.

In marked comparison to longer treatment regimens, and in particular Pl regimens, we have
yet to have any premature discontinuation of treatment in our Sofosbuvir treated patients,
and all patients who completed treatment have had an end of treatment response.

In summary, the impact of the SMC guidance of Sofsobuvir has been to reduce the amount
of nursing and pharmacy input required per patient which, in combination with the shorter
duration of treatment, has significantly increased the treatment capacity of our clinic without
additional clinic resource. Treatment in a “real life” setting has been well tolerated, with on
treatment response in line with that expected from the phase 3 clinical trials.

Yours Faithfully,
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8 December 2014
To whom it may concern,

| understand that there are concerns about the impact of the introduction of new
DAAs on the ability of clinical units to deliver HCV treatment with the new HCV
DAAs.

I am a consultant physician managing Hepatitis C since 1989. | work in an ID unit
in Edinburgh, which has a HCV treatment target of 90 patients per year. We
have a multidisciplinary team of |D doctors, HCV nurse specialist, dietician, social
worker and mental health team. We also treat HCV in 2 local prisons.

Last year we treated 94 patients; 50 were GT 1 and the rest mostly genotype 3.
Twenty five per cent of patients treated were cirrhotic of which 60% were
genotype 1 and the rest non-GT1. 9 patients were enrolled in a sofosbuvir study.

We started using Sofosbuvir once the Formulary committee approved its use in
our trust. In five months, we have initiated 52 patients on treatment; 21 were
cirrhotic and 75% were Genotype 1; 10 were on an all-oral HCV treatment. This
increase in numbers is because some patients have delayed treatment until the
introduction of sofosbuvir. In our local protocol, sofosbuvir can only be used in
patients with advanced fibrosis. We are hopeful that in the next financial year we
will be able to use it according to the SMC approval. Sofosbuvir was used in 32
patients in the last 5 months.

Our staff were well prepared since the advent of HCV protease inhibitors, as we
had access to them through clinical trials prior to SMC approval.

Patients are now aware of the new DAAs but there has not been a significant
increase in the number of patients identified with HCV infection. We are in the
process of contacting HCV infected patients who have been lost to follow up to
ensure that those with advanced fibrosis are reassessed and initiated on HCV
treatment.

The HCV action plan in Scotland has over the years provided funding for the
infrastructure to enable more testing and treatment and this happened well
before the introduction of sofosbuvir. Our unit has been undertaking clinical trials
for antivirals for several decades and the introduction of new antiviral agents into
the clinics has been smooth. All our staff are kept up to date with the new drugs





through education meetings and are also involved with certain aspects of clinical
trial at an early stage. We also have a weekly MDT meeting where patients are
discussed and treatment is planned.

In view of these factors, we did not have any difficulties introducing the new
DAAs in the clinic

Yours sincerely
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9" December 2014

Please accept this as the British Liver Trust’s response to the NICE
appraisal of Sofosbuvir for treating chronic hepatitis C - Consideration
of the case for extending the period before funding needs to be made
available for a NICE technology appraisal

Liver Disease a Priority?

The NHS Outcomes Framework 2014/2015, Domain 1 — Preventing people
from dying prematurely, prioritises liver disease as an improvement area and
acknowledges that liver disease is a major cause of death. This is also
reflected in the Public Health Outcomes Framework 2013- 2016 (4.6)."

Public Health England’s Hepatitis C Annual Report" highlighted that hospital
admissions from hepatitis C-related end stage liver disease have risen from
608 in 1998 to 2,390 in 2012, while deaths have risen from 98 in 1996 to 428
in 2012. Liver transplants first registrations, where post-hepatitis C cirrhosis
was an indication for transplant, have quadrupled from 45 in 1996 to 188 in
2013.

Therefore the British Liver Trust contends that if liver disease is a stated
priority then all interventions that address this improvement area should be
mandated for funding, especially when the ‘cure’ rates (sustained viral
responses) as demonstrated with new hepatitis C treatments are high.

Justifiable Reasons for Funding Exemption?

The Secretary of State™ and the Health and Social Care Act 2013 set the
deferred funding period for a NICE technology appraisal at 90 days from its
issue.

This has been iterated in the Explanatory Memorandum to the National
Institute for Health and Care Excellence (constitution and functions) and the
health and social care information centre (functions) regulations 2013".
Regulation 7 makes ‘provision that requires the NHS Commissioning Board,
clinical commissioning groups and, with respect to their public health
functions, local authorities to comply with a NICE technology appraisal
recommendation following a direction of the Secretary of State.’

Registered Charity England and Wales 298858, Scotland SC042140
Company Limited by Guarantee Registered in England and Wales, Company No 2227706
Registered Office 2 Southampton Road Ringwood BH24 1HY
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This regulation also underpins the NHS Constitution” right to “drugs and
treatments that have been recommended by NICE technology appraisal
guidance for use in the NHS, if your doctor says they are clinically appropriate
for you.”

A requirement to fund treatments recommended by NICE technology
appraisal guidance previously applied to primary care trusts. This provision
reflects the Government commitment to replicate the effect of the funding
direction in the new NHS structures.

It is the position of the British Liver Trust having analysed NHS England’s
arguments that there are no viable reasons for an extension to this mandatory
90 days. We would emphasise that:

1. Sofosbuvir is both a clinically and cost-effective intervention for the
treatment of hepatitis C"" and has met the NICE TAs affordability
criteria.

2. The resources and arrangements for safe delivery of treatment are
already in place as a result of the availability of telaprevir and
boceprevir. Both these interventions have been funded by the NHS
since they received NICE TA approvals in early 2012.

It is therefore not the case that ‘Until last year the treatment of hepatitis C has
depended on a combination of two relatively low cost drugs — interferon and
ribavirin’.

3. There is considerable experience in the clinical trial use of sofosbuvir
and other new hepatitis ¢ treatments to ensure robust utilisation.

4. Sofosbuvir has been used in excess of 500 patients since the
publication of the interim commissioning policy in April 2014"" by
specialised centres that have effectively monitored sofosbuvir's
availability.

Therefore the British Liver Trusts contends that NHS England’s arguments do
not satisfy the exemption criteria as defined in paragraph 2b and c of NICE’s
consultation document and that the mandatory funding of 90 days should be
upheld. It is of great concern that lives will be lost if NHS England are allowed
to delay treatment with sofosbuvir any longer.

Registered Charity England and Wales 298858, Scotland SC042140
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Yours faithfully

British Liver Trust
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NICE appraisal of sofosbuvir for treating chronic hepatitis C

Consideration of the case for extending the period before funding
needs to be made available for a NICE technology appraisal

Background

1. Under Regulations' made under the Health and Social Care Act 2013, NICE
is required to specify, in the guidance that results from a technology appraisal,
the period within which the funding necessary to enable its recommendations
to be applied must be made available (the ‘deferred funding period’).

The Hepatitis C Trust is already extremely perturbed that budgetary impact
has turned ‘within’ three months to ‘no earlier than’ three months. This is a
subversion of the intention of the Act. We fully believe that the requested
delay would prevent anyone accessing the new technology for a full six
months.

2. This deferred funding period is 3 months unless one of the following
conditions applies:

a. The health technology cannot be appropriately administered until
training is in place;

This does not apply as Sofosbuvir plus peginterferon/ribavirin is less
complicated to administer than either Telaprevir or Boceprevir plus
peginterferon/ribavirin which is the current standard of care for
genotype 1 patients and therefore routinely administered

b. The health technology cannot be appropriately administered until
certain health service infrastructure requirements including goods,
materials or other facilities are in place;

Telaprevir or Boceprevir plus peginterferon/ribavirin which is the
current standard of care for genotype 1 patients is currently routinely
administered. Networks will provide a better system but are clearly not
a requirement for this particular technology

c. The health technology cannot be appropriately administered until other
appropriate health services resources, including staff, are in place;

Telaprevir or Boceprevir plus peginterferon/ribavirin which is the
current standard of care for genotype 1 patients is currently routinely

' “The National Institute for Health and Care Excellence (Constitution and Functions) and the Health
and Social Care Information Centre (Functions) Regulations 2013’
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3.

4.

administered. Sofosbuvir is less complex then Boceprevir or Telaprevir
and allows for shorter duration treatment so there will be significant
extra capacity in the current system

d. The health technology is not yet available in England.
It is available

NICE has completed its appraisal of sofusbuvir, which has a marketing
authorisation for the treatment of chronic hepatitis C, in combination with other
medicines. The Final Appraisal Determination will be released to consultees,
for appeal, in December. It recommends the use of sofosbuvir in specified
circumstances (Appendix A).

The text in italics is taken from the letters to NICE from NHS England
(Appendix B).

Request to vary the deferred funding period from NHS England

5.

NICE has received a request from NHS England (Appendix 2) to extend the
deferred funding period. The request has been made in the context of a likely
significant demand for treatment, and the knowledge that a number of other
treatments, currently being appraised by NICE, may become available during
2015. NHS England has confirmed that the treatment of hepatitis C is a
priority and notes that ‘the most recent national estimates suggest that around
160,000 adults are chronically infected with hepatitis C (HCV) in England in
2012. Current numbers of patients treated are estimated at 5,000 per year in
England - 3% of those currently infected but this will increase rapidly. The
CRG (Clinical Reference Group) Hepatitis C sub group have estimated that
10-15,000 people per year may come forward seeking HCV treatment..

As far as we are aware the CRG estimate is for interferon-free therapy which
is such a game-changer for patients that significantly increased demand is
likely. This appraisal on the other hand considers mainly Sofosbuvir plus
peginterferon/ribavirin. Given the imminent arrival of interferon-free therapy
we cannot conceive of such a level of demand for this technology. Only those
likely to need or particularly want treatment now are likely to come forward. As
per 2c above there will anyway be extra capacity in the existing system.

NHS England considers that it needs more time than the standard 3 month
period allows in order to put in place the resources and arrangements
necessary to enable it to effectively implement the recommendations in the
appraisal.

NHSE has known of this technology for at least 18 months.

20f14





7. NHS England considers that the arrangements for the care of people living
with hepatitis C are complex, involving ‘many components of care delivery in
different health settings. Commissioners involved in the diagnostic and
treatment hepatitis C pathway include ‘NHS England Specialised services,
Health and Justice, Public Health England, Local Authorities and Clinical
Commissioning Groups and Primary Care.’ It considers that the availability of
sofusbuvir, and the potential for other treatments to follow, will challenge
these arrangements and so it wishes to establish a ‘task and finish group’ to
‘bring together those involved in commissioning services involved in the
Hepatitis C pathway to clarify responsibilities and to agree a coherent set of
priorities’. It anticipates that this group will complete its work by the end of
March 2015 and that the actions which arise from it will be implemented in the
2015/16 financial year.

NHSE is right about the complexities of care for people with hepatitis C.
However, the delivery of this technology and the need for a delay do not
involve commissioners of diagnostics nor do they involve upcoming
technologies. Commissioning is happily centralised in specialist
commissioning and health and justice. We are delighted that the Task and
Finish Group has been established but the fact that the arrangements it
recommends (for example improved pathways) will not start being introduced
until 2015/6 will ensure that treatment numbers remain low during the period
for which this delay is sought. This is therefore a good argument against the
need for delay.

8. NHS England intends to commission a series of ‘Hepatitis C Networks’,
consisting of specialist centres which will each manage a caseload of
patients, working in partnership with other providers of care in the NHS and in
the justice system. The initiative would provide a centralised resource for
patients whose care ‘occurs as an adjunct to the delivery of other services
including HIV, drug and alcohol, sexual health and prison health services, as
well as from within gastroenterology and specialist hepatology services’. Each
centre will have a multi-disciplinary care (MDT) team which will ‘support
selection of the optimal treatment regimen for each patient. NHS England
estimates that it will take 9 months to establish these centres, with the
process allowing for candidates to build partnerships with NHS, local
government and prison health services.

We strongly welcome the establishment of networks which we consider will
improve access to treatment and the best possible care under expert
supervision for patients. They will be badly needed when a whole range of
new technologies becomes available over the next two years. Here we are
discussing a delay for one new technology that will largely replace a more
complicated treatment regimen so it cannot be argued that this is needed for
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this technology. Even were networks to be essential for this technology,
NHSE has had a proposal for these networks (the service specification) for a
year and it has still not been signed off by CPAG. It would be unconscionable
that patients should be made to wait simply because NHSE has dragged its
feet.

NHS England also intends to establish a database to ‘support development of
a national database of treatment and collection of outcomes to inform future
treatment and commissioning of clinically effective care. It argues that the
slow development of liver diseases means that some patients don’t need
immediate treatment, on clinical grounds, but that any decision to delay
treatment would need to be supported by ‘robust surveillance and recall
systems which are not yet in place’. It says that ‘a national Dashboard is
already being developed for 2015/16 that will provide evidence of the
reduction in harm from increased treatment of hepatitis C’ but gives no other
information about how long it might take to fully implement its plans.

A database is essential. It is quite extraordinary and unacceptable that this
does not exist. For years, high cost drugs for hepatitis C have been
commissioned without any data requirements. NHSE has known about the
impending arrival of even more expensive drugs and is still only ‘intending’ to
establish a database. Apparently NHSE considers this very important now
that it wants a delay but until now has not considered it important enough to
do anything about. Patients cannot be asked to wait for reasons like this.

10.NHS England argues that ‘historic low uptake of both testing and treatment

11.

means that providers have stated they would need to increase staff resources
particularly specialist pharmacy and nurse specialist support in order to treat
the expected increase in demand’. No indication of the number of staff
involved has been provided, although they appear to be associated with the
proposed network centres.

Yet again, what on earth has testing got to do with it? Testing is not suddenly
going to increase because of this TA. As stated in 5 above there is no
expected increase in demand for this technology. Even if there were, there will
be extra capacity amongst specialist nurses because of the shorter treatment
duration. We cannot comment on specialist pharmacy but would want to see
evidence of this.

NHS England concludes its case for a variation to the deferred funding period
by stating that it ‘believes that the introduction of new Hepatitis C treatments
will fundamentally change how we treat those affected. However, in order to
ensure that the services we provide are both fit for purpose and can deliver
these new treatments that ensure best outcomes for our patients we feel it is
imperative that we are given sufficient time to implement the strategy outlined
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above before we are required to fund drugs that may be used inappropriately
and to ensure systems are in place to collect outcomes data to inform future.

Interferon-free therapy will indeed fundamentally change how we treat people.
This technology is not interferon-free. This delay is requested for a particular
technology not ‘new treatments’.

12.NHS England has confirmed that it will continue to approve the use of
sofosbuvir for those in immediate and urgent need of treatment during the
deferred funding period. This will happen under the terms of the interim
commissioning policy which is currently in place.2

We are delighted to hear this and wish to applaud NHSE for its Early Access
Scheme which has undoubtedly saved lives (and as it happens money).

Consideration of the request

13.NHS England has set out 4 principal reasons why it considers a variation to
the deferred funding period is justified:

a. The need to complete the work of the ‘task and finish’ service redesign
group.

This is not necessary for the current technology

b. A substantial demand for treatment with sofusbuvir, which it anticipates
will increase further, as patients who have not sought active treatment
in the past will come forward, and which will be increased further by
new patients identified through public awareness campaigns and
screening of high risk groups, which have either been initiated or which
are planned.

There is no evidence for this and, while interferon remains part of
treatment extremely unlikely. What new public awareness campaign is
being planned for the next 6 months? This is the best kept secret in the
NHS. Opt-out testing in prisons will increase diagnosis as it gets rolled
out over the next two years.

c. The need to establish a Hepatitis C Network, which will involve setting
up a series of centres with the staff and the other resources and
systems necessary to provide a multi-disciplinary team approach to
care.

This is important for ‘new treatments’ but not necessary for this one

2 Interim Clinical Commissioning Policy Statement: sofosbuvir + daclatasvir/ledipasvir +/- ribivirin for
defined patients with Hepatitis C. NHS England
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d. The establishment of a national database and dashboard to monitor
and support individual care.

This is important but not necessary and could easily have been put in
place when hepatitis C treatment became part of specialised
commissioning two years ago.

14.NHS England does not refer to the incremental budget impact of treating
patients with sofusbuvir. Estimates of this vary because it is not clear how
many patients will come forward for treatment. In addition, although it cannot
be a specific consideration in this decision, the widening of treatment options,
should forthcoming appraisals of other new treatments for hepatitis C have
positive outcomes, will lead to increasing numbers of patients seeking and
receiving treatment.

The Hepatitis C Trust objects in the strongest possible terms to any attempt to
introduce budget as a factor. If we are going to change our healthcare
resource allocation model to one based on the arbitrary consideration of this
year’s budget, then this should be debated nationally, preferably through an
election manifesto. Either NICE has a mandate to decide resource allocation
or it doesn't.

15.NHS England is clearly concerned about its ability to make sofosbuvir
available in the way it considers necessary for planned, efficient and properly
audited care. It has advised NICE that ‘an end date of August 2015 fits in with
(our) timescales to support implementation’.

16.In considering the argument for establishing the Network, NHS England say
that they intend to “... test some of the assumptions on the long term cost
effectiveness of treatment and the impact this has on current costs in the
acute sector of treating Hepatitis related liver failure’. NICE does not agree
that any further analysis of the cost effectiveness of the use of sofosbuvir is
required and its consideration of the case for extending the deferred funding
period takes no account of it.

17.The argument for a delay, based on the need to establish a national database
and dashboard is not supported by a timescale. In addition, it appears that
the dashboard component is, in any event, already being put in place. The
consequences of not having the database at the same time as the dashboard
are not made clear.

18.The work of the task and finish group is likely to be completed within the
normal deferred funding period.

19.NHS England’s case for an extension to the deferred funding period therefore
needs to be considered against criteria b) and c¢) as set out in paragraph 2,
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above. It is clear that criterion d), the non-availability of the technology, does
not apply. It is possible that criterion a), relating to the need to provide
training, may also apply to staff working the proposed Network centres.
However, the substance of the case for delay appears to relate to the
organisational and staffing arrangements for the Network.

20.The question as to whether an extension to the deferred funding period is

21.

warranted appears to turn on whether either, or a combination of a substantial
volume of patients seeking access to sofusbuvir, and the need to establish the
Hepatitis C Network (with or without the database and monitoring function)
amount to a substantive argument. Patients who consider that they can
benefit from treatment now, supported as they may well be by their clinicians,
may not wish to wait for treatment even though they may recognise the
benefits of their care being part of a nationally-networked service. NHS
England, on the other hand, will argue that it has a responsibility to manage
its resources efficiently in the interests of both current and future patients.

It is clear that sofosbuvir marks a step change in the treatment available to
patients with hepatitis C. NICE has recommended its use, with some
restrictions because it is clinically and cost effective. Having done so, the
Institute should be cautious about introducing any delay in patients gaining
access to treatments from which they may benefit. However, it should also
avoid placing the NHS in a position of confronting a significant tide of
expectation from patients for access to care which they do not feel equipped
to provide. That would risk sub-optimal treatment decisions and may place
current service provision under an inappropriate level of stress.

22.The responsibility for securing care for the NHS in England rests with NHS

England. NICE should be cautious and sure of its judgement before requiring
NHS England to provide services that it does not consider that it can provide,
or provide safely and efficiently. In effect, NICE would have to conclude that
NHS England was mistaken. NHS England has indicated that it does not
currently have in place the arrangements that it considers necessary for
sofosbuvir to be provided. Its position, in setting out what it believes it needs
to do to put the necessary arrangements in place, has credibility. NICE should
be wary of substituting its judgement for NHS England’s in this respect and so
it therefore proposes to grant an extension to the deferred funding period until
31 July 2015, under criteria b) and c¢) in paragraph 2 above.

The Hepatitis C Trust strongly opposes a delay for all the detailed reasons
given above. We believe that no single justification presented by NHSE holds
up to scrutiny. We therefore believe that the real reason is that NHSE fears it
cannot afford the ‘new drugs’. We believe this fear is unjustified in the case of
Sofosbuvir and that the demand for an interferon-containing regime will be
nowhere near what NHSE has indicated and will be affordable. Unfortunately
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this TA comes against the backdrop of a need to make savings to the
specialised budget. While we have every sympathy for the difficulties NHSE
finds itself in, we cannot let hepatitis C patients get picked on in this way. This
is a largely marginalised population who have been consistently under-
prioritised (that we treat just 3% each year is a scandal) and it is hugely ironic
that NHSE is seeking to delay introduction of a technology that offers very
high rates of cure. This is not a technology that prolongs life by a few months
or is merely palliative. It cures people. For good.

In summary:
1. There is no evidence this delay is necessary
2. Delays cannot and must not be granted for budgetary reasons

Consultation

23.Under the Regulations, NICE is required to consult on the appropriate period
that may be specified in a technology appraisal recommendation and that
consultation must include the Secretary of State and the Board.

24.In order to minimise further delay in implementing the guidance, the
consultation period on this proposal to extend the deferred funding period will
run until Thursday 11 December at 5pm.

25. 1t should be noted that comments on the draft guidance will not be considered
during consultation on the extension to the deferred funding period.

26.Following this consultation, the Final appraisal Determination will be open to
appeal for the standard 3 week period.

National Institute for Health and Care Excellence

November 2014
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Appendix A

Draft guidance of the use of sofosbuvir for chronic hepatitis C

1.1 Sofosbuvir is recommended as an option for treating chronic hepatitis C in

adults, as specified in table 1.

Table 1 Sofosbuvir for treating adults with chronic hepatitis C

Sofosbuvir in combination with

Sofosbuvir in combination with

peginterferon alfa and ribavirin ribavirin
Genotype T_reatment Recommendation T_reatment Recommendation
history history
Adults with
genotype 1 | All Recommended All Not recommended
HCV
Only
recommended in
dul th Treatment- people who are
Aerleotts Weltz Al Not licensed for naive intolerant to or
EICV yp this population ineligible for
interferon
Treatment- Recommended
experienced
Only
only recommended in
. recommended in | Treatment- p_eopIeyvnth
Treatment-naive cople with naive cirrhosis who are
Eirrr?osis intolerant to or
. ineligible for
g\g#cl:ti/ ;Veltg interferon
HCV Only .
recommended in
i : people with
Z;eitrﬁizgd Recommended g;eztrrigir;d cirrhosis who are
P P intolerant to or
ineligible for
interferon
Adults with rci:rt]:lgmmended in
genotype 4, | All people with All Not recommended
5 0r6 HCV cirrhosis

HCV: hepatitis C virus

Treatment-naive: the person has not had treatment for chronic hepatitis C

Treatment-experienced: the person’s hepatitis C has not adequately responded to interferon-
based treatment
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Appendix B

Application from NHS England for an extension to the deferred funding period
for sofosbuvir for chronic hepatitis C

NHSE England letter of 19 November 2014
Dear <<personal information removed>>
Waiver for NICE TA for Treatment for Hepatitis C Technology Appraisals

Thank you for your email 18 November 2014 requesting clarification on the length of the
extension requested on the proposed waiver of the 90 day implementation post
publication of the NICE TA for Sofosbuvir (ID654). | am replying on behalf of James
Palmer, Clinical Director Specialised Services. The request as you know relates to the
ability of the NHS to effectively implement this TA across England within a 90 day
timeframe. As requested we have listed below the actions and progress made on the
mitigations that are being implemented should a waiver be agreed.

The activities identified within the waiver application are being taken forward and
an update is provided below.

1. NHS Capacity to deliver implementation of the guidance

1.1 Commissioning across organisations: Commissioners involved in the
diagnostic and treatment hepatitis C pathway include NHS England Specialised,
Health & Justice, Public Health England, Local Authorities and Clinical
Commissioning Groups and Primary Care. NHS England has set up a Hepatitis C
Task & Finish Group to bring together those involved in commissioning services
involved in the Hepatitis C pathway to clarify responsibilities and to agree a
coherent set of priorities. The group will also test some of the assumptions on the
long term cost effectiveness of treatment and the impact this has on current costs
in the acute sector of treating Hepatitis related liver failure. NICE is invited to be a
member of this group.

Progress: This group is established and the Chair is Celia Ingham Clark, Clinical
Director for reducing premature mortality. The first meeting is 20.11.14 and three
further dates have been confirmed. This is a short life group that will report by
March 2015. Actions arising from the Group will be implemented during 2015/16.
High quality care for all, now and for future generations

1.2 A Hepatitis C Network Model: NHS England working with the Hepatitis C
experts drawn from its national Clinical Reference Groups has proposed the
commissioning of Hepatitis C Networks in England. A Hepatitis C network model
will be formally commissioned comprising specialised centres with a caseload to
develop and maintain expertise in the treatment of the condition working in
partnership with a range of providers across the health and justice system. This
will optimise partnership working and utilisation of local expertise in engaging
hard to reach groups in completing treatment programmes. A key part of the
model is partnership working and the preferred procurement model would be to
allow bidders additional time to develop their proposals jointly with others e.g.
prison health, LAs etc.

Progress: The Hepatitis C Network proposal requires additional funding through
contracts so the funding implications are being taken through NHS England’s

10 of 14





internal approval processes. There are a number of stages and this proposal is
part way through the authorisation process and will be considered for final
prioritisation at the December 2014 meeting of the Clinical Prioritisation Advisory
Group. The recommendations from this group will be considered by NHS
England Board in January 2015. We have been advised that NHS England would
be required to commission Hepatitis C Networks through a competitive
procurement route. Initial advice from our procurement team envisaged this could
take about 12 months but this has been revised to 9 months from November
2014.

1.3 A National database and Dashboard: To ensure Evidence Based care each
Network would be required to support development of a national database of
treatment and collection of outcomes to inform future treatment and
commissioning of clinically effective care. A national Dashboard is already being
developed for 2015/16 that will provide evidence of the reduction in harm from
increased treatment of hepatitis C.

Progress: External support has been commissioned to support completion of all
draft dashboards has been awarded and the dashboard will then go live within
the next 3 months.

1.4 Provider Capacity: The historic low uptake of both testing and treatment
means that providers have stated they would need to increase staff resources
particularly specialist pharmacy and nurse specialist support in order to treat the
expected increase in demand. The network proposal includes costing to support
the need to increase core staff within Networks.

Progress: The financial implications are being considered as described in 1.2
and provider implementation plans will be included as part of the tender
procedures High quality care for all, now and for future generations

In summary the timeline of an end date of August 2015 fits with our timescales to
support implementation.

<<Personal information removed>>
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NHSE England letter of 4 November 2014
Dear <<Personal information removed>>
Waiver for implementation of NICE TA for Treatment for Hepatitis C

Thank you for meeting with us to discuss the request for a 90 day waiver NHS
England has made through the Department of Health.

As we discussed NHS England has requested a waiver on the 90 day
implementation post publication of the NICE TA for Sofosbuvir (ID654) and this
relates to the ability of the NHS to effectively implement this TA across England
within a 90 day timeframe. As requested we have listed below the mitigations that
would be implemented should a waiver be agreed.

Mitigations to address the issues identified within the waiver application.
If a waiver was granted the following activities would be undertaken during the
agreed period.

1. NHS Capacity to deliver implementation of the guidance

Commissioning across organisations. The commissioning of care for patients
across the pathway includes many components of care delivery in different health
settings. Commissioners involved in the diagnostic and treatment hepatitis C
pathway include NHS England Specialised, Health & Justice, Public Health
England, Local Authorities and Clinical Commissioning Groups and Primary
Care. ltis estimated that 70% of outpatient attendance costs are met outside of
NHS England, however the cost of all hepatitis C drug treatments are met by
NHS England. In order to address the range of commissioning arrangements to
ensure a consistent approach and joined up service models that benefit patients
NHS England has set up a Hepatitis C Task & Finish Group to bring together
those involved in commissioning services involved in the Hepatitis C pathway to
clarify responsibilities and to agree a coherent set of priorities. The group will also
test some of the assumptions on the long term cost effectiveness of treatment
and the impact this has on current costs in the acute sector of treating Hepatitis
related liver failure. NICE is invited to be a member of this group. This group
would operate between November 2014 and March 2015 but actions arising from
the meeting will be implemented during 2015/16.

A Hepatitis C network model. NHS England working with the Hepatitis C
experts drawn from its national Clinical Reference Groups has proposed the
commissioning of Hepatitis C Networks in England. The current provision of
treatment services for patients with Hepatitis C often occurs as an adjunct to the
delivery of other services including HIV, drug and alcohol, sexual health and
prison health services, as well as within gastroenterology and specialist
hepatology services. A Hepatitis C network model will be formally commissioned
comprising specialised centres with a caseload to develop and maintain expertise
in the treatment of the condition working in partnership with a range of providers
across the health and justice system. The Centres will encompass MDT
decision-making by experienced teams on the appropriateness of initiation of
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treatment or continued surveillance of infected patients. MDT decision-making by
experienced teams will support selection of the optimal treatment regimen for
each patient. MDTs offer clinical and cost effective prescribing of high cost drug
treatments in accordance with NHS England policy / NICE TAs. The network will
support access to treatment services locally through formal partnership and
outreach models. This will optimise partnership working and utilisation of local
expertise in engaging hard to reach groups in completing treatment programmes.
NHS England would be required to commission Hepatitis C Networks through a
competitive procurement route. This process would take about 9 months. A key
part of the model is partnership working and the preferred procurement model
would be to allow bidders additional time to develop their proposals jointly with
others e.g. prison health, LAs etc.

A national database and dashboard. To ensure evidence based care each
Network would be required to support development of a national database of
treatment and collection of outcomes to inform future treatment and
commissioning of clinically effective care. Currently drug treatment may be
offered by a variety of providers across the healthcare system, with very different
levels of hepatology experience. The usually slow development of liver diseases
has meant that there can be good clinical reasons for deferring treatment rather
than offering the current treatments, however these decisions are dependent on
robust surveillance and recall systems which are not yet in place. Patients include
significant cohorts who have co-morbidities or have failed treatments previously
and these patient groups require specialist input. Nationally centres will support
development of a treatment stratification approach. A national Dashboard is
already being developed for 2015/16 that will provide evidence of the reduction in
harm from increased treatment of hepatitis C.

Provider capacity. The historic low uptake of both testing and treatment means
that providers have stated they would need to increase staff resources
particularly specialist pharmacy and nurse specialist support in order to treat the
expected increase in demand. The network proposal includes costing to support
the need to increase core staff within Networks.

. Prevalent Demand

The management and treatment of Hepatitis C is an NHS England priority. The
most recent national estimates suggest that around 160,000 adults are
chronically infected with hepatitis C (HCV) in England in 2012. Current numbers
of patients treated are estimated at 5,000 per year in England — 3% of those
currently infected but this will increase rapidly. The CRG Hepatitis C sub group
have estimated that 10 - 15,000 people per year may come forward seeking HCV
treatment. As already described any clinician can prescribe under NICE TA
guidance, hence given the wide range of clinicians seeing patients who also have
hepatitis C it is difficult to estimate the expected pattern of prescribing across the
new products coming to market.

The drivers for significant demand are:
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e A pipeline of effective, low side effect, combination drug therapies which will
start to be available for use from 2015 and the assumption NICE is likely to
give positive Technology Appraisals on a range of new high cost products
which NHS England will be required to fund if no waiver is granted.

e The demand for treatment will increase rapidly due to the high number of
patients diagnosed but electively not treated in the past.

e Low control of prescribing decisions which are made across a wide range of
health care and other settings mean patients may not be offered the most
clinically effective treatment options.

e NHS policy initiatives already in place, or being proposed, to screen high risk
groups and to raise public awareness in order to reduce the pool of people
with HCV in the population and who could pass on infection.

Until last year, treatment for HCV has depended on a combination of two
relatively low cost drugs — interferon and ribavirin. These have limited efficacy for
some large subgroups of patients with Hepatitis C, and for many patients, cause
serious side effects. There are other patients who have failed first line treatment
who would now be potentially treatable with the new drugs. Patient groups are
very aware that new and less toxic drugs will be available soon and there is
already reported increased demand for these treatments. Over the next twelve
months several directly acting anti-viral agents will be launched into the UK which
will have reduced length of treatment, and side effects and increased cure / SVR
rates. These drugs have different modes of action to the current treatments and
allow for an interferon free (i.e. needleless) treatment strategy.

NHS England believes that the introduction of new Hepatitis C treatments will
fundamentally change how we treat those affected. However, in order to ensure that
the services we provide are both fit for purpose and can deliver these new
treatments that ensure best outcomes for our patients we feel it is imperative that we
are given sufficient time to implement the strategy outlined above before we are
required to fund drugs that may be used inappropriately and to ensure systems are
in place to collect outcomes data to inform future clinical practice.

Yours sincerely,

<<Personal information removed>>
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Dear Sir/Madam

Please find below comments from the Haemophilia Society on whether the statutory period of
deferred funding should be extended.

The Haemophilia Society were very pleased to hear that NICE had recommended Sofosbuvir for a
variety of genotypes and circumstances.

We are very concerned to hear that NHS England had requested an extension to the usual 3 month
funding period.

We accept the arrangements for people living with hepatitis C are complex, however there does not
appear to be sufficient evidence to suggest that NHS England could not, if it chose to do so
implement the funding for Sofosbuvir using existing treatment pathways for patients already
identified as having hepatitis C.

The evidence provided by NHS England tell us that

e the Task and finish group will be completed by the normal deferred funding period. This
should not be a reason for delay

e NHS England anticipate a substantial increase in patients seeking active treatment, due to
public awareness campaigns. If NHS England do not start public awareness campaigns until
they are fully resourced to deal with new diagnosis and returning patients, this risk could
be mitigated allowing current patients access to treatment immediately through their
existing treatment pathways, placing a moderate increased burden on NHS staff who
currently treat people with hepatitis C, which should be manageable.

e NHS England wish to test assumptions on the long term cost effectiveness of treatment
via a new Network. This is not within the remit of NHS England as NICE have undertaken
an HTA

e  NHS England require a dashboard and national database. This is a reasonable and positive
step, but should not be a reason to delay treatment. Data can be collected from first
prescription for retrospective entry into a database. For the bleeding disorder community
data could potentially be collected via the National Haemophilia Database to enable
accurate collection from day one and later transferred to any specific hepatitis C database.

NICE state that they should be cautious and sure of its judgement before requiring NHS England to
provide services it does not consider it can provide, or provide safely and efficiently. NHS England
does not believe it has in place the arrangements it considers necessary to provide Sofosbuvir. There
is nothing to suggest Sofosbuvir cannot be provided safely, so the argument must be on the
ground of efficiency, with careful consideration of public campaigns and record keeping it is not
unreasonable to expect NHS England to provide an efficient service to enable immediate access to
Sofosbuvir for patients already in the treatment pathway and gradually expand services and
resources to meet demand as it increases over time.

You also ask if a decision to extend the deferred funding period until 31 July 2015 could have any
adverse impact on people with a particular disability or disabilities. The Haemophilia Society
believes a delay in access to treatment would have a significant adverse impact on the
haemophilia and other bleeding disorder patient population who have a diagnosis of hepatitis C.
Every patient from this community who has hepatitis C was infected via their NHS treatment
between 1970 and 1991 and so have had chronic hepatitis for a minimum of 23 years. The World
Health Organisation states A significant number of those who are chronically infected will develop

liver cirrhosis or liver cancer. Of those with chronic HCV infection, the risk of cirrhosis of the liver is
15-30% within 20 years. In light of this there is a strong possibility that that more people with
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haemophilia and other bleeding disorders will progress from chronic hepatitis to cirrhosis or
liver cancer during the delayed funding period. These people will not be eligible for treatment
under NHS England interim commissioning policy until their disease has progressed. If
treatment were prescribed with no delay they may be prevented from progressing to the
advanced stage of hepatitis C.

Additionally we would ask NICE and NHS England to consider that for the haemophilia and
bleeding disorder patient population, once a patient has progressed to requiring a liver
transplant their requirement for Factor replacement treatment cost would significantly
outweigh the costs of treating the wider haemophilia and bleeding disorder hepatitis C
infected patient population with Sofosbuvir immediately.

In conclusion The Haemophilia Society do not believe NHS England has provided sufficient

evidence to justify an extension of the deferred funding period and that NICE should reject this
application.

Kind regards
ﬁ on behalf of the Haemophilia Society

The Haemophilia Society

Tel: I Mob: I
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Please find the following submission which is both included in the body text of
this email and attached as a separate Word.docx document.

Submission from ||}l I on behalf of HIV i-Base

Thank you for the opportunity to comment on the request by Public Health
England (PHE) or an extended time for the sofosfuvir approval process.

We would like to express concern for any further delay and would therefore
register an objection to allowing this extension.

1) There has already been sufficient time for PHE to prepare for use of
sofosbuvir.

The timeline both development of new drugs and the approval process itself has
been not only well publicised but keenly followed by patients, doctors, nursing
staff and presumably other NHS departments. The i-Base submission for
sofosbuvir approval highlighted the urgent need by people living with hepatitis C
and especially for those coinfected with both HIV and HCV. Further delays to this
essential new medicine are not acceptable.

2) There is no logical way that patients who already have a clearly unmet need
will be helped by a further delay in access, even when PHE suggest that
continued use may be possible.

The level of need for sofosbuvir, detailed in earlier submissions, is not only
acknowledged by PHE but is recognised as being one that will be taken up
immediately. The solution to a pressing demand for a new medicine cannot be
helped by further delay in access.

3) We are concerned that a simpler treatment is being blocked based on an
unjustified fear of a "potential challenge". NHS England appear to be
overcomplicating the issues related to similar treatment in order to avoid
providing better treatment.

Health care support needed to prescribe sofosbuvir is significantly more simple
than current treatment. It will require less intensive support and care than
previous treatment. The treatment period is shorter and the treatment itself has
far fewer side effects and other complications.

We believe that PHE are over-stating and over complicating the need for staff
training. Our experience is that clinics, certainly for people with HIV/HCV
coinfection, are already well-prepared to provide wider access and that this
approval process is in fact the rate-limiting step.

4) Availability of additional new medicines should also not be a reason to delay





access to current new options.

If, and when, new drugs become available, the situation may or may not be
different based on cost and price. This will continue to be a moving target for
several years. It is not reasonable to force patient to continue with suboptimal
treatment options because of hoped for future medicines. European treatment
guidelines already recognise DAA combinations as the standard of care.

5) Patients should not be made to wait further while NHS England develop new
services. If NHS England are falling behind in their timeline for planning, this
should not be an excuse to change the standard regulatory timeline for drug
approval.

6) Broader access to effective treatment is not dependent on establishing a new
network for aftercare. The data supporting the effectiveness clearly argue against
this suggestion.

An end date of August 2015 is completely unacceptable. PHE and NICE should
be ashamed to be suggesting this.

In summary, we are concerned at further extension to the predetermined timeline
for the decision on approval.

HIV i-Base






NICE APPRAISAL OF SOFOSBUVIR FOR TREAING CHRONIC HEPATITIS C

Positively UK is responding to the application from NHS England for an extension to the deferred
funding period for sofosbuvir in chronic hepatitis C.

While we fully understand the reasoning set out by NHS England, we do not support their case and
believe there is evidence to support ‘fast-track’ access to sofosbuvir for key populations. Our
arguments are as follows:

e NHS England cite the introduction of the Dashboard and Database. However the Dashboard
will go live by March 2015 the time sofosbuvir would be available. The Database will require
longer and there is no timeframe set for this, nor, knowing the trouble with introducing new
IT systems, that a database will be in place by the estimated time of late 2015. We are also
of the opinion that awaiting the introduction of a database should not negatively impact
upon achieving the optimum health of people with Hepatitis C.

e NHS England cite the need to implement a Hepatitis C Network Model. There is no
indication that this will improve patient care for those already tapped into care, and waiting
could detrimentally impact upon the health of key populations with Hepatitis C.

e Awaiting the implementation of a Hepatitis C Network Model is contradictory to the
argument to defer funding for sofosbuvir. One case made by NHS England is that there will
be increase in demand and this will impact up capacity, however it is also clear that there
are hard-to-reach groups and it will take the establishment of the network and time to reach
these populations. Again this should not negatively impact against those already accessing
care and treatment for Hepatitis C.

e We understand provider capacity may be an issue that needs addressing. However we
believe this can be addressed by introducing a ‘fast-track’ mechanism and would ensure key
groups receive access to key groups. We define these groups as:

o Patients with advanced liver disease e.g. liver fibrosis and NHS England also
recognises the need to support this cohort

We would further add

o People co-infected with HIV; there is evidence that co-infection with HIV and
Hepatitis C damages the immune system and faster liver disease progression

o Gay men and people who use drugs who are disproportionately affected by
Hepatitis C





o Patients where current treatments are having a detrimental impact on either or
both physical and mental well-being. This cohort can be identified by the consultant
currently providing care and we believe that the patient and healthcare are best
placed to determine this

We make the recommendations based on ensuring we promote the best well-being of patients |
with Hepatitis C and obtain optimum health outcomes without delay. We are also aware that
progression to advanced liver disease for some cohorts may be rapid and that treatment is less
effective in administered late; people co-infected with HIV are particularly affected with accelerated
liver disease. The consultant must have the ability to treat the patient with sofosbuvir now, or opt
for another treatment as they come online.

Finally we need to consider of issues of treatment as prevention and the disproportionate burden
upon the gay community and people who use drugs of Hepatitis C. In treating these patients, we
will reduce the onward transmission of Hepatitis C. Finally we must consider the potential impact of
Pre Exposure Prophylaxis, (PrEP). Although PrEP is still in the trial stages there are calls for a rapid
implementation following the success of trials in the UK. Implementation of PrEP will resultin a
cohort of predominantly gay men using treatment as prevention over condom use, and this again
will increase the risk of transmission of Hep C within the gay community.






NICE appraisal of sofosbuvir for treating chronic hepatitis C

Consideration of the case for extending the period before
funding needs to be made available for a NICE technology
appraisal

Feedback from Liver4Life — 22" November 2014

While we understand that NHS England may not be able to put in place its plan for
HCYV Networks, and its ‘task and finish’ plan, and appears to be concerned that the
introduction of Sofosbuvir will make the treatment of HCV more difficult, we would
like to disagree.

The development of Sofosbuvir will mean that the treatment of people affected by
HCV will be simpler to treat, not more difficult. This will be due to the reduction in
side affects, and also the reduction in the treatment period.

From a patient perspective, NHS England’s plan to delay the implementation will
cause additional stress to individual patients, who have been waiting for this treatment
to be released. The treatment of HCV does not just remove the risk of onward
transmission and halt the progression of liver disease, but can be a point of change for
patients to also change the way they live their lives.

We also feel that the existing clinical structure of the NHS can deliver the treatment
without delay. The existing structure currently offers triple therapy to all available
patients, and this treatment is more difficult to manage than Sofosbuvir treatment, and
therefore we strongly disagree with the proposed delay in making this treatment
available.

Finally we feel that this may be about the cost implications to NHS England’s 2015
budget, rather than the ability of the NHS to deliver Sofosbuvir safely and effectively.
The majority of hepatologists have been waiting for these drugs for many years, and
are keen to use them, as the benefits to patients are obvious. We believe NHS England
1s worried about the number of treatments offered in the first year, rather than the
impact it will have on patients and their families.






Many thanks for allowing the British Association for the Study of the Liver
(BASL) and the British Viral Hepatitis Group (BVHG) to comment on the proposal
to defer the funding for sofosbuvir for patients with hepatitis C for a further 3
months (as requested by NHS England (NHSE)). We would strongly suggest that
this proposal be rejected and detail our arguments below.

We fundamentally disagree with the requirement for an extension ‘to put in
place the resources and arrangements necessary to enable it to effectively
implement the recommendations’ (paragraph 6). The technology (Sofosbuvir) is
less complex than existing therapies in many regards - the lack of response-
guided therapy, significantly less toxicity and drug-interactions than presently
utilized DAAs, shorter course therapies with significantly better efficacies etc.
We do not believe that any significant extra training, staffing or infrastructure
are required for existing treatment centres to adopt this technology. We strongly
believe that this technology could be safely and effectively adopted immediately
within the structures already in place.

Further to this we would argue that the issues raised by NHSE in paragraph 7 are
not of relevance to the issue. There are indeed areas of complexity in the
diagnosis and care of hepatitis C, but this technology will partly relieve and
alleviate these, and we do not believe that a delay is therefore warranted or
justifiable on these grounds.

In paragraph 8 we welcome NHSE's stated intentions to develop more
formalized long-term networks for HCV care and treatment. However we would
strongly argue that these are not a pre-requisite for the implementation of this
technology. There are established and experienced treatment centres/networks
already in place that are suitable to allow the use of this technology within
approved indications, and already involve the partnerships discussed.
Superimposed upon these are the NHSE Sofosbvuir Early Access networks which
cover the breadth of England and have proven to function very effectively.

Similarly we would welcome the development of a database and dashboard as
stated in paragraph 9, but this is not a pre-requisite for delivery or
commissioning of this technology. The criteria of who are most in need of earlier
treatment and who could have treatment deferred clinically are already well
established. All centres already utilise such criteria and have systems to ensure
that patients remain under surveillance and recall. Furthermore we find it hard
to understand how delaying an evidence-based cost-effective intervention to
establish a dashboard to provide evidence of a ‘reduction in harm’ is logical,
when a significant percentage of cirrhotic patients will progress to
hepatocellular carcinoma as a result of such delays (Cardoso et al., ] Hepatology
2010; Alazawi et al., Aliment Pharmacol Ther 2010).

We disagree with the comment that ‘providers have stated they would need to
increase staff resources’ (paragraph 10). It is probable that there will be an
increase in demand but we view this as within the capacities of the existing
treatment centres and networks. We believe the estimates of potential numbers
provided by NHSE to be excessive. The standard of care in many countries is now





all-oral DAA therapy (often based of Sofosbuvir) and many patients and
clinicians will continue to warehouse patients until such therapies become
available. We believe that more realistic total treatment estimates would be
6000 to 8000 patients per annum. Such an increase in demand and treatment
should be welcomed - an increase in patients cured will result in decreases in
episodes of future hepatic decompensation, the development of hepatocellular
carcinoma, and the need for liver transplantation - as confirmed in the NICE
analysis of this technology.

We are unclear in which way NHSE believes that this technology ‘will
fundamentally change how we treat those affected’ (paragraph 11). Sofosbuvir is
a very significant advance but the changes to treatment- and care-pathways are
modest and in most regards less significant than the previous introduction of
telaprevir and boceprevir (which were easily instituted within existing
treatment centres and networks). We also do not understand NHSE’s assertion
that sofosbuvir ‘may be used inappropriately’, as this technology would only be
utilized within NICE approved criteria - the NICE process has been robust and
the conclusions reached have been evidence-based.

NHSE’s confirmation of the continuation of the Sofosbuvir Early Access
Programme (paragraph 12) is welcome. However the concern of clinicians is
those patients who fail to meet the inclusion criteria of this programme but have
very significant risks of progressing from significant fibrosis to decompensation
and/or the development of hepatocellular carcinoma during the proposed
extension of the period of deferment.

In summary the strongly held views of BASL/BVHG on the 4 principal reasons
presented by NHSE are that:

a. The task & finish group’s work is not required for the effective
implementation of this technology, or compliance with NICE-approved
indications and guidance.

b. Any increase in demand would be containable within the existing
infrastructures and networks, and indeed would ultimately be welcomed
to prevent further complications related to hepatitis C and consequent
future costly demands upon healthcare resources. We do not agree that
such potential increases would place service provision under
‘inappropriate levels of stress’ or result in ‘sub-optimal treatment
decisions’.

c. Fully established networks would be welcomed but are not a pre-
requisite for this, or similar, technologies. The staff and resources
required are already in place and are prepared to utilise this technology
safely and effectively.

d. Anational database and dashboard are not in any way pre-requisites for
this technology.

In fact the only issue we can determine in the implementation of this technology
is budget impact - which is not a criterion upon which NICE can consider
deferment. We do not believe that any issues related to the potential increase in





patient numbers or the establishment of a more formal network amount to a
substantive argument that requires further consideration

It is our view that any delay in implementing this clinically- and cost-effective
treatment is not necessary, and would have a detrimental impact upon patients.
Therefore BASL/BVHG would strongly urge NICE to reject this proposal for
deferred funding.






11 December 2014

Meindert Boysen

Programme Director, Centre for Health Technology Evaluation
National Institute for Health and Care Excellence (NICE)
Level 1A City Tower, Piccadilly Plaza

Manchester M1 4BT

By email to: TACommD@nice.org.uk

Dear Mr Boysen

Thank you for allowing us to comment on the Consultation on decision to amend the
deferred funding: Hepatitis C (chronic) - sofosbuvir [ID654]

The British HIV Association (BHIVA) represents health-care professionals and community
members involved in the care of people living with HIV-infection including those coinfected
with HIV. The British Association for Sexual Health and HIV (BASHH) membership includes
medical practitioners, other healthcare workers, scientists and epidemiologists working in
sexual health. The Advisory Committee had access to the BHIVA Guidelines for the
management of  hepatitis  viruses in  adults infected with HIV  (HIV
Medicine (2013), 14 (Suppl. 4), 1-71) and members of BHIVA and the British Association of
Sexual Health and HIV (BASHH) were involved in the original sofosbuvir consultations.

BHIVA and BASHH strongly disagree with the NHS England request to defer funding of
sofosbuvir, and the rationale on which this request is based, for the following reasons:

= The role of sofosbuvir in hepatitis C management and the need for this new agent
has been agreed — this is simply a request to delay access to an approved drug

= Concerns regarding hepatitis treatment networks are unfounded since NHS England
has already 'designated' viral hepatitis treatment centres and most regions have
responded by creating new networks or strengthening those already in place. The
sofosbuvir expanded access programme (EAP) demonstrated clearly the
effectiveness of these networks and that the infrastructure required to start using
sofosbuvir is already in place.

» There is a huge need for sofosbuvir and there will undoubtedly be some increase in
prescribing activity but this does not necessarily translate to an over-burdening of
staff and services. Most of the patients currently in need already access specialist
services on a regular basis for monitoring and management of complications. Those
patients who are still being treated with the limited options we have available require
frequent visits for additional monitoring, symptom control, dose adjustment and
prescribing of complex supportive treatments. We have the capacity to manage
complex patients and complex treatments so we also have the capacity to manage
increased prescribing of a shorter, simpler and better tolerated treatment such as
sofosbuvir.

= Any short-term increase in clinic/staff time (and we emphasise that we believe the
service we represent have the structure, flexibility and capacity to manage this) will
be more than counterbalanced by a reduction in monitoring and complications.

= We disagree with the notion that making sofosbuvir available would increase
numbers coming forward to test for HCV. For HIV-infected patients in the UK, about
90% have already been tested for HCV (UK CHIC Cohort, unpublished data) and
guidelines suggest annual testing.

BHIVA-BASHH Joint Response Group on Hepatitis Consultations
BHIVA Secretariat: Mediscript Ltd, 1 Mountview Court, 310 Friern Barnet Lane, London N20 OLD
T: +44 (0)20 8369 5380 | F: +44 (0)20 8446 9194 | E: bhiva@bhiva.org
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= The uptake of sofosbuvir treatment, as per the draft guidance, would not be as high
as projected by NHSE; most patients with mild liver disease would prefer to wait for
IFN-free therapy. It would be unjustifiable to delay therapy for those with more
severe forms of liver disease (Metavir F3/F4) any further. In the context of HIV co-
infection these patients would be at significant risk of disease progression in the next
6-9 months.

= We would welcome the development of a dashboard and database but do not accept
that this should in any way delay access to sofosbuvir. Most clinics already have very
robust monitoring and recall systems, particularly for patients with advanced liver
disease (as evidence by the rapid and efficient uptake of sofosbuvir within the EAP).
To put patients at risk of harm while insisting on systems to measure reduction in
harm seems counter-intuitive at best. There are a significant number of patients who
did not quite meet the criteria for the EAP who will progress rapidly.

= Since the sofosbuvir EAP closed in November 2014 we have no access to
treatments outside of those already approved for use. This leaves non-genotype-1
patients and 1% generation protease inhibitor failures NO ALTERNATIVE
TREATMENT OPTIONS. To delay access to sofosbuvir when there is simply no
other option for many patients is unethical and unsafe. Whilst we applaud the NHSE
for promising to re-institute expanded access to treatment for the sickest patients
(de-compensated cirrhosis, Child-Pugh B/C), this still leaves many with advanced
fibrosis ‘at risk’ whilst we delay therapy further and may require more to have access
to IFN-free therapy when the programme gets underway after the delay because IFN
would be contraindicated in those having progressed to CP-B/C disease or having
had a de-compensation event.

= Boceprevir and telaprevir are associated with a high risk of adverse events resulting
in extra visits, extra treatment, excess cost and suboptimal patient experience. In
addition they are licensed only for genotype-1 infection leaving no available DAA for
patients infected with other genotypes

» Patients are at risk of disease progression while access is delayed. Patient co-
infected with HIV and hepatitis C experience a faster rate of disease progression and
we believe that to condemn patients. Particularly those with already advanced liver
disease, to further delay is simply unacceptable.

= |nteractions between hepatitis C drugs and drugs used to treat HIV and HIV-related
co-morbidities are complex and potentially dangerous. Sofosbuvir has minimal
interaction potential including no interactions with HIV drugs so will reduce
complexity, improve safety and increase access to hepatitis C therapy for co-infected
individuals.

The group would also like to confirm its endorsement of the comments that are being

submitted by Mr | |}l B on behalf of HIV i-Base.

We strongly urge NICE to reject the notion of delaying implementation of this very important
guidance and stay with the time-lines promised so that we can prevent harm to vulnerable
groups of patients, especially those with HCV/HIV co-infection.

Please contact the BHIVA Secretariat if you have any queries regarding these comments.

Yours sincerely

BHIVA Hepatitis Society Subcommittee






9" December 2014
Dear Sir/Madam,

The British Society of Gastroenterology view is that there is no valid reason to
impose further delay on the approval of Sobsobuvir by NICE.

The Societies view is that the rationale put forward by NHS England is flawed
and will both deny patients at high need therapy and only defer both clinical
activity and cost with an even larger potential impact on clinical teams and
budgets when approval is granted.

It is disappointing that NHS England have chosen this route. They have a very
engaged clinical community linking via the Clinical Reference Group and a
highly active patient group (the Hepatitis C Trust) with which to interact. All of
those partners are fully aware of the immediate challenges NHS England
faces with affordability of the new drugs for hepatitis C and that the current
NICE guideline will rapidly be superseded by all oral therapy for hepatitis C. In
this context we would anticipate that only patients with a pressing need for
treatment would wish to take up Sofosbuvir, interferon and ribavirin based
treatment at this time. This will limit the budget impact and the service
implications. Further active dialogue with the clinical and patient communities
by NHS England would have confirmed this.

There is also an important principle of the independence of NICE which needs
to be taken into account and the view from the British Society of
Gastroenterology is that there would need to be very cogent arguments to set
a precedent for delay of implementation of NICE judgements, we do not
believe this to be the case here.

We set out below the specific areas of concern raised by NHS England and
the British Society of gastroenterology response.

As set out in the letter from NICE the deferred funding period is 3 months
unless one of the following conditions applies:

a. The health technology cannot be appropriately administered until
training is in place;





b. The health technology cannot be appropriately administered until
certain health service infrastructure requirements including goods,
materials or other facilities are in place;

c. The health technology cannot be appropriately administered until other
appropriate health services resources, including staff, are in place;

d. The health technology is not yet available in England.

Our understanding is that NHS England wish to delay implementation on the
basis of points b and c above.

NHS England states:

“‘NHS England has confirmed that the treatment of hepatitis C is a priority and
notes that ‘the most recent national estimates suggest that around 160,000
adults are chronically infected with hepatitis C (HCV) in England in 2012.
Current numbers of patients treated are estimated at 5,000 per year in
England - 3% of those currently infected but this will increase rapidly. The
CRG (Clinical Reference Group) Hepatitis C sub group have estimated that
10-15,000 people per year may come forward seeking HCV treatment..

NHS England considers that the arrangements for the care of people living
with hepatitis C are complex, involving ‘many components of care delivery in
different health settings. Commissioners involved in the diagnostic and
treatment hepatitis C pathway include ‘NHS England Specialised services,
Health and Justice, Public Health England, Local Authorities and Clinical
Commissioning Groups and Primary Care.’ It considers that the availability of
sofusbuvir, and the potential for other treatments to follow, will challenge
these arrangements and so it wishes to establish a ‘task and finish group’ to
‘bring together those involved in commissioning services involved in the
Hepatitis C pathway to clarify responsibilities and to agree a coherent set of
priorities’. It anticipates that this group will complete its work by the end of
March 2015 and that the actions which arise from it will be implemented in the
2015/16 financial year.”

The British Society of Gastroenterology responds:

There is no controversy at all as to clinical priorities for treating patients with
hepatitis C with a broad clinical consensus that those with significant liver
disease and those who have failed previous therapy and who fit within the
NICE guidance should receive therapy as the initial priority. To delay
treatment for these groups is unreasonable and runs the risk of patients
developing decompensated cirrhosis and cancer with their associated costs,
morbidity and mortality which would be avoided in the very significant
proportion who will be cured of their HCV infection with Sofosbuvir based





therapy. The principle of the task and finish group is strongly supported by the
British Society of gastroenterology with a clear remit to consider other groups
who may be at a lower clinical priority and decide a further roll out of
treatment based on affordability and benefit. The short-term availability of
non-interferon containing regimens mean that the uptake of sofosbuvir,
interferon and ribavirin in other patient groups at lower short term risk of
serious liver disease related adverse events will be relatively low.

NHS England states:

NHS England intends to commission a series of ‘Hepatitis C Networks’,
consisting of specialist centres which will each manage a caseload of
patients, working in partnership with other providers of care in the NHS and
in the justice system. The initiative would provide a centralised resource for
patients whose care ‘occurs as an adjunct to the delivery of other services
including HIV, drug and alcohol, sexual health and prison health services, as
well as from within gastroenterology and specialist hepatology services’.
Each centre will have a multi-disciplinary care (MDT) team which will
‘support selection of the optimal treatment regimen for each patient. NHS
England estimates that it will take 9 months to establish these centres, with
the process allowing for candidates to build partnerships with NHS, local
government and prison health services.

The British Society of Gastroenterology responds:

NHS England has already commissioned hepatitis C networks for the Early
Access Programme, MDTs are in place with strong links to the services
mentioned by NHS England above. The EAP has shown both that the care
delivery via these networks is effective and outcomes are excellent. There is
no practical reason why the existing centres cannot broaden their remit and
take on assessment of patients in those higher risk groups referred to
previously. The British Society of Gastroenterology remains in full support of
the further development of hepatitis C treatment networks in the future.

NHS England states:

NHS England also intends to establish a database to ‘support development of a
national database of treatment and collection of outcomes to inform future
treatment and commissioning of clinically effective care. It argues that the
slow development of liver diseases means that some patients don’t need
immediate treatment, on clinical grounds, but that any decision to delay
treatment would need to be supported by ‘robust surveillance and recall
systems which are not yet in place’. It says that ‘a national Dashboard is
already being developed for 2015/16 that will provide evidence of the
reduction in harm from increased treatment of hepatitis C’ but gives no other





information about how long it might take to fully implement its plans. systems
necessary to provide a multi-disciplinary team approach to care.

The British Society of Gastroenterology responds:

Patients have already elected to delay treatment in significant numbers through
shared decision making and all treating centres have details and local recall
systems to ensure such patients can re-engage when more effective therapy
is available. There is no need for a national database to enable this particular
immediate function and indeed the prospect of rolling out such a national
database to all treating centres is a major undertaking which would seem
unlikely to be complete and fully functional in the medium term. A far more
realistic approach is to again utilise the existing database used to monitor
outcomes of therapy in the EAP, HCV UK. This has been highly successful
and would fulfil the immediate need.

NHS England states:

‘historic low uptake of both testing and treatment means that providers have
stated they would need to increase staff resources particularly specialist
pharmacy and nurse specialist support in order to treat the expected increase
in demand’.

The British Society of Gastroenterology responds:

We do not agree that the historic rate of testing is low. The Health Protection
Agency data show that testing has improved immensely in the past 5 years
and now runs consistently at about 10,000 per annum and it is likely that more
than 50% of infected people have been identified. Treatment rates were
increasing up to the time that new treatments came on the horizon when
patients more frequently chose to defer therapy. It is therefore incorrect to
suggest treatment rates are low because of lack of capacity in the treatment
system. In addition, Sofosbuvir treatment for most patients initially will involve
interferon therapy but this is for a 12 week period only. As stated earlier, the
numbers of patients who will chose to take therapy is likely to be relatively
small. The existing staff currently providing therapy are well used to managing
interferon related side effects which are not added to by the use of Sofosbuvir.
The average duration of interferon based therapy currently is around 30
weeks across all genotypes. Cutting this to 12 weeks per patient means that
automatically the capacity to treat patients with the same medical and nursing
infrastructure will increase. This means without any additional infrastructure
we could increase treatment numbers to cope with the initial demand, pending
the outcome of the task and finish group and further NHS England investment
in treatment delivery infrastructure to meet the future demand they refer to.
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National Institute for Health and Care Excellence

Sofosbuvir for treating chronic hepatitis C [ID654]
Consultation on decision to amend the deferred funding

Royal College of Nursing

Introduction

The Royal College of Nursing (RCN) has been invited to comments on the
proposal for extending the statutory period for deferred funding of the
above appraisal

RCN Comments

The RCN is in agreement that the demand for Hepatitis C treatment will
increase significantly in the context of availability of next generation
therapies, which will change the landscape of Hepatitis C over the next
12 month period and beyond. We are however as a country already well
behind in terms of identification of HCV and treatment numbers. In view
of this there are many existing and emerging examples of excellent
innovative service delivery, the best provision of which is delivered as
close to the patient as possible.

There are a number of documents relating to minimum service
specifications for HCV treatment delivery. Many hospitals reach these
specifications and prior to the early access scheme (EAS) were delivering
HCV treatment with high standard auditable outcomes being
demonstrated. This pathway continues for standard of care therapy
(Pegylated interferon, ribavirin and for some addition of Boceprevir or
Teleprevir).
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Unfortunately for many centres not involved with the EAS there have
been a proportion of patients unable to, or unwilling to travel to
specialist centres to have their treatment instigated and monitored. For
some patients a door to door journey to receive their hepatitis C
treatment, may be in the region of 2 hours travelling time each way, not
accounting for poor transport links in some areas. This has made the EAS
a postcode lottery of treatment for some individuals.

The proposal of NHS England developing further specialist treatment
centres providing a centralised resource for patients is but an extension
of the EAS and being put in place predominantly for budgetary reasons.
Many of the centres currently running EAS programmes are ‘holding
patients’ for newer therapies and some centres have an extremely large
number of patients waiting. In addition the centres involved with EAS
are also centres collaborating with the HCV registry which opens up
access to clinical research that many other hospitals cannot gain. Again
this raises concerns regarding access and equity to treatment giving
some patients’ excellent access to trials and depriving others.

In particular the intravenous drug using HCV population appear to be
most disadvantaged currently. In fact they should be one of the most
important groups to treat as the most health gain will be achieved due
to the reduction in the incidence of HCV.

With regards to the need for increasing staff and resources we have to
remember that in fact the clinical delivery of newer therapies will be
much easier with significantly fewer side-effects to monitor, less time on
treatment for patients and less intervention with clinic appointments.
Even in the patients with established cirrhosis where complications may
be more frequent this is no different to complications seen with cirrhosis
in previous therapies and continued close liaison with tertiary centres
will remain important.

With regards to potentially deferring patients with mild disease to await
therapy consideration should be taken with regards to previous NICE
documentation and recommendations (NICE technology appraisals
TA106).

The suggestions made by NHS England may lead to further health
inequalities with regard to parity and equity of access to the
recommended contemporary treatment modalities. It is vital that
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treatment can be offered as close to the patients home as possible. If
hospitals can offer a set specification standard for HCV treatment they
should be allowed to deliver HCV treatment. Serious consideration by
NHS England to expand the number of treating centres is vital. Data
could be fed back to a regional HCV network for monitoring and audit.
The networks responsibility would be to develop treatment guidelines
on appropriateness of therapy and compare outcome data to national
standards.

As the health service infrastructure and facilities are most definitely in
place, and we do not believe otherwise. We believe that NHS England
should not be driving the NICE mandate to decide on treatment in this
way.

To be able to have such dramatic results in Sustained Viral Response
(SVR) with Sofosbuvir, and the impact this will have on QALYs for
patients will end up being a huge cost savings to the NHS with reduced
problems of cirrhosis/HCC and liver transplantation —

We don’t think it makes sense to delay treating hepatitis C with
Sofosbuvir.
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Please see below comments from the Royal College of Pathologists on Consultation on decision to
amend the deferred funding: Hepatitis C (chronic) - sofosbuvir [ID654]

"It is disappointing that NHS England has to apply for a deferral in the implementation of a NICE
recommendation. There are in existence many Hepatology centres and networks within England
that are able to deliver interferon based therapy efficiently to patients. It is difficult to see why
additional effort over 9 months is required to set up the necessary infra-structure to implement a
NICE recommendation, which is still largely based on a combination therapy of the new drug
sofosbuvir with interferon/ribavirin with a limited number of patients eligible for interferon free
therapy. The need for setting up a database is acknowledged, but this should not take up to 9
months to set up. We believe that the new service provision could be set up at a much shorter time
frame. There should also be an interim plan to continue to allow patients with advanced disease to
be prioritised for access to the new drug without waiting for the whole infra-structure to be set up.”
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Royal College of Physicians
11 St Andrews Place
Regent’s Park

London NW1 4LE

Tel: +44 (0)20 3075 1560

www.rcplondon.ac.uk

TACommD@nice.org.uk

11 December 2014
Dear Sir or Madam

Re: Sofosbuvir for treating chronic hepatitis C [ID654] - Consultation on the decision to amend the
deferred funding

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. As an
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 consultation. In doing so, we have liaised
with our experts in gastroenterology, hepatology, infectious diseases and genito-urinary medicine. We
would like to make the following general and specific points as well as endorsing the submission of the
British Society of Gastroenterology (BSG).

General comments (also submitted to the similar request regarding simeprevir in combination with
peginterferon alfa and ribavirin for treating genotypes 1 and 4 chronic hepatitis C [ID 668])

We believe that a range of contributory factors means that NHS England Specialised Commissioning is facing
huge financial issues and is therefore not able to afford the services it has taken on. Hepatitis C presents a
particular problem. New treatments are available which are highly effective, demonstrably cost-effective yet
unaffordable - the introduction of sofosbuvir, simeprevir, and daclatasvir has already caused significant
issues in the US.

It is our opinion that NICE is likely to recommend the use of these drugs as:
e the treatments are highly cost effective (preventing the development of very costly liver disease)
o ‘affordability’ does not fall under NICE remit.

However, the NICE consultation on sofosbuvir has already been extended twice and there have been very
significant changes made between the first and the second ACD. The final TA has still not been published
(the original date was September).

A waiver has now been requested on the implementation period for the NICE guidance for sofosbuvir and
for simeprevir - increasing it to 180 days from publication. This request has been made on the grounds that
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the introduction of the new therapies is not clinically possible without the establishment of formal clinical
networks defined by a national service specification. Our experts do not agree with this stance for several
reasons:

Simeprevir - the case of simeprevir is the more straightforward than sofosbuvir. NHSE has approved (and
indeed has fast-tracked) a policy for the use of simeprevir, which will be in place by late December 2014. This
policy essentially allows the same use of simeprevir as the NICE TA, with the exception of use in genotype 4
virus (which makes up a tiny fraction of cases in England). If this policy can be introduced immediately
without the need for a service specification then we see no reason why the NICE TA should be delayed. We
are aware that NHSE have had the proposed service specification since December 2013. The specification
has not been approved to date, and we do not feel it any more likely to be in place at 180 days than it is at
90 days. If the specification is considered essential for the development of new treatments we wonder why
this has not been given greater priority?

Sofosbuvir - The situation with the sofosbuvir TA is more complicated, yet many of the same points above
apply. Overall, we are unaware of any expert clinical opinion that says that the NICE TA could not be
implemented immediately, using available resource. We therefore do not see this as a valid reason for
delaying the implementation of NICE guidance on these drugs.

It is important to set these issues in the context that we are already lagging behind much of the developed
world in our treatment of HCV. The disputed NICE TAs are still for interferon-based combinations, which
have been in widespread use in the US for at least 6 months. NICE will not be reporting on interferon-free
regimens (which are the standard of care in many countries) until the middle of next year.

Specific comments

The introduction of sofosbuvir does mark a significant advance in the treatment of chronic hepatitis C
infection. However, the current NICE consultation relates to treatment with sofosbuvir in combination with
pegylated interferon (with a few exceptions for subgroups of genotype 2 and 3 disease where it is
recommended without interferon). This is very different from the paradigm shift in treatment seen in the
United States and a number of other European countries, where for some time treatment has been available
using sofosbuvir in combination with other potent oral anti-viral drugs such as simeprevir and daclatasvir.
These all-oral treatments are better tolerated, simpler to administer, and have generally better success rates
than regimens that still rely on sofosbuvir in combination with interferon.

The estimate of 15 000 patients being treated annually quoted by NHS England is made in the context of all-
oral therapy being available, and is likely to be a significant over-estimate if the only treatment available still
includes interferon. (Many physicians and patients will choose not to take up treatment with Sofosbuvir as
part of an interferon-containing regimen, and will choose to wait for all oral therapy). The true figure is
difficult to estimate, but is probably 6 -8 000 patients per year (compared with a historical rate of about
5000 per year). Course length for sofosbuvir-containing regimens is shorter than for previous treatments
(with pegylated interferon/ribavirin +/- 1st generation protease inhibitors), and side effects are dramatically
reduced. The amount of clinical input for each patient will therefore be significantly reduced, and it is likely
that existing treatment services will in general be able to cope with the predicted level of treatment demand
that would follow implementation of the Sofosbuvir NICE TA.

One particular group of patient will gain significant benefit from treatment under this NICE TA: patients with
advanced liver damage due to hepatitis C genotype 3 infection. Published and ongoing studies demonstrate
that the addition of Sofosbuvir to interferon and ribavirin, including treatment of patients who have failed
prior dual therapy with interferon and ribavirin, will result in a high cure rate for patients with established
cirrhosis. Successful treatment will prevent liver failure, reduce the risk for liver cancer, and substantially
reduce the need for liver transplantation in this population. Delaying treatment by contrast will result in
avoidable harm to a proportion of these patients. The availability of sofosbuvir for treatment of hepatitis C
genotype 3 infection represents the first improvement in treatment for the last 15 years.





The best way of delivering a high quality service for patients with hepatitis C infection is through managed
networks based around specialist centres. The formal proposal for a Service Specification based on this
principle was submitted to NHS England in December 2013, and remains under consideration. The request
for deferral by NHS England is in part predicated on the assumption that this Service Specification is
accepted and prioritised by CPAG, and that specialised centres will be commissioned and functioning by
August 2015. In fact, there is no certainty that it will be approved by the Specialised Commissioning
Oversight Group (SCOG). Even if the Service Specification is eventually approved it is unlikely to be done in
time for the 2015-16 commissioning round, and NHS England have made it clear that new services will only
be commissioned ‘in year’ in exceptional circumstances. The request for deferral of sofosbuvir treatment on
the grounds that a reliable and functioning new delivery structure will be in place by August 2015 is
therefore based on a series of assumptions and aspirations rather than by fact.

NICE will judge the request for deferral on four specific criteria. The responses to these are as follows:
a. The health technology cannot be appropriately administered until training is in place;

All the centres likely to be using sofosbuvir plus pegylated interferon have been treating patients with
pegylated interferon in combination with ribavirin, boceprevir, and telaprevir for some considerable time.
They therefore already have staff trained and experienced in the use and monitoring of interferon and
ribavirin. Sofosbuvir has very few significant side effects or drug-drug interactions (certainly fewer than the
1st generation protease inhibitors), and many of the centres will already be using sofosbuvir under the early
access programme. For those centres that do not have previous experience of sofosbuvir the additional
training required will be minimal.

b. The health technology cannot be appropriately administered until certain health service infrastructure
requirements including goods, materials or other facilities are in place;

As discussed above, all treatment for hepatitis C infection would be better managed through clinical
networks. This would allow for universal quality standards, equity of access, and better data collection.
However, there is no absolute requirement for these networks, and there is as yet no guarantee from NHS
England that it will commission them anyway. Some informal networks already exist, the current system of
treatment delivery is adequate (at least in the short term), and the absence of universal clinical networks
should not prevent the most urgent patients from receiving treatment as soon as possible.

c. The health technology cannot be appropriately administered until other appropriate health services
resources, including staff, are in place;

Given the estimated level of demand for the treatment regimens covered by the NICE TA (i.e. predominantly
sofosbuvir in combination with pegylated interferon), the shorter courses of these regimens compared with
first generation protease inhibitors, and the relative simplicity of monitoring patients on sofosbuvir
compared with other drugs, the current levels of human resource and facilities should be adequate to
deliver the proposed treatments. Approximately 5 000 patients per year are being treated successfully with
far more complex and lengthy drug regimes, and there is no reason to think that a moderate increase in
numbers being treated will be unmanageable.

d. The health technology is not yet available in England.

This criterion is not relevant to the current consultation.





Overall, the facts do not support the NHS England case for an increase to the implementation period for this
NICE TA.

Yours faithfully






Dear NICE Technology Appraisal Team,

We as the UKCPA Hepatology and Gastroenterology Group would like to comment on
the document circulated on the 21% November entitled; Sofosbuvir for treating chronic
hepatitis C [ID654] .Consultation on decision to amend the deferred funding.

As stakeholders in the awaited NICE appraisal for sofosbuvir we were disappointed to
see a request from NHSE to defer the funding of sofosbuvir at this very late stage of
the process. We would ask that NICE consider the following in its decision making of
this request

Cost of not treating patients with fibrosis

The suitable patient criteria for the NHSE Early Access Scheme for sofosbuvir was
explicit and only those with Childs Pugh B and above were eligible. We are concerned
that a large number of patients who did not fit the criteria for the scheme such as those
with F3-F4 fibrosis will continue to advance towards cirrhosis whilst waiting

for sofosbuvir to be NICE approved and funded. It is widely clinically acknowledge
and supported by a robust evidence base that the presence or absence of cirrhosis has a
clinically significant effect on the probability of achieving a sustained viral response.

If we wait for patients to become more advanced in their stage of liver disease before
treating their hepatitis C then we increase the likelihood of treatment failure and hence
the overall cost burden to the NHSE.

Cost of not treating cirrhotic patients

Although reference is made to extending the NHSE early access scheme we have yet
no clarity on the specifics relating to this and whether it will broaden the patient criteria
to include those with mild/moderate disease.

However if the scheme is not extended and/or the patient numbers are strictly capped
then there inevitably will be a number of cirrhotic patients who will not be in a position
to be treated. The cost modelling is available which indicates that the cost burden of
patients with cirrhosis is significant. The sooner an intervention is made in a patient
with hepatitis C then the lower the overall cost impact and importantly the greater the
improvement in a patient’s quality of life.

Waiting for specialist teams and networks to be assimilated

We welcome and fully support the comments made in point 10 of the document
referencing increasing specialist pharmacist support to assist in the seamless delivery
of sofosbuvir. However we do not feel the latter should be used as a time-limiting
factor in terms of gaining access to sofosbuvir. The UKCPA Gastroenterology

and Hepatology Group consists of a large number of pharmacists who are involved in
the delivery of hepatitis C treatments and provides consistent support and education to
its service users. This delivery of education can be tailored to meet increased interest
and demand.
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Services are ‘fit for purpose’

Whilst we as a group acknowledge the reference made in point 11 around service
pathways being ‘fit for purpose’ we would equally acknowledge that this is an unusual
statement due to hepatitis C service pathways being in place for many years. These
pathways have enabled patients to be successfully treated. Although national figures
suggest we are treating < 5% of the infected population this is not soley due to services
not being fit for purpose but due to multi-factorial logistical issues such as
screening/diagnosis rates and centre capacities. We support the increased focus on
solidifying these service pathways but would highlight that this will be a long term
project and one that should not limit the introduction of sofosbuvir.

In summary; we support the creation of a robust and integrated hepatitis C delivery
pathway as is outlined in the circulated document but would ask NICE to consider the
points made above and to reconsider NHSEs request to defer funding. We would also
ask you to take into account broadening the early access patient criteria if the decision
is to approve NHSESs request. If funding is deferred then enabling a broader population
to be treated via early access would be well received by this group.

Regards,

_ on behlaf of the UKCPA Gastroenterology and Hepatology Committee

References
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Dear Mr Boysen
NICE TAs on sofosbuvir and simeprevir

Thank you for asking for my comments on the NHS England application for a deferral of
implementation of the NICE Technology Appraisals (TA) for simeprevir and sofosbuvir. The CRG HCV
subgroup has discussed this request at some length. While there is some variation in detail of
opinion, not one of the clinicians on the group supports the request for a delay in either TA.

It is important when considering these NICE TAs to remember that they deal almost entirely with
interferon-based therapy. Adding sofosbuvir or simeprevir to pegylated interferon is certainly a step
forward, but it is not the paradigm change that all-oral regimens have brought to treatment in some
other countries. A significant proportion of patients who are eligible for treatment under these two
NICE TAs may well opt instead to wait for more effective and more tolerable regimens, and the
demand is unlikely to be as high as has been suggested.

Simeprevir

Simeprevir is perhaps the more straightforward of the two drugs to deal with. Simeprevir plus
pegylated interferon and ribavirin (Sim/P/R) is a regimen whose time has largely come and gone.
There are relatively few patients (perhaps a few hundred across the country) for whom this
treatment is still appropriate (although some of the expert clinicians on the subgroup do not believe
that it has any application at all now). These are patients with relatively mild disease due to
genotype 1 or 4 virus, who have made an informed decision not to wait for more tolerable and
effective oral treatments. The HCV subgroup submitted an interim policy document to NHS England
in May 2014 recommending the use of Sim/P/R (at which point uptake may have been greater); this
interim policy has now finally been approved by NHS England and should be implemented soon. The
policy allows use of Sim/P/R in patients with genotype 1 (not genotype 4) infection, in accordance
with the simeprevir licence. It is therefore similar to the NICE TA, except for the g4 indication.

The main argument from NHS England for an extension of the NICE implementation period from 90
to 180 days is that it will take this time for systems to be put in place to deliver Sim/P/R treatment.
Given that uptake for this regimen is likely to be low, and for those patients in whom it is used it will
be a direct replacement for telaprevir/P/R or boceprevir/P/R (both of which have longer courses and
more side effects than Sim/P/R) we do not envision any difficulty for current providers in delivering
the new treatment immediately. NHS England have already approved a policy very similar to the
NICE TA, to be delivered through existing systems, so it is puzzling that they do not think that the
NICE TA can be delivered through the same route.

The HCV subgroup was not unduly concerned about the clinical impact of a delay in implementation
of the simeprevir TA because of the NHS England interim policy allowing its use (and the view of
some members that it should not be used at all). However for a small group of patients with
genotype 4 infection (almost exclusively Egyptian) a deferral would mean further delay in access to
therapy. Genotype 1 patients (largely Caucasian) would be eligible for treatment now, while the
genotype 4 patients would face a wait of several months.





Sofosbuvir

The arguments around sofosbuvir and pegylated interferon (plus or minus ribavirin) — Sof/P/R — are
more complex. As with Sim/P/R many patients, especially those with mild disease, may choose to
wait until all-oral regimens are available. However patients with stable cirrhosis, who are at risk of
decompensation or hepatocellular carcinoma, may decide (after discussion with their clinicians) that
it is better to have treatment now than delay. This is especially true for those with genotype 3
infection. There is therefore more urgency to get availability for this combination, and there is
currently no interim policy to supply it through NHS England (apart from the highly restricted early
access programme for sofosbuvir plus ledipasvir in decompensated liver disease). It is difficult to
predict the number of patients who will opt for treatment with Sof/P/R rather than waiting, but it
will not be nearly as many as the 15 000 quoted by NHS England (this figure was based on an
estimate of the number that might come forward for all-oral treatment).

NHS England have requested a delay in implementation on the ground that it will be impossible to
get a delivery system for Sof/P/R in place within 90 days of the NICE TA publication, but it will be
possible in 180 days. This proposed delivery system is based on the idea of a centrally-
commissioned service run through networks of specialist providers. The majority of the clinicians on
the HCV subgroup remain of the opinion that the best way to deliver hepatitis C services in England
is indeed through this network model. However this is not the only model of delivery, and is
certainly not an absolute requirement for getting treatment to patients. The members of the HCV
subgroup believe that current resources and delivery systems are adequate to provide safe and
effective treatment for those patients who will opt for treatment with Sof/P/R.

The HCV subgroup submitted a completed proposal for a HCV Service Specification to NHS England
(including the establishment of the network model) in December 2013. This specification remains
under consideration by NHS England, and has yet to be approved. The HCV subgroup has asked why,
if it is thought to be essential for service delivery, this specification has not been approved and
adopted already.

Sof/P/R is a regimen that will have limited appeal to many patients, who will wish to wait for all oral
treatment. It may however be life-saving for some people who have cirrhosis, and are at risk of
rapid disease progression without treatment. A further 3 month delay may have a significant effect
on the outcome for a small group of patients. This is amplified by the fact that many clinicians have
held off treating some of these patients for many months already in anticipation of NICE approval of
the new drugs. Given that the clinicians on the HCV subgroup can see no practical difficulty in
delivering the treatment straight away (accepting that the current model is not the one that most
would ideally like to see in place), and that there is no guarantee from NHS England that a better
system will be put in place in the near future, there is a strong argument for making these drugs
available as soon as possible, and not delaying further.

In summary, the unanimous view of the clinicians on the HCV subgroup (made up of representatives
from the HPB and ID CRGs) is that:

e Sof/P/Ris an important new therapeutic choice, and may be life-saving for a small number
of patients;





e Sim/P/R may be useful in a minority of patients with mild disease;

e Current services will be able to deliver these treatments safely and effectively to the number
of patients likely to opt for the new interferon-based regimens;

e There are no grounds (under the terms of the Health and Social Care Act 2013) for NICE to
delay implementation of its guidance beyond the 90 day period specified.

Yours sincerely

- NHS England CRG (Infectious Diseases)






DH response to NICE consultations on sofosbuvir and simeprevir

Ministers strongly believe that clinically and cost effective drugs should be available to
patients who will benefit. However, we also recognise that the new hepatitis C treatments
are expected to lead to a significant increase in the numbers of patients presenting for
treatment, which could have significant service implications.

We agree with NICE’s assessment that NHS England has put forward a valid case for
deferring the funding period to allow time to prepare for and put in place the necessary
systems and mechanisms to implement NICE’s recommendations effectively. Itis
important to note that Ministers’ support for the proposed extension is on the
understanding that NHS England will use this interim period to prepare and implement,
from the end of July, an active programme to ensure that eligible patients are able to access
these drugs promptly according to their clinical need.

Clearly, it is also vital that patients at urgent need of treatment should not be denied
treatment during this interim period. It will be important that NHS England’s interim plans
for the period prior to August 2015 ensure that patients with the greatest need can
continue to access appropriate treatment without undue delay.






Meindert Boysen
Programme Director — Technology Appraisals
National Institute for Health and Care Excellence NHS England

4N10 Quarry House
Quarry Hill

Leeds

LS2 7UE

16" December 2014

Dear Mr Boysen,
Waiver for implementation of NICE TA for Treatment for Hepatitis C

In October 2014 NHS England wrote to you requesting a waiver on the 90 day
implementation of the NICE TAs for Sofosbuvir (mainly in conjunction with pegylated
interferon) (ID654), and for Simeprevir (in conjunction with pegylated interferon and
ribavirin) (ID668). Since then there have been a number of changes in the progress
of new drugs for treating hepatitis C, and in the agreement of NHS England interim
policies. There have also been further discussions with the clinicians on the Clinical
Reference Group HCV subgroup. In the light of these changes NHS England would
like to provide further information in support of a waiver for the NICE TA on
Sofosbuvir.

NHS England has, since the previous letter, approved an interim policy document for
the use of simeprevir in conjunction with pegylated interferon and ribavirin, for
introduction early in 2015. This policy has dealt with the concerns about the
introduction of this drug, and there is no longer a need to delay implementation of
NICE TA ID668.

NHS England still believe that a delay in implementation of NICE TA ID654
(Sofosbuvir) is required to allow necessary infrastructure to be put in place to ensure
equity of access to treatment and quality of care. This is in accordance with the
requirements of the Health and Social Care Act 2012 and The National Institute for
Health and Care Excellence (Constitution and Functions) and the Health and Social
Care Information Centre (Functions) Regulations 2013.

b. The health technology cannot be appropriately administered until certain health
service infrastructure requirements including goods, materials or other facilities are in
place;

High quality care for all, now and for future generations





NHS Capacity to deliver implementation of the guidance

Although the new drugs for treating hepatitis C infection are less toxic than earlier
regimens, selecting the most appropriate agents and course length remains highly
complex. ltis therefore important that expert clinicians are involved in prescribing
decisions (while maintaining local delivery of care). NHS England is committed to
putting appropriate systems in place to ensure that patients get the best quality of
care, which we believe will be best provided by a combination of a network model
and clinical guidelines. The networks will encompass MDT decision-making by
teams experienced in the treatment of hepatitis C and in the appropriateness of
initiation of treatment or continued surveillance of infected patients. MDTs including
experienced clinicians will support the best quality of clinical care, and allow the most
clinically and cost effective prescribing of high cost drug treatments in accordance
with NHS England policy / NICE TAs. These innovations will take some time to
develop and implement.

The network model will also ensure better equity of access. Many patients with
chronic hepatitis C infection come from marginalised groups who do not engage well
with health care, and there is a risk that without proper structures in place a
significant proportion of patients in need will not get access to care. Mechanisms are
needed to encourage outreach and engagement with patients outside traditional
health care settings: these will be much easier to set up as part of formal clinical
networks than with uncoordinated local commissioning. It is recognised that
treatment with new drugs could be introduced without such systems, but this is likely
to disadvantage many patients.

At the same time NHS England recognises that there is a substantial group of
patients (mainly but not exclusively those with cirrhosis) who run the risk of serious
harm if treatment is delayed. Patients with compensated HCV-related cirrhosis have
a significant risk of developing hepatocellular carcinoma, or decompensated liver
disease; this risk can be reduced dramatically by successful antiviral treatment.

By these means patients at greatest need will get rapid access to the best possible
therapy, while a delay in implementation of NICE guidance will allow systems to be
put in place to provide the most equitable and effective treatment for those patients
who have less severe disease and so less urgent need for treatment.

The procurement advice to NHS England is that a competitive procurement route
would be required to commission Hepatitis C Networks. This process would take
about 4 to 5 months to complete. A key part of the model is partnership working and
the preferred procurement model allows bidders the opportunity to develop their
proposals jointly with others e.g. DGHs, prison health, LAs etc. The network
proposal includes costings to support the need to increase core staff and to facilitate
network partnerships and co-ordination of care.

As you will know, there IS a range of very promising developments in the treatment
of hepatitis C expected in the near future, and we do have a concern that
implementation of all new treatments should be managed holistically so as to leave
clinicians with a coherent set of guidelines covering the full range of new and existing
treatments, rather than being potentially distorted by the order in which products

High quality care for all, now and for future generations





come to market. We are concerned that there are potential ethical difficulties if we
cannot take an overview of all available and soon to be available treatments. We
would suggest that the availability of additional new treatments which are known to
be coming to market, and the associated policy and decision making clinical
networks, amounts to “health service infrastructure” without which implementation of
a recommendation for Sofosbuvir in isolation would be problematic.

In order to ensure that the services we provide are both fit for purpose and can
deliver these new treatments that ensure best outcomes for our patients we feel it is
imperative that we are given sufficient time to implement the networks outlined
above, before we are required to fund drugs that may otherwise be used
inappropriately (having regard in particular to the need for specialist expertise and
the imminent arrival of further new treatments for hepatitis C). This will also ensure
systems are in place to collect outcomes data to inform future clinical practice. We
are not making a case not to commission Sofosbuvir or Simeprevir prior to your
recommendation taking effect. In recognition of the delay in implementation
publication of the guidance if the waiver is granted NHS England will expect to have
interim policies in place from April 2015 to cover key patient groups.

In summary NHS England will:

* Fast track for approval the service specification allowing the formation of
clinical networks for the management of hepatitis C infection, and take the
steps necessary to implement the specification within the 2015-16 year;

e Fast track for consideration by April 2015 for approval of an interim policy
document (currently under development) to provide oral antiviral therapy to
all cirrhotic patients (plus a small number with severe non-hepatic
complications of HCV);

* Bring together as soon as possible a clinical body that will publish (non -
statutory) clinical guidance to ensure the populations with the greatest
need receive early treatment and that all patients receive the most
appropriate and cost-effective therapy. This will incorporate both NICE
guidance and any published NHS England interim clinical policies; and

e |mplement the NICE TA ID654 on Sofosbuvir within 180 days of
publication of the guidance, allowing treatment to be expanded to a wider
group of patients.

NHS England requests that NICE:

e Agree to a waiver in the implementation of NICE TA ID654 as previously
requested; and

¢ Include reference in their TA to the clinical guidance produced on behalf of

NHS England to ensure that as far as possible all clinicians follow a
national standard of care.

High quality care for all, now and for future generations





These proposals have the full support of the NHS England Clinical Reference Group
subgroup on hepatitis C infection.

Bruce Keogh, kBe, ™MD, DSc, FRCS, FRCP

National Medical Director

High quality care for all, now and for future generations






Dear Ms Boysen

Re: Single Technology Appraisal (STA)
Sofosbuvir for treating chronic hepatitis C [ID654]

Thank you for asking me fo comment further on the proposals with respect to the
introduction of Sofosbuvir info NHS care.

My main comment is that it is very, very, unlikely that patients with genotype 1
infection will accept treatment with Interferon along with Sofosbuvir. There were
dozens of papers at the recent American Association for the Study of Liver Diseases
(AASLD) conference in Boston showing excellent clearance results could be obtained
with short periods of treatment using oral agents alone. These agents do not give the
side effects of Interferon. I refer to Simeprevir, Daclatasvir, the new AbbVie agents
and the drug Harvoni that Gilead are introducing as a single pill combining Sofosbuvir
with Ledipasvir. All these drugs I imagine will be coming before NICE, or are in the
process of so doing, for approval in the NHS.

I would strongly recommend therefore that NICE consider all these agents together as
an approach for treatment of hepatitis C that will be acceptable to

patients. Interferon is unlikely to be used in the future because of the side effects
and with the longer duration of therapy needed.

Yes, NHS England have to come up with an organisation that can ensure equitable
availability of these agents throughout the country and also the monitoring of costs
and efficacy, which surely should be done through specialist commissioning.

Kind regards
Foundation for Liver Research
69 - 75 Chenies Mews

London, WC1E 6HX
U.K.
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Confidential until publication

NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE

Single Technology Appraisal

Sofosbuvir for treating chronic hepatitis C
Response to consultee, commentator and public comments on the consultation on decision to amend the deferred funding

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 nominate 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

Gilead

Further to our correspondence of 14t November 2014 to Sir Andrew Dillon, a copy
of which is attached (Appendix 1), we are writing in response to the consultation
on the decision to defer funding for the implementation of NICE guidance
recommendation on the use of sofosbuvir following a request from NHS England.

As you are aware there have already been a number of delays in the appraisal
process for sofosbuvir and further delay to the actual implementation of the final
recommendations will cause avoidable harm to patients and increased cost and
burden on existing NHS resources.

The reasons provided by NHS England to justify delay in implementation of the
current Guidance are unsupported by evidence and all information available to
Gilead indicates that they are factually incorrect.

While without disclosure of the evidence, if any, which has formed the basis for
NHS England's submissions, it is difficult for Gilead to respond to this consultation
in a comprehensive way, we believe that the concerns expressed by NHS
England are based on the predicted implications of the introduction of future
treatment regimens, which will permit fully oral interferon-free regimens for the
wider majority of Hepatitis C patients - and not on the implications of the
implementation of the current Guidance for sofosbuvir.

This does not constitute a valid basis for extending the period for implementation
of Guidance in accordance with regulation 7(5) of the 2013 Regulations. In
contrast to NHS England's assertions, available evidence points to the fact that
implementation of the current Guidance is very unlikely to result in substantial
numbers of additional patients and will relieve rather than add to the existing
burden on Hepatitis C services.

1. Introduction

An extension to the standard 90 day period for implementation of NICE Guidance
is permitted only in the specific circumstances set out in regulation 7(5) of the
National Institute for Health and Care Excellence (Constitution and Functions) and
the Health and Social Care Information Centre (Functions) Regulations 2013 ("the
2013 Regulations") namely:

Comments noted. Following consideration of
comments received on the decision to amend the
deferred funding, the NICE Guidance Executive has
agreed to an extension to the deferred funding
period, to 31 July 2015, granted under section
7(5a)ii and iii] of the National Institute for Health
and Care Excellence (Constitution and Functions)

and the Health and Social Care Information Centre

(Functions) Reqgulations 2013; the health

technology cannot be appropriately administered
until ‘certain health service infrastructure
requirements including goods, materials or other
facilities are, or other appropriate health services
resources, including staff are in place’. Please see
section 5 of the Final Appraisal Determination.
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(a) the health technology cannot be appropriately
administered until— (i) training is,

(ii) certain health service infrastructure requirements
including goods, materials or other facilities are, or

(iii) other appropriate health services resources, including staff are in place; or
(b)the health technology is not yet available in England.
Other matters may not lawfully be relied upon to justify delay.

Furthermore, while Gilead recognises that the submissions made by NHS England
should be taken into account by NICE in making its decision on implementation, the
weight to be attached to those submissions will depend on the evidence provided by
NHS England in support of its position. In particular it would not be fair,
proportionate or rational for NICE to make a positive finding of any of the regulation
7(5) factors and therefore to delay implementation of Guidance based on simple
assertion by NHS England (or anyone else) and in the absence of robust evidence.

Gilead strongly disagrees with NICE'S preliminary view that the Guidance for
sofosbuvir should be delayed by an additional 90-plus days as a result of factors
within the scope of regulation 7(5)(a) of the 2013 Regulations. We firmly believe that
the matters raised by NHS England and relied upon by NICE are either inconsistent
with the requirements of the 2013 Regulations or contrary to the available evidence.

Furthermore, NHS England has already had at least 18 months to prepare for the
introduction of sofosbuvir treatment. To suggest that they are unprepared now to
implement a cost-effective treatment in circumstances where there is an unmet
clinical need and therapy has already been introduced in other parts of the UK and
across the EU, without the difficulties they identify, is wholly unacceptable.

In the consultation document NICE indicates its view that there is a presumption in
favour of acceding to the request by NHS England for delay, stating that it "should
be cautious and sure of its judgement before requiring NHS England to provide
services that it does not consider that it can provide, or provide safely and
efficiently” and that "NICE should be wary of substituting its judgement for NHS
England's in this respect’. We believe that this is the incorrect approach as a matter
of fairness and does not represent a proper construction of the 2013 Regulations.
The points raised by NHS England in their request for delay in implementation of the
Guidance for sofosbuvir could equally apply to any Single Technology Appraisal
where an innovative technology, representing a step change in treatment, is
introduced and NICE should be very cautious about the implications of accepting a
request for delay on the basis of what is, at most, insubstantial evidence.
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We have provided below specific responses to the following points raised by NHS
England and provisionally accepted by NICE as justifying delay in implementing the
final Guidance;

the perception that demand for treatment with sofosbuvir following implementation
of the
current Guidance, will be very substantial

*the need to establish a Hepatitis C Network prior to the implementation of
NICE
guidance on sofosbuvir,

In addition to the submissions set out in this letter, we rely on evidence provided by
clinicians treating patients with chronic Hepatitis C infection as provided in
Appendix 2. For the avoidance of doubt, Appendix 2 contains all statements and
correspondence received by Gilead from clinicians, without selection or exclusion.

The additional matters raised by NHS England (a) in their letter to NICE
dated 19 November 2014 and (b) prior to the meeting of the Appraisal
Committee on 10th September 2014 are not addressed in detail in this
response document, in view of the fact that they were not seemingly
relied upon by NICE and have not therefore formed the basis for NICE'S
provisional decision on implementation.

2. Response to the matters relied upon by NICE

2.1. The demand for treatment with sofosbuvir following implementation of
the current Guidance,

NHS England'’s position

NHS England have expressed the view that the implementation of the current
Guidance for sofosbuvir will result in a huge increase in patients coming forward to
be tested and requesting treatment for chronic hepatitis C infection. They state in
their letter of 19 November 2014:

" The management and treatment of Hepatitis C is an NHS England priority.

The most recent national estimates suggest that around 160,000 adults are
chronically infected with hepatitis C (HCV) in England in 2012. Current
numbers of patients treated are estimated at 5,000 per year in England -
3% of those currently infected but this will increase rapidly. The CRG
Hepatitis C sub group have estimated that 10 - 15,000 people per year may
come forward seeking HCV treatment”,
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NHS England go on to say:

"Until last year, treatment for HCV has depended on a combination of two
relatively low cost drugs - interferon and ribavirin. These have limited
efficacy for some large subgroups of patients with Hepatitis C, and for many
patients, cause serious side effects. There are other patients who have
failed first line treatment who would now be potentially treatable with the
new drugs. Patient groups are very aware that new and less toxic drugs will
be available soon and there is already reported increased demand for these
treatments. Over the next twelve months several directly acting anti-viral
agents will be launched into the UK which will have reduced length of
treatment, and side effects and increased cure / SVR rates. These drugs
have different modes of action to the current treatments and allow for an
interferon free (i.e. needleless) treatment strategy”.

Gilead Response

The conclusions NHS England have attributed to the CRG Hepatitis C subgroup
have not been published, therefore it has not been possible to understand the basis
for the figures quoted by NHS England or to test their accuracy. However, the
evidence available to Gilead indicates that, while the implementation of the current
Guidance will represent an important development for seriously ill patients with
chronic hepatitis C infection, this will not result in a substantial increase in the
numbers of patients coming forward for testing and treatment.

Analysis of current Guidance and likely demand The
current Guidance recommends use of sofosbuvir as
follows:

In combination therapy with interferon and ribavirin for:
e All patients with GT1 0  No patients with GT2

e Treatment experienced patients with GT3 and treatment naive patients
with cirrhosis

e No patients with GT4, GT5 and GT6
In combination therapy with ribavirin alone (a fully oral regimen) for:
¢ No patients with GT1

o Treatment experienced patients with GT2 and those intolerant or
ineligible for interferon

e Patients with GT3 who have cirrhosis and are intolerant or
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ineligible for interferon
e No patients with GT4, GT5 or GT6

In summary the current Guidance for sofosbuvir recommends use as part of a
fully oral regimen only for patients with GT2 and GT3 hepatitis C and in limited
circumstances.

Evidence from clinicians

Gilead believes, that the Hepatitis C CRG subgroup's estimate of an increase of
10,000 to 15,000 patients is unlikely to be associated with the implementation of this
Guidance (which recommends sofosbuvir in combination with pegylated interferon
and ribavirin in all but a very limited group of patients), but rather is associated with
the introduction of future therapies that allow interferon free options for the majority
of patients. This view is supported by the evidence of clinicians provided in
Appendix 2; those practising in England who have identified the patients they would
treat following implementation of the current Guidance for sofosbuvir and those
practising in Scotland who have described the impact of similar recommendations
for sofosbuvir issued by the SMC in June 2014.

Thus, the evidence of clinicians in England is that whilst the regimens assessed in
the current Guidance for sofosbuvir address an important unmet need by providing a
high level of efficacy with a shorter duration of treatment, many patients will still wish
to defer therapy until additional oral agents are available providing the anticipated
fully oral options for more than a very few patients. The evidence from clinicians in
England and the experience in Scotland is consistent with that from other European
countries where sofosbuvir is available. (Incidentally, it is also consistent with the
figures calculated by NICE themselves within the Costing Template prepared for the
purposes of implementation of this particular Guidance.)

Based on the UK Ipsos HCV monitor database 2013-20142 the population of patients
with chronic hepatitis C infection in England, may be described as follows :

» Approximately 16,000 patients are thought to be 'under treater care' in
England of

which:
*10,516 (66%) are treatment naive and 5,484 (34%) are treatment experienced
3,327 (21%) are cirrhotic and 12,673 are non-cirrhotic (79%)

» Approximately 14% are thought to be unsuitable or intolerant to interferon
based
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therapy.

» Approximately 5,500 of those patients thought to be 'under treater care' are
currently

prescribed Hepatitis C treatment on an annual basis 14

Data on Hepatitis C disease prevalence indicates that patients are affected by
hepatitis C genotypes as follows3:

*45% are genotype 1;

+7.3% are genotype 2 (approximately 1,168 patients under treater care in England);
*43.8% are genotype 3;

*3.9% are genotype 4/5/6

Accordingly, clinician evidence (Appendix 2), is that the patients who will receive
treatment in accordance with the current Guidance are patients who have cirrhosis
and those who do not have cirrhosis but are eligible for a fully oral interferon-free
regimen (i.e. treatment experienced patients with GT2 and those GT2 and GT3
patients who are intolerant or ineligible for interferon). The best estimate we can
produce based on the above data constitutes approximately 800 additional patients
will satisfy these criteria following implementation of the current Guidance.

Those patients who are non-cirrhotic (the majority of patients under treater care) will
likely wait to commence treatment until fully oral interferon-free treatment options
become available shortly. Patients most likely to opt for treatment at this stage are
those with marked extra-hepatic symptoms or those with cirrhosis wishing to reduce
their risk of developing cancer during the time required to make all oral treatments
available.

Even if all cirrhotic patients under treater care came forward for treatment at this
stage (3,3272), this would not represent an increase in the total numbers of current
patients treated over a year (5.500)14

Evidence from experience following introduction of Protease Inhibitors

NHS England's statement that ‘hepatitis C management has depended on two
relatively low cost therapies, interferon and ribavirin’, is factually incorrect. Protease
inhibitors, boceprevir and telaprevir were approved by NICE for the treatment of
GT1 hepatitis C patients in April 2012 and represented a step change in
management of affected patients, (note, the drug acquisition cost of protease based
inhibitor regimens range from £22 872 through to £41,210). NHS England has not
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suggested that the introduction of these treatments required an extended period for
implementation or resulted in the increase in numbers of patients presenting for
treatment as is now suggested for sofosbuvir.

Evidence from Scotland

Sofosbuvir was appraised by the Scottish Medicines Consortium earlier in this year
with guidance issued in June recommending use in patients with genotypes 1 to 6.
Use in treatment-naive patients with genotype 2 is restricted to those who are
ineligible for, or are unable to tolerate, peginterferon alfa. Use of the 24-week
interferon-free regimen of sofosbuvir in combination with ribavirin in patients with
genotype 3 is restricted to those who are ineligible for, or are unable to tolerate,
peginterferon alfa (SMC Advice Number 964/14).

NHS Scotland has a very similar service structure to England and yet has been able
to implement broad access to sofosbuvir based regimens within 1 month of the SMC
decision to recommend use.

Based on Scottish Health protection data 201 3,4 Scotland has approximately 5100
patients under treater care of which in 2013, 1050 were treated. Since positive
Sovaldi SMC guidance in June of this year approximately XXXXXXX patients have
been initiated on treatment with Sovaldi based regimens over a six month time

period5. This means that the number of patients treated with a sofosbuvir based
regimen over this time period did not exceed the number of patients typically treated
over a 6 month period i.e. the availability of Sofosbuvir does not appear to have
driven the 2 to 3 fold growth in treatment that NHS England suggest. (Appendix 2)

The experience in Scotland has therefore confirmed that a substantial increase in
patients presenting for testing and treatment after implementation of this Guidance
is unlikely and provides no support for NHS England's concerns. Furthermore, in
circumstances where NHS Scotland was able to implement a similar
recommendation within a month of issue, the delay proposed by NHS England is
unjustified and wholly unacceptable.

In summary therefore, while there seems likely to be a substantial increase in
patients with chronic hepatitis C infection presenting for testing and treatment once
fully oral interferon-free regimens for the predominant non-cirrhotic category of
patients are available, Gilead is aware of no evidence which validates NHS
England's concerns regarding an increase in numbers following implementation of
this Guidance relating to sofosbuvir only, whilst having available substantial
evidence indicating the contrary position.

2.2 Need to establish a Hepatitis C network
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NHS England's position

NHS England state that there is a need to establish a Hepatitis C Network prior to
implementation with this involving the set up a series of centres with the staff and
the other resources and systems necessary to provide a multi-disciplinary team
(MDT) approach to care. They say in their letter of 19 November 2014:

"A Hepatitis C network model will be formally commissioned comprising
specialised centres with a caseload to develop and maintain expertise in the
treatment of the condition working in partnership with a range of providers
across the health and justice system. The Centres will encompass MDT
decision-making by experienced teams on the appropriateness of initiation
of treatment or continued surveillance of infected patients. MDT decision-
making by experienced teams will support selection of the optimal treatment
regimen for each patient. MDTs offer clinical and cost effective prescribing
of high cost drug treatments in accordance with NHS England policy/NICE
TAs. The network will support access to treatment services locally through
formal partnership and outreach models. This will optimise partnership
working and utilisation of local expertise in engaging hard to reach groups in
completing treatment programmes. NHS England would be required to
commission Hepatitis C Networks through a competitive procurement route.
This process would take about 9 months. A key part of the model is
partnership working and the preferred procurement model would be to allow
bidders additional time to develop their proposals jointly with others e.qg.
prison health, LAs efc.

Gilead's response

Whilst Gilead welcomes any opportunity to improve the current Hepatitis C service
model that may further enhance patient access and outcomes, the submission by
NHS England provides no evidence that the proposed Hepatitis C network is
required for the implementation of the current Guidance. In particular, whilst a more
sophisticated approach may be preferred in the context of the increase in the
number of patients with chronic Hepatitis C infection who would be expected to
present for testing and treatment after implementation of fully oral interferon-free
regimens for the non-cirrhotic group, Gilead believes there is no requirement for this
approach for the implementation of the current Guidance relating solely to
sofosbuvir - and NHS England has provided no evidence indicating that this would
be the case. Importantly we are not aware of any suggestion that implementing this
guidance under the current service framework would result in ineffective, unsafe
treatment.

Currently the majority of hepatitis C treatments (circa 80%) are managed by

Page 9 of 52






Confidential until publication

Consultee

Comment

Response

approximately 60 tertiary treatment centres across the UK.6 We are not aware of
any drug or alcohol services initiating hepatitis C treatment without affiliation to one

these tertiary centres®. (Appendix 2)

The current service has historically treated around 5,500 chronic hepatitis C patients
on an annualised basis 14

The following two main treatment options providing the standard of care’:

*Protease inhibitors telaprevir and boceprevir in combination with peginterferon
and
ribavirin for patients with genotype GT1 for 24 to 48 weeks dependent on
patient
profile and response.

*Peginterferon plus ribavirin (PEG-IFN + RBV) for GT 2 - 6 and GT1 where Pis
are
contra-indicated for 24 to 48 weeks.

Services are therefore already set up to initiate patients on complex therapies
involving direct-acting antivirals (DAAs) as well as PEG-IFN and RBV. In order
to initiate current NICE-approved therapies, centres already have in place:

» The ability to screen for drug - drug interactions (input from
speciality pharmacy)

*Understanding of resistance considerations for choice of DAA

+Ability to use on treatment measurements of response to guide
duration (Response guided therapy, RGT)

*MDT approach suitable for the prescribing of high cost drugs
(treatment with currently NICE approved combinations could cost
from £5,000 to £39,000)

*Throughout treatment patients must have regular appointments to
monitor viral load and safety. In particular Pis have been associated
with life- threatening skin reactions and anaemia meaning that rapid
referral to dermatology clinics needs to be in place and admissions
may be required to manage anaemia

The implementation of the current Guidance for sofosbuvir will have the following
impact on the Hepatitis C service and is further evidenced in Appendix 2:

1) Reduction in treatment duration of interferon based therapy from 24-48
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weeks down to 12 weeks for the majority of patients. The reduction of
treatment duration will free- up significant capacity as current treatments
require regular checks and interventions.

2) Reduction in time required to manage DDI and resistance profile due to an
improved safety and tolerability profile of sofosbuvir vs. majority of existing
treatments

3) No need for on treatment viral load testing and adjustments as duration of
therapy is ascertained at the start of treatment

Therefore for every patient treated it is anticipated that the service capacity required
will be substantially lower following the introduction of sofosbuvir. Furthermore,
there seems to be no basis for concluding that a service capable of delivering
treatment of currently NICE approved options safely and efficiently would not be
more than able to implement the current Guidance for sofosbuvir safely and
efficiently. NHS England has provided no evidence whatsoever to the contrary or
for its conclusion that the introduction of a Hepatitis C network is necessary before
the current Guidance for sofosbuvir may be implemented.

2.3  Service implications and sofosbuvir

There are no specific service implications for sofosbuvir. As described in section 2.2
above, treating patients with sofosbuvir based regimens will simplify treatment,
reduce pressure on the existing MDT service and significantly reduce impact on
current NHS service provision given. Compared with the existing protease inhibitor
standard of care sofosbuvir is associated with a:

«significantly lower duration of treatment (12 weeks vs. 24 to 48 wks down to 12)

*lower number of adverse events leading to increased hospital admissions (e.g.;
lower
risk of severe anaemia and severe rash) and outpatient stays

slower number of drug-drug interactions to manage

In addition there is no requirement for response-guided therapy with sofosbuvir.
Patients treated with current standards of care are managed using a response
guided therapy approach, where virologic response measured at specific on-
treatment time points is used to determine the likelihood of SVR and the required

treatment duration (Incivo SmPC8, Pegasys smPC9, Victrelis SmPC10, Viraferon

SmPC”). By comparison the high proportion of patients achieving both a rapid
virologic response (after 4 weeks of treatment) and an end of treatment response
means that on-treatment monitoring of HCV RNA and response-guided therapy are
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not required for sofosbuvir-based regimens. This will simplify patient management
considerably relative to standards of care and also reduce the need for frequent on-
treatment viral load monitoring and clinic visits.

The benefits of introducing sofosbuvir within the existing infrastructure are
supported by clinical bodies and Dr Michael Jacobs, on behalf of the Royal College
of Physicians and a clinical specialist in this appraisal, stated:

"... introduction of sofosbuvir would tend to simplify treatment regimes for chronic
HC V infections. Centres with experience in managing patients with Hepatitis C will
be able to deliver this intervention without additional training. There is a need to
improve accessibility of HCV treatment... and simpler treatment regimes are an
important component of this".

Furthermore, as indicated above, two new hepatitis C treatments (boceprevir and
telaprevir) were introduced successfully in 2012, without substantial additional
investment in infrastructure, supporting Gilead's case that no additional measures
are required in order to implement the current Guidance.

3 Impact of delaying implementation

Delaying access to sofosbuvir effectively prohibits those patients who are either
cirrhotic or have bridging fibrosis from accessing the best possible treatment now in
order to avoid the longer terms complications of this disease. These patients will
have no option but to commence treatment using current standards of care (which,
as outlined above, are less efficacious, more burdensome to patients and require
significant NHS resource given the treatment durations and adverse event profiles).
Each of these patients is exposed to an increased risk of liver cancer (approximately

6% per year12). This risk is reduced significantly if the HCV virus is removed to
around 1% per year12. The consequence of this is that for every month that these
cirrhotic patients continue untreated, approximately 40 people will develop a
preventable cancer that is likely to be incurable. Furthermore every non cirrhotic
patient who achieves an SVR is likely to avoid these future complications altogether.

The burden placed on these patients is unacceptable when sofosbuvir is available,
particularly as the cost of treating these negative patient outcomes far outweighs the
shorter term costs for this curative therapy and where sofosbuvir has been
demonstrated to be highly cost-effective (NICE provisional guidance). It should be
noted:

sLiver disease costs the UK National Health Service in excess of £500
million per annum, a cost that is rising by 10% annually13

*Hospital admissions for hepatitis C-related end stage liver disease and
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hepatocellular carcinoma have risen year-on-year, almost quadrupling
between 1998 and 201214

*Analysis of hospital statistics in England between 2011 and 2012, reveals
around half (10,691, 49%) of all recorded hospital admissions for hepatitis C
are non-elective (The Hepatitis C Trust. October 2013.). The average cost
of a non-elective in-patient admission, including both short and long stays, is
£1,436, excluding excess bed days, and £2,052 including excess bed

days.13

Importantly, delaying access for those patients who require treatment now
effectively increases future NHS service burden due to the effective 'warehousing' of
a significant proportion of patients who would otherwise seek treatment now. In
addition, the burden in terms of lifetime tertiary care follow up for patients (who have
either progressed to cirrhotic, decompensated cirrhotic or hepatocellular carcinoma
health states) should also be considered as there are potentially significant
secondary care resource efficiencies and financial savings to be made for the NHS
with the introduction of sofosbuvir.

In addition, we would like to highlight our concerns that the request from NHS
England to extend the implementation period for this Guidance is significantly at
odds with the NHS Five Year Forward Review within which Simon Stevens stressed
the need for 'getting serious about prevention' and the benefits that this can bring to

both patient outcomes and NHS resource over the longer term.19

Finally and for completeness, whilst we welcome any extension to the NHS England
interim access policy regarding access to sofosbuvir it should be noted that this
does not provide an appropriate substitute for prompt implementation of NICE
Guidance for sofosbuvir (and the 2013 Regulations do not indicate that it does).
NHS England's interim policy only covers treatment for those few hundred patients
who are already severely decompensated and for whom liver transplant is the only
available treatment option. There is no policy in place to treat those patients who
could actually avoid these negative outcomes associated with chronic liver disease
and reduce future service burden if they were offered treatment now. (i.e. in
particular the cirrhotic population and those with bridging fibrosis).

Conclusion

As stated in our introduction there have already been a number of delays in the
appraisal process for sofosbuvir and further delay to the actual implementation of
the final recommendations will cause avoidable harm to patients and increased cost
and burden on existing NHS resources.
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The reasons provided by NHS England to justify delay in implementation of the
current Guidance are unsupported by evidence and all information available to
Gilead indicates that they are factually incorrect.

While without disclosure of the evidence, if any, which has formed the basis for NHS
England's submissions, it is difficult for Gilead to respond to this consultation in a
comprehensive way, we believe that the concerns expressed by NHS England are
based on the predicted implications of the introduction of future treatment regimens,
which will permit fully oral interferon-free regimens for the wider majority of
Hepatitis C patients - and not on the implications of the implementation of the
current Guidance for sofosbuvir. This does not constitute a valid basis for extending
the period for implementation of Guidance in accordance with regulation 7(5) of the
2013 Regulations. In contrast to NHS England's assertions, available evidence
points to the fact that implementation of the current Guidance is very unlikely to
result in substantial numbers of additional patients and will relieve rather than add to
the existing burden on Hepatitis C services.

In these circumstances, in the absence of any robust evidence supporting NHS
England's request for delay and in the context of the presumption under the 2013
Regulations that Guidance will be implemented within the standard 90 day period,
Gilead believes that any delay in implementation of Guidance for sofosbuvir would
be procedurally unfair, unreasonable and disproportionate. Accordingly any such
delay will, in our view, be susceptible to legal challenge.

British Association
for the Study of the
Liver and the
British Viral
Hepatitis Group

Many thanks for allowing the British Association for the Study of the Liver (BASL)
and the British Viral Hepatitis Group (BVHG) to comment on the proposal to defer
the funding for sofosbuvir for patients with hepatitis C for a further 3 months (as
requested by NHS England (NHSE)). We would strongly suggest that this proposal
be rejected and detail our arguments below.

We fundamentally disagree with the requirement for an extension ‘to put in place the
resources and arrangements necessary to enable it to effectively implement the
recommendations’ (paragraph 6). The technology (Sofosbuvir) is less complex than
existing therapies in many regards — the lack of response-guided therapy,
significantly less toxicity and drug-interactions than presently utilized DAAs, shorter
course therapies with significantly better efficacies etc. We do not believe that any
significant extra training, staffing or infrastructure are required for existing treatment
centres to adopt this technology. We strongly believe that this technology could be
safely and effectively adopted immediately within the structures already in place.

Further to this we would argue that the issues raised by NHSE in paragraph 7 are

Comments noted. Following consideration of
comments received on the decision to amend the
deferred funding, the NICE Guidance Executive has
agreed to an extension to the deferred funding
period, to 31 July 2015, granted under section
7(5a)[ii and iii] of the National Institute for Health
and Care Excellence (Constitution and Functions)
and the Health and Social Care Information Centre
(Functions) Regulations 2013; the health
technology cannot be appropriately administered
until ‘certain health service infrastructure
requirements including goods, materials or other
facilities are, or other appropriate health services
resources, including staff are in place’. Please see
section 5 of the Final Appraisal Determination.
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not of relevance to the issue. There are indeed areas of complexity in the diagnosis
and care of hepatitis C, but this technology will partly relieve and alleviate these, and
we do not believe that a delay is therefore warranted or justifiable on these grounds.

In paragraph 8 we welcome NHSE’s stated intentions to develop more formalized
long-term networks for HCV care and treatment. However we would strongly argue
that these are not a pre-requisite for the implementation of this technology. There
are established and experienced treatment centres/networks already in place that
are suitable to allow the use of this technology within approved indications, and
already involve the partnerships discussed. Superimposed upon these are the
NHSE Sofosbuvir Early Access networks which cover the breadth of England and
have proven to function very effectively.

Similarly we would welcome the development of a database and dashboard as
stated in paragraph 9, but this is not a pre-requisite for delivery or commissioning of
this technology. The criteria of who are most in need of earlier treatment and who
could have treatment deferred clinically are already well established. All centres
already utilise such criteria and have systems to ensure that patients remain under
surveillance and recall. Furthermore we find it hard to understand how delaying an
evidence-based cost-effective intervention to establish a dashboard to provide
evidence of a ‘reduction in harm’ is logical, when a significant percentage of cirrhotic
patients will progress to hepatocellular carcinoma as a result of such delays
(Cardoso et al., J Hepatology 2010; Alazawi et al., Aliment Pharmacol Ther 2010).

We disagree with the comment that ‘providers have stated they would need to
increase staff resources’ (paragraph 10). It is probable that there will be an increase
in demand but we view this as within the capacities of the existing treatment centres
and networks. We believe the estimates of potential numbers provided by NHSE to
be excessive. The standard of care in many countries is now all-oral DAA therapy
(often based of Sofosbuvir) and many patients and clinicians will continue to
warehouse patients until such therapies become available. We believe that more
realistic total treatment estimates would be 6000 to 8000 patients per annum. Such
an increase in demand and treatment should be welcomed - an increase in patients
cured will result in decreases in episodes of future hepatic decompensation, the
development of hepatocellular carcinoma, and the need for liver transplantation — as
confirmed in the NICE analysis of this technology.

We are unclear in which way NHSE believes that this technology ‘will fundamentally
change how we treat those affected’ (paragraph 11). Sofosbuvir is a very significant
advance but the changes to treatment- and care-pathways are modest and in most

regards less significant than the previous introduction of telaprevir and boceprevir
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(which were easily instituted within existing treatment centres and networks). We
also do not understand NHSE’s assertion that sofosbuvir ‘may be used
inappropriately’, as this technology would only be utilized within NICE approved
criteria - the NICE process has been robust and the conclusions reached have been
evidence-based.

NHSE'’s confirmation of the continuation of the Sofosbuvir Early Access Programme
(paragraph 12) is welcome. However the concern of clinicians is those patients who
fail to meet the inclusion criteria of this programme but have very significant risks of
progressing from significant fibrosis to decompensation and/or the development of

hepatocellular carcinoma during the proposed extension of the period of deferment.

In summary the strongly held views of BASL/BVHG on the 4 principal reasons
presented by NHSE are that:

a. The task & finish group’s work is not required for the effective
implementation of this technology, or compliance with NICE-approved indications
and guidance.

b. Any increase in demand would be containable within the existing
infrastructures and networks, and indeed would ultimately be welcomed to prevent
further complications related to hepatitis C and consequent future costly demands
upon healthcare resources. We do not agree that such potential increases would
place service provision under ‘inappropriate levels of stress’ or result in ‘sub-optimal
treatment decisions’.

C. Fully established networks would be welcomed but are not a pre-requisite
for this, or similar, technologies. The staff and resources required are already in
place and are prepared to utilise this technology safely and effectively.

d. A national database and dashboard are not in any way pre-requisites for
this technology.

In fact the only issue we can determine in the implementation of this technology is
budget impact — which is not a criterion upon which NICE can consider deferment.
We do not believe that any issues related to the potential increase in patient
numbers or the establishment of a more formal network amount to a substantive
argument that requires further consideration

It is our view that any delay in implementing this clinically- and cost-effective
treatment is not necessary, and would have a detrimental impact upon patients.
Therefore BASL/BVHG would strongly urge NICE to reject this proposal for deferred
funding.
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British Society of
Gastroenterology

The British Society of Gastroenterology view is that there is no valid reason to
impose further delay on the approval of Sofosbuvir by NICE.

The Societies view is that the rationale put forward by NHS England is flawed and
will both deny patients at high need therapy and only defer both clinical activity and
cost with an even larger potential impact on clinical teams and budgets when
approval is granted.

It is disappointing that NHS England have chosen this route. They have a very
engaged clinical community linking via the Clinical Reference Group and a highly
active patient group (the Hepatitis C Trust) with which to interact. All of those
partners are fully aware of the immediate challenges NHS England faces with
affordability of the new drugs for hepatitis C and that the current NICE guideline will
rapidly be superseded by all oral therapy for hepatitis C. In this context we would
anticipate that only patients with a pressing need for treatment would wish to take up
Sofosbuvir, interferon and ribavirin based treatment at this time. This will limit the
budget impact and the service implications. Further active dialogue with the clinical
and patient communities by NHS England would have confirmed this.

There is also an important principle of the independence of NICE which needs to be
taken into account and the view from the British Society of Gastroenterology is that
there would need to be very cogent arguments to set a precedent for delay of
implementation of NICE judgements, we do not believe this to be the case here.

We set out below the specific areas of concern raised by NHS England and the
British Society of gastroenterology response.

As set out in the letter from NICE the deferred funding period is 3 months unless
one of the following conditions applies:

a. The health technology cannot be appropriately administered until training is in
place;
b. The health technology cannot be appropriately administered until certain

health service infrastructure requirements including goods, materials or other
facilities are in place;

C. The health technology cannot be appropriately administered until other
appropriate health services resources, including staff, are in place;

d. The health technology is not yet available in England.

Our understanding is that NHS England wish to delay implementation on the basis
of points b and ¢ above.

Comments noted. Following consideration of
comments received on the decision to amend the
deferred funding, the NICE Guidance Executive has
agreed to an extension to the deferred funding
period, to 31 July 2015, granted under section
7(5a)[ii and iii] of the National Institute for Health
and Care Excellence (Constitution and Functions)
and the Health and Social Care Information Centre
(Functions) Reqgulations 2013; the health
technology cannot be appropriately administered
until ‘certain health service infrastructure
requirements including goods, materials or other
facilities are, or other appropriate health services
resources, including staff are in place’. Please see
section 5 of the Final Appraisal Determination.
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NHS England states:

“NHS England has confirmed that the treatment of hepatitis C is a priority and notes
that ‘the most recent national estimates suggest that around 160,000 adults are
chronically infected with hepatitis C (HCV) in England in 2012. Current numbers of
patients treated are estimated at 5,000 per year in England - 3% of those currently
infected but this will increase rapidly. The CRG (Clinical Reference Group) Hepatitis
C sub group have estimated that 10-15,000 people per year may come forward
seeking HCV treatment..

NHS England considers that the arrangements for the care of people living with
hepatitis C are complex, involving ‘many components of care delivery in different
health settings. Commissioners involved in the diagnostic and treatment hepatitis C
pathway include ‘NHS England Specialised services, Health and Justice, Public
Health England, Local Authorities and Clinical Commissioning Groups and Primary
Care.’ It considers that the availability of sofosbuvir, and the potential for other
treatments to follow, will challenge these arrangements and so it wishes to establish
a ‘task and finish group’ to ‘bring together those involved in commissioning services
involved in the Hepatitis C pathway to clarify responsibilities and to agree a coherent
set of priorities’. It anticipates that this group will complete its work by the end of
March 2015 and that the actions which arise from it will be implemented in the
2015/16 financial year.”

The British Society of Gastroenterology responds:

There is no controversy at all as to clinical priorities for treating patients with
hepatitis C with a broad clinical consensus that those with significant liver disease
and those who have failed previous therapy and who fit within the NICE guidance
should receive therapy as the initial priority. To delay treatment for these groups is
unreasonable and runs the risk of patients developing decompensated cirrhosis and
cancer with their associated costs, morbidity and mortality which would be avoided
in the very significant proportion who will be cured of their HCV infection with
Sofosbuvir based therapy. The principle of the task and finish group is strongly
supported by the British Society of gastroenterology with a clear remit to consider
other groups who may be at a lower clinical priority and decide a further roll out of
treatment based on affordability and benefit. The short-term availability of non-
interferon containing regimens mean that the uptake of sofosbuvir, interferon and
ribavirin in other patient groups at lower short term risk of serious liver disease
related adverse events will be relatively low.

NHS England states:

NHS England intends to commission a series of ‘Hepatitis C Networks’, consisting of
specialist centres which will each manage a caseload of patients, working in
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partnership with other providers of care in the NHS and in the justice system. The
initiative would provide a centralised resource for patients whose care ‘occurs as an
adjunct to the delivery of other services including HIV, drug and alcohol, sexual
health and prison health services, as well as from within gastroenterology and
specialist hepatology services’. Each centre will have a multi-disciplinary care (MDT)
team which will ‘support selection of the optimal treatment regimen for each patient.
NHS England estimates that it will take 9 months to establish these centres, with the
process allowing for candidates to build partnerships with NHS, local government
and prison health services.

The British Society of Gastroenterology responds:

NHS England has already commissioned hepatitis C networks for the Early Access
Programme, MDTs are in place with strong links to the services mentioned by NHS
England above. The EAP has shown both that the care delivery via these networks
is effective and outcomes are excellent. There is no practical reason why the
existing centres cannot broaden their remit and take on assessment of patients in
those higher risk groups referred to previously. The British Society of
Gastroenterology remains in full support of the further development of hepatitis C
treatment networks in the future.

NHS England states:

NHS England also intends to establish a database to ‘support development of a
national database of treatment and collection of outcomes to inform future treatment
and commissioning of clinically effective care. It argues that the slow development of
liver diseases means that some patients don’t need immediate treatment, on clinical
grounds, but that any decision to delay treatment would need to be supported by
‘robust surveillance and recall systems which are not yet in place’. It says that ‘a
national Dashboard is already being developed for 2015/16 that will provide
evidence of the reduction in harm from increased treatment of hepatitis C’ but gives
no other information about how long it might take to fully implement its plans.
systems necessary to provide a multi-disciplinary team approach to care.

The British Society of Gastroenterology responds:

Patients have already elected to delay treatment in significant numbers through
shared decision making and all treating centres have details and local recall
systems to ensure such patients can re-engage when more effective therapy is
available. There is no need for a national database to enable this particular
immediate function and indeed the prospect of rolling out such a national database
to all treating centres is a major undertaking which would seem unlikely to be
complete and fully functional in the medium term. A far more realistic approach is to
again utilise the existing database used to monitor outcomes of therapy in the EAP,
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HCV UK. This has been highly successful and would fulfil the immediate need.
NHS England states:

‘historic low uptake of both testing and treatment means that providers have stated
they would need to increase staff resources particularly specialist pharmacy and
nurse specialist support in order to treat the expected increase in demand’.

The British Society of Gastroenterology responds:

We do not agree that the historic rate of testing is low. The Health Protection
Agency data show that testing has improved immensely in the past 5 years and now
runs consistently at about 10,000 per annum and it is likely that more than 50% of
infected people have been identified. Treatment rates were increasing up to the
time that new treatments came on the horizon when patients more frequently chose
to defer therapy. It is therefore incorrect to suggest treatment rates are low because
of lack of capacity in the treatment system. In addition, Sofosbuvir treatment for
most patients initially will involve interferon therapy but this is for a 12 week period
only. As stated earlier, the numbers of patients who will chose to take therapy is
likely to be relatively small. The existing staff currently providing therapy are well
used to managing interferon related side effects which are not added to by the use
of Sofosbuvir. The average duration of interferon based therapy currently is around
30 weeks across all genotypes. Cutting this to 12 weeks per patient means that
automatically the capacity to treat patients with the same medical and nursing
infrastructure will increase. This means without any additional infrastructure we
could increase treatment numbers to cope with the initial demand, pending the
outcome of the task and finish group and further NHS England investment in
treatment delivery infrastructure to meet the future demand they refer to.

British HIV
Association and
British Association
for Sexual Health
and HIV

The British HIV Association (BHIVA) represents health-care professionals and
community members involved in the care of people living with HIV-infection
including those coinfected with HIV. The British Association for Sexual Health and
HIV (BASHH) membership includes medical practitioners, other healthcare workers,
scientists and epidemiologists working in sexual health. The Advisory Committee
had access to the BHIVA Guidelines for the management of hepatitis viruses in
adults infected with HIV (HIV Medicine (2013), 14 (Suppl. 4), 1-71) and members of
BHIVA and the British Association of Sexual Health and HIV (BASHH) were involved
in the original sofosbuvir consultations.

BHIVA and BASHH strongly disagree with the NHS England request to defer
funding of sofosbuvir, and the rationale on which this request is based, for the

Comments noted. Following consideration of
comments received on the decision to amend the
deferred funding, the NICE Guidance Executive has
agreed to an extension to the deferred funding
period, to 31 July 2015, granted under section
7(5a)lii and iii] of the National Institute for Health
and Care Excellence (Constitution and Functions)
and the Health and Social Care Information Centre
(Functions) Regulations 2013; the health
technology cannot be appropriately administered
until ‘certain health service infrastructure
requirements including goods, materials or other
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following reasons:

The role of sofosbuvir in hepatitis C management and the need for this new
agent has been agreed — this is simply a request to delay access to an
approved drug

Concerns regarding hepatitis treatment networks are unfounded since NHS
England has already 'designated' viral hepatitis treatment centres and most
regions have responded by creating new networks or strengthening those
already in place. The sofosbuvir expanded access programme (EAP)
demonstrated clearly the effectiveness of these networks and that the
infrastructure required to start using sofosbuvir is already in place.

There is a huge need for sofosbuvir and there will undoubtedly be some
increase in prescribing activity but this does not necessarily translate to an
over-burdening of staff and services. Most of the patients currently in need
already access specialist services on a regular basis for monitoring and
management of complications. Those patients who are still being treated
with the limited options we have available require frequent visits for
additional monitoring, symptom control, dose adjustment and prescribing of
complex supportive treatments. We have the capacity to manage complex
patients and complex treatments so we also have the capacity to manage
increased prescribing of a shorter, simpler and better tolerated treatment
such as sofosbuvir.

Any short-term increase in clinic/staff time (and we emphasise that we
believe the service we represent have the structure, flexibility and capacity
to manage this) will be more than counterbalanced by a reduction in
monitoring and complications.

We disagree with the notion that making sofosbuvir available would
increase numbers coming forward to test for HCV. For HIV-infected
patients in the UK, about 90% have already been tested for HCV (UK CHIC
Cohort, unpublished data) and guidelines suggest annual testing.

The uptake of sofosbuvir treatment, as per the draft guidance, would not be
as high as projected by NHSE; most patients with mild liver disease would
prefer to wait for IFN-free therapy. It would be unjustifiable to delay therapy
for those with more severe forms of liver disease (Metavir F3/F4) any
further. In the context of HIV co-infection these patients would be at
significant risk of disease progression in the next 6-9 months.

We would welcome the development of a dashboard and database but do
not accept that this should in any way delay access to sofosbuvir. Most
clinics already have very robust monitoring and recall systems, particularly
for patients with advanced liver disease (as evidence by the rapid and
efficient uptake of sofosbuvir within the EAP). To put patients at risk of harm

facilities are, or other appropriate health services
resources, including staff are in place’. Please see
section 5 of the Final Appraisal Determination.
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while insisting on systems to measure reduction in harm seems counter-
intuitive at best. There are a significant number of patients who did not quite
meet the criteria for the EAP who will progress rapidly.

= Since the sofosbuvir EAP closed in November 2014 we have no access to
treatments outside of those already approved for use. This leaves non-
genotype-1 patients and 19 generation protease inhibitor failures NO
ALTERNATIVE TREATMENT OPTIONS. To delay access to sofosbuvir
when there is simply no other option for many patients is unethical and
unsafe. Whilst we applaud the NHSE for promising to re-institute expanded
access to treatment for the sickest patients (de-compensated cirrhosis,
Child-Pugh B/C), this still leaves many with advanced fibrosis ‘at risk’ whilst
we delay therapy further and may require more to have access to IFN-free
therapy when the programme gets underway after the delay because IFN
would be contraindicated in those having progressed to CP-B/C disease or
having had a de-compensation event.

= Boceprevir and telaprevir are associated with a high risk of adverse events
resulting in extra visits, extra treatment, excess cost and suboptimal patient
experience. In addition they are licensed only for genotype-1 infection
leaving no available DAA for patients infected with other genotypes

= Patients are at risk of disease progression while access is delayed. Patient
co-infected with HIV and hepatitis C experience a faster rate of disease
progression and we believe that to condemn patients. Particularly those with
already advanced liver disease, to further delay is simply unacceptable.

» Interactions between hepatitis C drugs and drugs used to treat HIV and HIV-
related co-morbidities are complex and potentially dangerous. Sofosbuvir
has minimal interaction potential including no interactions with HIV drugs so
will reduce complexity, improve safety and increase access to hepatitis C
therapy for co-infected individuals.

The group would also like to confirm its endorsement of the comments that are
being submitted by Mr | | || B} I on behalf of HIV i-Base.

We strongly urge NICE to reject the notion of delaying implementation of this very
important guidance and stay with the time-lines promised so that we can prevent
harm to vulnerable groups of patients, especially those with HCV/HIV co-infection.

British Liver Trust

Liver Disease a Priority?

The NHS Outcomes Framework 2014/2015, Domain 1 — Preventing people from
dying prematurely, prioritises liver disease as an improvement area and
acknowledges that liver disease is a major cause of death. This is also reflected in

Comments noted. Following consideration of
comments received on the decision to amend the
deferred funding, the NICE Guidance Executive has
agreed to an extension to the deferred funding
period, to 31 July 2015, granted under section
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the Public Health Outcomes Framework 2013- 2016 (4.6).'

Public Health England’s Hepatitis C Annual Report" highlighted that hospital
admissions from hepatitis C-related end stage liver disease have risen from 608 in
1998 to 2,390 in 2012, while deaths have risen from 98 in 1996 to 428 in 2012. Liver
transplants first registrations, where post-hepatitis C cirrhosis was an indication for
transplant, have quadrupled from 45 in 1996 to 188 in 2013.

Therefore the British Liver Trust contends that if liver disease is a stated priority then
all interventions that address this improvement area should be mandated for
funding, especially when the ‘cure’ rates (sustained viral responses) as
demonstrated with new hepatitis C treatments are high.

Justifiable Reasons for Funding Exemption?

The Secretary of State" and the Health and Social Care Act 2013 set the deferred
funding period for a NICE technology appraisal at 90 days from its issue.

This has been iterated in the Explanatory Memorandum to the National Institute for
Health and Care Excellence (constitution and functions) and the health and social
care information centre (functions) regulations 2013". Regulation 7 makes ‘provision
that requires the NHS Commissioning Board, clinical commissioning groups and,
with respect to their public health functions, local authorities to comply with a NICE
technology appraisal recommendation following a direction of the Secretary of
State.’

This regulation also underpins the NHS Constitution” right to “drugs and treatments
that have been recommended by NICE technology appraisal guidance for use in the
NHS, if your doctor says they are clinically appropriate for you.”

A requirement to fund treatments recommended by NICE technology appraisal
guidance previously applied to primary care trusts. This provision reflects the
Government commitment to replicate the effect of the funding direction in the new
NHS structures.

It is the position of the British Liver Trust having analysed NHS England’s arguments
that there are no viable reasons for an extension to this mandatory 90 days. We
would emphasise that:

1. Sofosbuvir is both a clinically and cost-effective intervention for the
treatment of hepatitis C" and has met the NICE TAs affordability criteria.

7(5a)[ii and iii] of the National Institute for Health
and Care Excellence (Constitution and Functions)
and the Health and Social Care Information Centre
(Functions) Reqgulations 2013; the health
technology cannot be appropriately administered
until ‘certain health service infrastructure
requirements including goods, materials or other
facilities are, or other appropriate health services
resources, including staff are in place’. Please see
section 5 of the Final Appraisal Determination.
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2. The resources and arrangements for safe delivery of treatment are already
in place as a result of the availability of telaprevir and boceprevir. Both these
interventions have been funded by the NHS since they received NICE TA
approvals in early 2012.

It is therefore not the case that ‘Until last year the treatment of hepatitis C has
depended on a combination of two relatively low cost drugs — interferon and
ribavirin’.

3. There is considerable experience in the clinical trial use of sofosbuvir and
other new hepatitis ¢ treatments to ensure robust utilisation.

4. Sofosbuvir has been used in excess of 500 patients since the publication of

the interim commissioning policy in April 2014™ by specialised centres that
have effectively monitored sofosbuvir’ s availability.

Therefore the British Liver Trusts contends that NHS England’s arguments do not
satisfy the exemption criteria as defined in paragraph 2b and c of NICE’s
consultation document and that the mandatory funding of 90 days should be upheld.
It is of great concern that lives will be lost if NHS England are allowed to delay
treatment with sofosbuvir any longer.

Department of
Health

Ministers strongly believe that clinically and cost effective drugs should be available
to patients who will benefit. However, we also recognise that the new hepatitis C
treatments are expected to lead to a significant increase in the numbers of patients
presenting for treatment, which could have significant service implications.

We agree with NICE’s assessment that NHS England has put forward a valid case
for deferring the funding period to allow time to prepare for and put in place the
necessary systems and mechanisms to implement NICE’s recommendations
effectively. It is important to note that Ministers’ support for the proposed extension
is on the understanding that NHS England will use this interim period to prepare and
implement, from the end of July, an active programme to ensure that eligible
patients are able to access these drugs promptly according to their clinical need.

Clearly, it is also vital that patients at urgent need of treatment should not be denied
treatment during this interim period. It will be important that NHS England’s interim
plans for the period prior to August 2015 ensure that patients with the greatest need
can continue to access appropriate treatment without undue delay.

Comments noted. Following consideration of
comments received on the decision to amend the
deferred funding, the NICE Guidance Executive has
agreed to an extension to the deferred funding
period, to 31 July 2015, granted under section
7(5a)[ii and iii] of the National Institute for Health
and Care Excellence (Constitution and Functions)
and the Health and Social Care Information Centre
(Functions) Regulations 2013; the health
technology cannot be appropriately administered
until ‘certain health service infrastructure
requirements including goods, materials or other
facilities are, or other appropriate health services
resources, including staff are in place’. Please see
section 5 of the Final Appraisal Determination.
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Haemophilia The Haemophilia Society were very pleased to hear that NICE had recommended Comments noted. Following consideration of
Society Sofosbuvir for a variety of genotypes and circumstances. comments received on the decision to amend the

We are very concerned to hear that NHS England had requested an extension to
the usual 3 month funding period.

We accept the arrangements for people living with hepatitis C are complex, however
there does not appear to be sufficient evidence to suggest that NHS England could
not, if it chose to do so implement the funding for Sofosbuvir using existing
treatment pathways for patients already identified as having hepatitis C.

The evidence provided by NHS England tell us that

L the Task and finish group will be completed by the normal deferred
funding period. This should not be a reason for delay
L NHS England anticipate a substantial increase in patients seeking active

treatment, due to public awareness campaigns. If NHS England do not
start public awareness campaigns until they are fully resourced to deal
with new diagnosis and returning patients, this risk could be mitigated
allowing current patients access to treatment immediately through
their existing treatment pathways, placing a moderate increased
burden on NHS staff who currently treat people with hepatitis C, which
should be manageable.

[l NHS England wish to test assumptions on the long term cost
effectiveness of treatment via a new Network. This is not within the remit
of NHS England as NICE have undertaken an HTA

M NHS England require a dashboard and national database. This is a
reasonable and positive step, but should not be a reason to delay
treatment. Data can be collected from first prescription for
retrospective entry into a database. For the bleeding disorder
community data could potentially be collected via the National
Haemophilia Database to enable accurate collection from day one and
later transferred to any specific hepatitis C database.

NICE state that they should be cautious and sure of its judgement before requiring
NHS England to provide services it does not consider it can provide, or provide
safely and efficiently. NHS England does not believe it has in place the
arrangements it considers necessary to provide Sofosbuvir. There is nothing to
suggest Sofosbuvir cannot be provided safely, so the argument must be on
the ground of efficiency, with careful consideration of public campaigns and
record keeping it is not unreasonable to expect NHS England to provide an
efficient service to enable immediate access to Sofosbuvir for patients already

deferred funding, the NICE Guidance Executive has
agreed to an extension to the deferred funding
period, to 31 July 2015, granted under section
7(5a)[ii and iii] of the National Institute for Health
and Care Excellence (Constitution and Functions)

and the Health and Social Care Information Centre
(Functions) Regulations 2013; the health
technology cannot be appropriately administered
until ‘certain health service infrastructure
requirements including goods, materials or other
facilities are, or other appropriate health services
resources, including staff are in place’. Please see
section 5 of the Final Appraisal Determination.
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in the treatment pathway and gradually expand services and resources to
meet demand as it increases over time.

You also ask if a decision to extend the deferred funding period until 31 July 2015
could have any adverse impact on people with a particular disability or disabilities.
The Haemophilia Society believes a delay in access to treatment would have a
significant adverse impact on the haemophilia and other bleeding disorder
patient population who have a diagnosis of hepatitis C. Every patient from this
community who has hepatitis C was infected via their NHS treatment between
1970 and 1991 and so have had chronic hepatitis for a minimum of 23 years.
The World Health Organisation states A significant number of those who are
chronically infected will develop liver cirrhosis or liver cancer. Of those with chronic
HCYV infection, the risk of cirrhosis of the liver is 15-30% within 20 years. In light of
this there is a strong possibility that that more people with haemophilia and
other bleeding disorders will progress from chronic hepatitis to cirrhosis or
liver cancer during the delayed funding period. These people will not be
eligible for treatment under NHS England interim commissioning policy until
their disease has progressed. If treatment were prescribed with no delay they
may be prevented from progressing to the advanced stage of hepatitis C.

Additionally we would ask NICE and NHS England to consider that for the
haemophilia and bleeding disorder patient population, once a patient has
progressed to requiring a liver transplant their requirement for Factor
replacement treatment cost would significantly outweigh the costs of treating
the wider haemophilia and bleeding disorder hepatitis C infected patient
population with Sofosbuvir immediately.

In conclusion The Haemophilia Society do not believe NHS England has
provided sufficient evidence to justify an extension of the deferred funding
period and that NICE should reject this application.

Hepatitis C Trust

Background

1. Under Regulations1 made under the Health and Social Care Act 2013,
NICE is required to specify, in the guidance that results from a
technology appraisal, the period within which the funding necessary to
enable its recommendations to be applied must be made available (the
‘deferred funding period’).

Comments noted. Following consideration of
comments received on the decision to amend the
deferred funding, the NICE Guidance Executive has
agreed to an extension to the deferred funding
period, to 31 July 2015, granted under section
7(5a)[ii and iii] of the National Institute for Health
and Care Excellence (Constitution and Functions)

' “The National Institute for Health and Care Excellence (Constitution and Functions) and the Health and Social Care Information Centre (Functions) Regulations

2013
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(Responses in bold)The Hepatitis C Trust is already extremely
perturbed that budgetary impact has turned ‘within’ three months to
‘no earlier than’ three months. This is a subversion of the intention of
the Act. We fully believe that the requested delay would prevent
anyone accessing the new technology for a full six months.

2. This deferred funding period is 3 months unless one of the following
conditions applies:

a.

The health technology cannot be appropriately administered until
training is in place;

This does not apply as Sofosbuvir plus peginterferon/ribavirin
is less complicated to administer than either Telaprevir or
Boceprevir plus peginterferon/ribavirin which is the current
standard of care for genotype 1 patients and therefore
routinely administered

The health technology cannot be appropriately administered until
certain health service infrastructure requirements including goods,
materials or other facilities are in place;

Telaprevir or Boceprevir plus peginterferon/ribavirin which is
the current standard of care for genotype 1 patients is
currently routinely administered. Networks will provide a better
system but are clearly not a requirement for this particular
technology

The health technology cannot be appropriately administered until
other appropriate health services resources, including staff, are in
place;

Telaprevir or Boceprevir plus peginterferon/ribavirin which is
the current standard of care for genotype 1 patients is
currently routinely administered. Sofosbuvir is less complex
then Boceprevir or Telaprevir and allows for shorter duration
treatment so there will be significant extra capacity in the
current system

The health technology is not yet available in England.

It is available

3. NICE has completed its appraisal of sofosbuvir, which has a marketing
authorisation for the treatment of chronic hepatitis C, in combination with

and the Health and Social Care Information Centre
(Functions) Regulations 2013; the health
technology cannot be appropriately administered
until ‘certain health service infrastructure
requirements including goods, materials or other
facilities are, or other appropriate health services
resources, including staff are in place’. Please see
section 5 of the Final Appraisal Determination.
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4.

other medicines. The Final Appraisal Determination will be released to
consultees, for appeal, in December. It recommends the use of sofosbuvir in
specified circumstances (Appendix A).

The text in italics is taken from the letters to NICE from NHS England
(Appendix B).

Request to vary the deferred funding period from NHS England

5.

NICE has received a request from NHS England (Appendix 2) to extend the
deferred funding period. The request has been made in the context of a
likely significant demand for treatment, and the knowledge that a number of
other treatments, currently being appraised by NICE, may become available
during 2015. NHS England has confirmed that the treatment of hepatitis C is
a priority and notes that ‘the most recent national estimates suggest that
around 160,000 adults are chronically infected with hepatitis C (HCV) in
England in 2012. Current numbers of patients treated are estimated at
5,000 per year in England - 3% of those currently infected but this will
increase rapidly. The CRG (Clinical Reference Group) Hepatitis C sub
group have estimated that 10-15,000 people per year may come forward
seeking HCV treatment’.

As far as we are aware the CRG estimate is for interferon-free therapy
which is such a game-changer for patients that significantly increased
demand is likely. This appraisal on the other hand considers mainly
Sofosbuvir plus peginterferon/ribavirin. Given the imminent arrival of
interferon-free therapy we cannot conceive of such a level of demand
for this technology. Only those likely to need or particularly want
treatment now are likely to come forward. As per 2c above there will
anyway be extra capacity in the existing system.

NHS England considers that it needs more time than the standard 3 month
period allows in order to put in place the resources and arrangements
necessary to enable it to effectively implement the recommendations in the
appraisal.

NHSE has known of this technology for at least 18 months.

NHS England considers that the arrangements for the care of people living
with hepatitis C are complex, involving ‘many components of care delivery in
different health settings. Commissioners involved in the diagnostic and
treatment hepatitis C pathway include ‘NHS England Specialised services,
Health and Justice, Public Health England, Local Authorities and Clinical
Commissioning Groups and Primary Care.’ It considers that the availability
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of sofosbuvir, and the potential for other treatments to follow, will challenge
these arrangements and so it wishes to establish a ‘task and finish group’ to
‘bring together those involved in commissioning services involved in the
Hepatitis C pathway to clarify responsibilities and to agree a coherent set of
priorities’. It anticipates that this group will complete its work by the end of
March 2015 and that the actions which arise from it will be implemented in
the 2015/16 financial year.

NHSE is right about the complexities of care for people with hepatitis
C. However, the delivery of this technology and the need for a delay do
not involve commissioners of diagnostics nor do they involve
upcoming technologies. Commissioning is happily centralised in
specialist commissioning and health and justice. We are delighted that
the Task and Finish Group has been established but the fact that the
arrangements it recommends (for example improved pathways) will
not start being introduced until 2015/6 will ensure that treatment
numbers remain low during the period for which this delay is sought.
This is therefore a good argument against the need for delay.

8. NHS England intends to commission a series of ‘Hepatitis C Networks’,
consisting of specialist centres which will each manage a caseload of
patients, working in partnership with other providers of care in the NHS and
in the justice system. The initiative would provide a centralised resource for
patients whose care ‘occurs as an adjunct to the delivery of other services
including HIV, drug and alcohol, sexual health and prison health services,
as well as from within gastroenterology and specialist hepatology services’.
Each centre will have a multi-disciplinary care (MDT) team which will
‘support selection of the optimal treatment regimen for each patient. NHS
England estimates that it will take 9 months to establish these centres, with
the process allowing for candidates to build partnerships with NHS, local
government and prison health services.

We strongly welcome the establishment of networks which we
consider will improve access to treatment and the best possible care
under expert supervision for patients. They will be badly needed when
a whole range of new technologies becomes available over the next
two years. Here we are discussing a delay for one new technology that
will largely replace a more complicated treatment regimen so it cannot
be argued that this is needed for this technology. Even were networks
to be essential for this technology, NHSE has had a proposal for these
networks (the service specification) for a year and it has still not been
signed off by CPAG. It would be unconscionable that patients should
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10.

11.

be made to wait simply because NHSE has dragged its feet.

NHS England also intends to establish a database to ‘support development
of a national database of treatment and collection of outcomes to inform
future treatment and commissioning of clinically effective care. It argues that
the slow development of liver diseases means that some patients don’t
need immediate treatment, on clinical grounds, but that any decision to
delay treatment would need to be supported by ‘robust surveillance and
recall systems which are not yet in place’. It says that ‘a national Dashboard
is already being developed for 2015/16 that will provide evidence of the
reduction in harm from increased treatment of hepatitis C’ but gives no other
information about how long it might take to fully implement its plans.

A database is essential. It is quite extraordinary and unacceptable that
this does not exist. For years, high cost drugs for hepatitis C have
been commissioned without any data requirements. NHSE has known
about the impending arrival of even more expensive drugs and is still
only ‘intending’ to establish a database. Apparently NHSE considers
this very important now that it wants a delay but until now has not
considered it important enough to do anything about. Patients cannot
be asked to wait for reasons like this.

NHS England argues that ‘historic low uptake of both testing and treatment
means that providers have stated they would need to increase staff
resources particularly specialist pharmacy and nurse specialist support in
order to treat the expected increase in demand’. No indication of the number
of staff involved has been provided, although they appear to be associated
with the proposed network centres.

Yet again, what on earth has testing got to do with it? Testing is not
suddenly going to increase because of this TA. As stated in 5 above
there is no expected increase in demand for this technology. Even if
there were, there will be extra capacity amongst specialist nurses
because of the shorter treatment duration. We cannot comment on
specialist pharmacy but would want to see evidence of this.

NHS England concludes its case for a variation to the deferred funding
period by stating that it ‘believes that the introduction of new Hepatitis C
treatments will fundamentally change how we treat those affected. However,
in order to ensure that the services we provide are both fit for purpose and
can deliver these new treatments that ensure best outcomes for our patients
we feel it is imperative that we are given sufficient time to implement the
strategy outlined above before we are required to fund drugs that may be
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12.

used inappropriately and to ensure systems are in place to collect outcomes
data to inform future.

Interferon-free therapy will indeed fundamentally change how we treat
people. This technology is not interferon-free. This delay is requested
for a particular technology not ‘new treatments’.

NHS England has confirmed that it will continue to approve the use of
sofosbuvir for those in immediate and urgent need of treatment during the
deferred funding period. This will happen under the terms of the interim
commissioning policy which is currently in place.2

We are delighted to hear this and wish to applaud NHSE for its Early
Access Scheme which has undoubtedly saved lives (and as it happens
money).

Consideration of the request

13.

NHS England has set out 4 principal reasons why it considers a variation to
the deferred funding period is justified:

a. The need to complete the work of the ‘task and finish’ service
redesign group.

This is not necessary for the current technology

b. A substantial demand for treatment with sofosbuvir, which it
anticipates will increase further, as patients who have not sought
active treatment in the past will come forward, and which will be
increased further by new patients identified through public
awareness campaigns and screening of high risk groups, which
have either been initiated or which are planned.

There is no evidence for this and, while interferon remains part
of treatment extremely unlikely. What new public awareness
campaign is being planned for the next 6 months? This is the
best kept secret in the NHS. Opt-out testing in prisons will
increase diagnosis as it gets rolled out over the next two years.

c. The need to establish a Hepatitis C Network, which will involve
setting up a series of centres with the staff and the other resources
and systems necessary to provide a multi-disciplinary team

2 Interim Clinical Commissioning Policy Statement: sofosbuvir + daclatasvir/ledipasvir +/- ribavirin for defined patients with Hepatitis C. NHS England
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14.

15.

16.

17.

approach to care.

This is important for ‘new treatments’ but not necessary for
this one

d. The establishment of a national database and dashboard to monitor
and support individual care.

This is important but not necessary and could easily have been
put in place when hepatitis C treatment became part of
specialised commissioning two years ago.

NHS England does not refer to the incremental budget impact of treating
patients with sofosbuvir. Estimates of this vary because it is not clear how
many patients will come forward for treatment. In addition, although it
cannot be a specific consideration in this decision, the widening of treatment
options, should forthcoming appraisals of other new treatments for hepatitis
C have positive outcomes, will lead to increasing numbers of patients
seeking and receiving treatment.

The Hepatitis C Trust objects in the strongest possible terms to any
attempt to introduce budget as a factor. If we are going to change our
healthcare resource allocation model to one based on the arbitrary
consideration of this year’s budget, then this should be debated
nationally, preferably through an election manifesto. Either NICE has a
mandate to decide resource allocation or it doesn’t.

NHS England is clearly concerned about its ability to make sofosbuvir
available in the way it considers necessary for planned, efficient and
properly audited care. It has advised NICE that ‘an end date of August 2015
fits in with (our) timescales to support implementation’.

In considering the argument for establishing the Network, NHS England say
that they intend to ... test some of the assumptions on the long term cost
effectiveness of treatment and the impact this has on current costs in the
acute sector of treating Hepatitis related liver failure’. NICE does not agree
that any further analysis of the cost effectiveness of the use of sofosbuvir is
required and its consideration of the case for extending the deferred funding
period takes no account of it.

The argument for a delay, based on the need to establish a national
database and dashboard is not supported by a timescale. In addition, it
appears that the dashboard component is, in any event, already being put in
place. The consequences of not having the database at the same time as
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18.

19.

20.

21.

22.

the dashboard are not made clear.

The work of the task and finish group is likely to be completed within the
normal deferred funding period.

NHS England’s case for an extension to the deferred funding period
therefore needs to be considered against criteria b) and c) as set out in
paragraph 2, above. It is clear that criterion d), the non-availability of the
technology, does not apply. It is possible that criterion a), relating to the
need to provide training, may also apply to staff working the proposed
Network centres. However, the substance of the case for delay appears to
relate to the organisational and staffing arrangements for the Network.

The question as to whether an extension to the deferred funding period is
warranted appears to turn on whether either, or a combination of a
substantial volume of patients seeking access to sofosbuvir, and the need to
establish the Hepatitis C Network (with or without the database and
monitoring function) amount to a substantive argument. Patients who
consider that they can benefit from treatment now, supported as they may
well be by their clinicians, may not wish to wait for treatment even though
they may recognise the benefits of their care being part of a nationally-
networked service. NHS England, on the other hand, will argue that it has a
responsibility to manage its resources efficiently in the interests of both
current and future patients.

It is clear that sofosbuvir marks a step change in the treatment available to
patients with hepatitis C. NICE has recommended its use, with some
restrictions because it is clinically and cost effective. Having done so, the
Institute should be cautious about introducing any delay in patients gaining
access to treatments from which they may benefit. However, it should also
avoid placing the NHS in a position of confronting a significant tide of
expectation from patients for access to care which they do not feel equipped
to provide. That would risk sub-optimal treatment decisions and may place
current service provision under an inappropriate level of stress.

The responsibility for securing care for the NHS in England rests with NHS
England. NICE should be cautious and sure of its judgement before
requiring NHS England to provide services that it does not consider that it
can provide, or provide safely and efficiently. In effect, NICE would have to
conclude that NHS England was mistaken. NHS England has indicated that
it does not currently have in place the arrangements that it considers
necessary for sofosbuvir to be provided. Its position, in setting out what it
believes it needs to do to put the necessary arrangements in place, has
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credibility. NICE should be wary of substituting its judgement for NHS
England’s in this respect and so it therefore proposes to grant an extension
to the deferred funding period until 31 July 2015, under criteria b) and ¢) in
paragraph 2 above.

The Hepatitis C Trust strongly opposes a delay for all the detailed
reasons given above. We believe that no single justification presented
by NHSE holds up to scrutiny. We therefore believe that the real
reason is that NHSE fears it cannot afford the ‘new drugs’. We believe
this fear is unjustified in the case of Sofosbuvir and that the demand
for an interferon-containing regime will be nowhere near what NHSE
has indicated and will be affordable. Unfortunately this TA comes
against the backdrop of a need to make savings to the specialised
budget. While we have every sympathy for the difficulties NHSE finds
itself in, we cannot let hepatitis C patients get picked on in this way.
This is a largely marginalised population who have been consistently
under-prioritised (that we treat just 3% each year is a scandal) and it is
hugely ironic that NHSE is seeking to delay introduction of a
technology that offers very high rates of cure. This is not a technology
that prolongs life by a few months or is merely palliative. It cures
people. For good.

In summary:
1. There is no evidence this delay is necessary

2. Delays cannot and must not be granted for budgetary reasons

HIV i-base

Thank you for the opportunity to comment on the request by Public Health England
(PHE) or an extended time for the sofosbuvir approval process.

We would like to express concern for any further delay and would therefore register
an objection to allowing this extension.

1) There has already been sufficient time for PHE to prepare for use of sofosbuvir.

The timeline both development of new drugs and the approval process itself has
been not only well publicised but keenly followed by patients, doctors, nursing staff
and presumably other NHS departments. The i-Base submission for sofosbuvir
approval highlighted the urgent need by people living with hepatitis C and especially
for those coinfected with both HIV and HCV. Further delays to this essential new
medicine are not acceptable.

Comments noted. Following consideration of
comments received on the decision to amend the
deferred funding, the NICE Guidance Executive has
agreed to an extension to the deferred funding
period, to 31 July 2015, granted under section
7(5a)[ii and iii] of the National Institute for Health
and Care Excellence (Constitution and Functions)
and the Health and Social Care Information Centre
(Functions) Regulations 2013; the health
technology cannot be appropriately administered
until ‘certain health service infrastructure
requirements including goods, materials or other
facilities are, or other appropriate health services
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2) There is no logical way that patients who already have a clearly unmet need will
be helped by a further delay in access, even when PHE suggest that continued use
may be possible.

The level of need for sofosbuvir, detailed in earlier submissions, is not only
acknowledged by PHE but is recognised as being one that will be taken up
immediately. The solution to a pressing demand for a new medicine cannot be
helped by further delay in access.

3) We are concerned that a simpler treatment is being blocked based on an
unjustified fear of a "potential challenge". NHS England appear to be
overcomplicating the issues related to similar treatment in order to avoid providing
better treatment.

Health care support needed to prescribe sofosbuvir is significantly more simple than
current treatment. It will require less intensive support and care than previous
treatment. The treatment period is shorter and the treatment itself has far fewer side
effects and other complications.

We believe that PHE are over-stating and over complicating the need for staff
training. Our experience is that clinics, certainly for people with HIV/HCV coinfection,
are already well-prepared to provide wider access and that this approval process is
in fact the rate-limiting step.

4) Availability of additional new medicines should also not be a reason to delay
access to current new options.

If, and when, new drugs become available, the situation may or may not be different
based on cost and price. This will continue to be a moving target for several years. It
is not reasonable to force patient to continue with suboptimal treatment options
because of hoped for future medicines. European treatment guidelines already
recognise DAA combinations as the standard of care.

5) Patients should not be made to wait further while NHS England develop new
services. If NHS England are falling behind in their timeline for planning, this should
not be an excuse to change the standard regulatory timeline for drug approval.

6) Broader access to effective treatment is not dependent on establishing a new
network for aftercare. The data supporting the effectiveness clearly argue against
this suggestion.

An end date of August 2015 is completely unacceptable. PHE and NICE should be
ashamed to be suggesting this.

In summary, we are concerned at further extension to the predetermined timeline for

resources, including staff are in place’. Please see
section 5 of the Final Appraisal Determination.
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Liver4Life While we understand that NHS England may not be able to put in place its plan for Comments noted. Following consideration of
HCV Networks, and its ‘task and finish’ plan, and appears to be concerned that the comments received on the decision to amend the
introduction of Sofosbuvir will make the treatment of HCV more difficult, we would deferred funding, the NICE Guidance Executive has
like to disagree. agreed to an extension to the deferred funding

period, to 31 July 2015, granted under section
The development of Sofosbuvir will mean that the treatment of people affected by 7(5a)lii and iii] of the National Institute for Health
HCV will be simpler to treat, not more difficult. This will be due to the reduction in and Care Excellence (Constitution and Functions)
side effects, and also the reduction in the treatment period. and the Health and Social Care Information Centre
(Functions) Regulations 2013; the health

From a patient perspective, NHS England’s plan to delay the implementation will teciqr]ol?tgy Cﬁnn% be apprqpfrlatetly atdmlmstered
cause additional stress to individual patients, who have been waiting for this until ‘ce alr][ .eal dgerwce :jn ras rtuc_ulre th
treatment to be released. The treatment of HCV does not just remove the risk of ][eq_llJ_![_remen S mc;ﬁ Ing gooas, Taherl?tf? or other
onward transmission and halt the progression of liver disease, but can be a point of rzgguuracsezr?r’wca[]gingers?:f?r:rzniﬁ ?)Iai:’ PISeear;g:(:Ze
change for patients to also change the way they live their lives. section 5 of the Final Appraisal Determination.
We also feel that the existing clinical structure of the NHS can deliver the treatment
without delay. The existing structure currently offers triple therapy to all available
patients, and this treatment is more difficult to manage than Sofosbuvir treatment,
and therefore we strongly disagree with the proposed delay in making this treatment
available.
Finally we feel that this may be about the cost implications to NHS England’s 2015
budget, rather than the ability of the NHS to deliver Sofosbuvir safely and effectively.
The majority of hepatologists have been waiting for these drugs for many years, and
are keen to use them, as the benefits to patients are obvious. We believe NHS
England is worried about the number of treatments offered in the first year, rather
than the impact it will have on patients and their families.

NHS England In October 2014 NHS England wrote to you requesting a waiver on the 90 day Comments noted. Following consideration of

implementation of the NICE TAs for Sofosbuvir (mainly in conjunction with pegylated
interferon) (ID654), and for Simeprevir (in conjunction with pegylated interferon and
ribavirin) (ID668). Since then there have been a number of changes in the progress
of new drugs for treating hepatitis C, and in the agreement of NHS England interim
policies. There have also been further discussions with the clinicians on the Clinical
Reference Group HCV subgroup. In the light of these changes NHS England would
like to provide further information in support of a waiver for the NICE TA on
Sofosbuvir.

comments received on the decision to amend the
deferred funding, the NICE Guidance Executive has
agreed to an extension to the deferred funding
period, to 31 July 2015, granted under section
7(5a)[ii and iii] of the National Institute for Health
and Care Excellence (Constitution and Functions)
and the Health and Social Care Information Centre
(Functions) Regulations 2013; the health
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NHS England has, since the previous letter, approved an interim policy document
for the use of simeprevir in conjunction with pegylated interferon and ribavirin, for
introduction early in 2015. This policy has dealt with the concerns about the
introduction of this drug, and there is no longer a need to delay implementation of
NICE TA ID668.

NHS England still believe that a delay in implementation of NICE TA ID654
(Sofosbuvir) is required to allow necessary infrastructure to be put in place to ensure
equity of access to treatment and quality of care. This is in accordance with the
requirements of the Health and Social Care Act 2012 and The National Institute for
Health and Care Excellence (Constitution and Functions) and the Health and Social
Care Information Centre (Functions) Regulations 2013. b. The health technology
cannot be appropriately administered until certain health service infrastructure
requirements including goods, materials or other facilities are in place;

NHS Capacity to deliver implementation of the guidance

Although the new drugs for treating hepatitis C infection are less toxic than earlier
regimens, selecting the most appropriate agents and course length remains highly
complex. It is therefore important that expert clinicians are involved in prescribing
decisions (while maintaining local delivery of care). NHS England is committed to
putting appropriate systems in place to ensure that patients get the best quality of
care, which we believe will be best provided by a combination of a network model
and clinical guidelines. The networks will encompass MDT decision-making by
teams experienced in the treatment of hepatitis C and in the appropriateness of
initiation of treatment or continued surveillance of infected patients. MDTs including
experienced clinicians will support the best quality of clinical care, and allow the
most clinically and cost effective prescribing of high cost drug treatments in
accordance with NHS England policy / NICE TAs. These innovations will take some
time to develop and implement.

The network model will also ensure better equity of access. Many patients with
chronic hepatitis C infection come from marginalised groups who do not engage well
with health care, and there is a risk that without proper structures in place a
significant proportion of patients in need will not get access to care. Mechanisms are
needed to encourage outreach and engagement with patients outside traditional
health care settings: these will be much easier to set up as part of formal clinical
networks than with uncoordinated local commissioning. It is recognised that
treatment with new drugs could be introduced without such systems, but this is likely
to disadvantage many patients.

At the same time NHS England recognises that there is a substantial group of
patients (mainly but not exclusively those with cirrhosis) who run the risk of serious
harm if treatment is delayed. Patients with compensated HCV-related cirrhosis have

technology cannot be appropriately administered
until ‘certain health service infrastructure
requirements including goods, materials or other
facilities are, or other appropriate health services
resources, including staff are in place’. Please see
section 5 of the Final Appraisal Determination.
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a significant risk of developing hepatocellular carcinoma, or decompensated liver
disease; this risk can be reduced dramatically by successful antiviral treatment. By
these means patients at greatest need will get rapid access to the best possible
therapy, while a delay in implementation of NICE guidance will allow systems to be
put in place to provide the most equitable and effective treatment for those patients
who have less severe disease and so less urgent need for treatment.

The procurement advice to NHS England is that a competitive procurement route
would be required to commission Hepatitis C Networks. This process would take
about 4 to 5 months to complete. A key part of the model is partnership working and
the preferred procurement model allows bidders the opportunity to develop their
proposals jointly with others e.g. DGHs, prison health, LAs etc. The network
proposal includes costings to support the need to increase core staff and to facilitate
network partnerships and co-ordination of care.

As you will know, there IS a range of very promising developments in the treatment
of hepatitis C expected in the near future, and we do have a concern that
implementation of all new treatments should be managed holistically so as to leave
clinicians with a coherent set of guidelines covering the full range of new and
existing treatments, rather than being potentially distorted by the order in which
products come to market. We are concerned that there are potential ethical
difficulties if we cannot take an overview of all available and soon to be available
treatments. We would suggest that the availability of additional new treatments
which are known to be coming to market, and the associated policy and decision
making clinical networks, amounts to “health service infrastructure” without which
implementation of a recommendation for Sofosbuvir in isolation would be
problematic.

In order to ensure that the services we provide are both fit for purpose and can
deliver these new treatments that ensure best outcomes for our patients we feel it is
imperative that we are given sufficient time to implement the networks outlined
above, before we are required to fund drugs that may otherwise be used
inappropriately (having regard in particular to the need for specialist expertise and
the imminent arrival of further new treatments for hepatitis C). This will also ensure
systems are in place to collect outcomes data to inform future clinical practice. We
are not making a case not to commission Sofosbuvir or Simeprevir prior to your
recommendation taking effect. In recognition of the delay in implementation
publication of the guidance if the waiver is granted NHS England will expect to have
interim policies in place from April 2015 to cover key patient groups. In summary
NHS England will:

* Fast track for approval the service specification allowing the formation of clinical
networks for the management of hepatitis C infection, and take the steps necessary
to implement the specification within the 2015-16 year;

* Fast track for consideration by April 2015 for approval of an interim policy
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document (currently under development) to provide oral antiviral therapy to all
cirrhotic patients (plus a small number with severe non-hepatic complications of
HCV);

* Bring together as soon as possible a clinical body that will publish (non - statutory)
clinical guidance to ensure the populations with the greatest need receive early
treatment and that all patients receive the most appropriate and cost-effective
therapy. This will incorporate both NICE guidance and any published NHS England
interim clinical policies; and

» Implement the NICE TA ID654 on Sofosbuvir within 180 days of publication of the
guidance, allowing treatment to be expanded to a wider group of patients. NHS
England requests that NICE:

* Agree to a waiver in the implementation of NICE TA ID654 as previously
requested; and

* Include reference in their TA to the clinical guidance produced on behalf of NHS
England to ensure that as far as possible all clinicians follow a national standard of
care.

These proposals have the full support of the NHS England Clinical Reference Group
subgroup on hepatitis C infection.

NHS England
Clinical Reference
Group

Thank you for asking for my comments on the NHS England application for a
deferral of implementation of the NICE Technology Appraisals (TA) for simeprevir
and sofosbuvir. The CRG HCV subgroup has discussed this request at some
length. While there is some variation in detail of opinion, not one of the clinicians on
the group supports the request for a delay in either TA.

It is important when considering these NICE TAs to remember that they deal almost
entirely with interferon-based therapy. Adding sofosbuvir or simeprevir to pegylated
interferon is certainly a step forward, but it is not the paradigm change that all-oral
regimens have brought to treatment in some other countries. A significant
proportion of patients who are eligible for treatment under these two NICE TAs may
well opt instead to wait for more effective and more tolerable regimens, and the
demand is unlikely to be as high as has been suggested.

Simeprevir

Simeprevir is perhaps the more straightforward of the two drugs to deal with.
Simeprevir plus pegylated interferon and ribavirin (Sim/P/R) is a regimen whose
time has largely come and gone. There are relatively few patients (perhaps a few
hundred across the country) for whom this treatment is still appropriate (although
some of the expert clinicians on the subgroup do not believe that it has any
application at all now). These are patients with relatively mild disease due to
genotype 1 or 4 virus, who have made an informed decision not to wait for more
tolerable and effective oral treatments. The HCV subgroup submitted an interim
policy document to NHS England in May 2014 recommending the use of Sim/P/R

Comments noted. Following consideration of
comments received on the decision to amend the
deferred funding, the NICE Guidance Executive has
agreed to an extension to the deferred funding
period, to 31 July 2015, granted under section
7(5a)lii and iii] of the National Institute for Health
and Care Excellence (Constitution and Functions)
and the Health and Social Care Information Centre
(Functions) Reqgulations 2013; the health
technology cannot be appropriately administered
until ‘certain health service infrastructure
requirements including goods, materials or other
facilities are, or other appropriate health services
resources, including staff are in place’. Please see
section 5 of the Final Appraisal Determination.
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(at which point uptake may have been greater); this interim policy has now finally
been approved by NHS England and should be implemented soon. The policy
allows use of Sim/P/R in patients with genotype 1 (not genotype 4) infection, in
accordance with the simeprevir licence. It is therefore similar to the NICE TA,
except for the g4 indication.

The main argument from NHS England for an extension of the NICE
implementation period from 90 to 180 days is that it will take this time for systems to
be put in place to deliver Sim/P/R treatment. Given that uptake for this regimen is
likely to be low, and for those patients in whom it is used it will be a direct
replacement for telaprevir/P/R or boceprevir/P/R (both of which have longer
courses and more side effects than Sim/P/R) we do not envision any difficulty for
current providers in delivering the new treatment immediately. NHS England have
already approved a policy very similar to the NICE TA, to be delivered through
existing systems, so it is puzzling that they do not think that the NICE TA can be
delivered through the same route.

The HCV subgroup was not unduly concerned about the clinical impact of a delay
in implementation of the simeprevir TA because of the NHS England interim policy
allowing its use (and the view of some members that it should not be used at all).
However for a small group of patients with genotype 4 infection (almost exclusively
Egyptian) a deferral would mean further delay in access to therapy. Genotype 1
patients (largely Caucasian) would be eligible for treatment now, while the genotype
4 patients would face a wait of several months.

Sofosbuvir

The arguments around sofosbuvir and pegylated interferon (plus or minus ribavirin)
— Sof/P/R — are more complex. As with Sim/P/R many patients, especially those
with mild disease, may choose to wait until all-oral regimens are available.
However patients with stable cirrhosis, who are at risk of decompensation or
hepatocellular carcinoma, may decide (after discussion with their clinicians) that it is
better to have treatment now than delay. This is especially true for those with
genotype 3 infection. There is therefore more urgency to get availability for this
combination, and there is currently no interim policy to supply it through NHS
England (apart from the highly restricted early access programme for sofosbuvir
plus ledipasvir in decompensated liver disease). It is difficult to predict the number
of patients who will opt for treatment with Sof/P/R rather than waiting, but it will not
be nearly as many as the 15 000 quoted by NHS England (this figure was based on
an estimate of the number that might come forward for all-oral treatment).

NHS England have requested a delay in implementation on the ground that it will
be impossible to get a delivery system for Sof/P/R in place within 90 days of the
NICE TA publication, but it will be possible in 180 days. This proposed delivery
system is based on the idea of a centrally-commissioned service run through
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networks of specialist providers. The majority of the clinicians on the HCV
subgroup remain of the opinion that the best way to deliver hepatitis C services in
England is indeed through this network model. However this is not the only model
of delivery, and is certainly not an absolute requirement for getting treatment to
patients. The members of the HCV subgroup believe that current resources and
delivery systems are adequate to provide safe and effective treatment for those
patients who will opt for treatment with Sof/P/R.

The HCV subgroup submitted a completed proposal for a HCV Service
Specification to NHS England (including the establishment of the network model) in
December 2013. This specification remains under consideration by NHS England,
and has yet to be approved. The HCV subgroup has asked why, if it is thought to
be essential for service delivery, this specification has not been approved and
adopted already.

Sof/P/R is a regimen that will have limited appeal to many patients, who will wish to
wait for all oral treatment. It may however be life-saving for some people who have
cirrhosis, and are at risk of rapid disease progression without treatment. A further 3
month delay may have a significant effect on the outcome for a small group of
patients. This is amplified by the fact that many clinicians have held off treating
some of these patients for many months already in anticipation of NICE approval of
the new drugs. Given that the clinicians on the HCV subgroup can see no practical
difficulty in delivering the treatment straight away (accepting that the current model
is not the one that most would ideally like to see in place), and that there is no
guarantee from NHS England that a better system will be put in place in the near
future, there is a strong argument for making these drugs available as soon as
possible, and not delaying further.

In summary, the unanimous view of the clinicians on the HCV subgroup (made up
of representatives from the HPB and ID CRGs) is that:

Sof/P/R is an important new therapeutic choice, and may be life-saving for a small
number of patients;

Sim/P/R may be useful in a minority of patients with mild disease;

Current services will be able to deliver these treatments safely and effectively to the
number of patients likely to opt for the new interferon-based regimens;

There are no grounds (under the terms of the Health and Social Care Act 2013) for
NICE to delay implementation of its guidance beyond the 90 day period specified.

Positively UK

Positively UK is responding to the application from NHS England for an extension to

Comments noted. Following consideration of
comments received on the decision to amend the
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the deferred funding period for sofosbuvir in chronic hepatitis C.

While we fully understand the reasoning set out by NHS England, we do not
support their case and believe there is evidence to support ‘fast-track’ access to
sofosbuvir for key populations. Our arguments are as follows:

NHS England cite the introduction of the Dashboard and Database.
However the Dashboard will go live by March 2015 the time sofosbuvir
would be available. The Database will require longer and there is no
timeframe set for this, nor, knowing the trouble with introducing new IT
systems, that a database will be in place by the estimated time of late
2015. We are also of the opinion that awaiting the introduction of a
database should not negatively impact upon achieving the optimum health
of people with Hepatitis C.

NHS England cite the need to implement a Hepatitis C Network Model.
There is no indication that this will improve patient care for those already
tapped into care, and waiting could detrimentally impact upon the health
of key populations with Hepatitis C.

Awaiting the implementation of a Hepatitis C Network Model is
contradictory to the argument to defer funding for sofosbuvir. One case
made by NHS England is that there will be increase in demand and this will
impact up capacity, however it is also clear that there are hard-to-reach
groups and it will take the establishment of the network and time to reach
these populations. Again this should not negatively impact against those
already accessing care and treatment for Hepatitis C.

We understand provider capacity may be an issue that needs addressing.
However we believe this can be addressed by introducing a ‘fast-track’
mechanism and would ensure key groups receive access to key groups.
We define these groups as:

o Patients with advanced liver disease e.g. liver fibrosis and NHS
England also recognises the need to support this cohort

We would further add

o People co-infected with HIV; there is evidence that co-infection

deferred funding, the NICE Guidance Executive has
agreed to an extension to the deferred funding
period, to 31 July 2015, granted under section
7(5a)[ii and iii] of the National Institute for Health
and Care Excellence (Constitution and Functions)

and the Health and Social Care Information Centre

(Functions) Regulations 2013; the health

technology cannot be appropriately administered
until ‘certain health service infrastructure
requirements including goods, materials or other
facilities are, or other appropriate health services
resources, including staff are in place’. Please see
section 5 of the Final Appraisal Determination.
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with HIV and Hepatitis C damages the immune system and faster
liver disease progression

o Gay men and people who use drugs who are disproportionately
affected by Hepatitis C

o Patients where current treatments are having a detrimental impact
on either or both physical and mental well-being. This cohort can
be identified by the consultant currently providing care and we
believe that the patient and healthcare are best placed to
determine this

We make the recommendations based on ensuring we promote the best well-
being of patients | with Hepatitis C and obtain optimum health outcomes without
delay. We are also aware that progression to advanced liver disease for some
cohorts may be rapid and that treatment is less effective in administered late;
people co-infected with HIV are particularly affected with accelerated liver disease.
The consultant must have the ability to treat the patient with sofosbuvir now, or
opt for another treatment as they come online.

Finally we need to consider of issues of treatment as prevention and the
disproportionate burden upon the gay community and people who use drugs of
Hepatitis C. In treating these patients, we will reduce the onward transmission of
Hepatitis C. Finally we must consider the potential impact of Pre Exposure
Prophylaxis, (PrEP). Although PrEP is still in the trial stages there are calls for a
rapid implementation following the success of trials in the UK. Implementation of
PrEP will result in a cohort of predominantly gay men using treatment as
prevention over condom use, and this again will increase the risk of transmission of
Hep C within the gay community.

Royal College of
Pathologists

"It is disappointing that NHS England has to apply for a deferral in the
implementation of a NICE recommendation. There are in existence many
Hepatology centres and networks within England that are able to deliver interferon
based therapy efficiently to patients. It is difficult to see why additional effort over 9
months is required to set up the necessary infra-structure to implement a NICE
recommendation, which is still largely based on a combination therapy of the new
drug sofosbuvir with interferon/ribavirin with a limited number of patients eligible for

Comments noted. Following consideration of
comments received on the decision to amend the
deferred funding, the NICE Guidance Executive has
agreed to an extension to the deferred funding
period, to 31 July 2015, granted under section
7(5a)ii and iii] of the National Institute for Health
and Care Excellence (Constitution and Functions)
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interferon free therapy. The need for setting up a database is acknowledged, but this
should not take up to 9 months to set up. We believe that the new service provision
could be set up at a much shorter time frame. There should also be an interim plan
to continue to allow patients with advanced disease to be prioritised for access to
the new drug without waiting for the whole infra-structure to be set up."

and the Health and Social Care Information Centre
(Functions) Reqgulations 2013; the health
technology cannot be appropriately administered
until ‘certain health service infrastructure
requirements including goods, materials or other
facilities are, or other appropriate health services
resources, including staff are in place’. Please see
section 5 of the Final Appraisal Determination.

Royal College of
Physicians

The RCP is grateful for the opportunity to respond to the above consultation. In
doing so, we have liaised with our experts in gastroenterology, hepatology,
infectious diseases and genito-urinary medicine. We would like to make the
following general and specific points as well as endorsing the submission of the
British Society of Gastroenterology (BSG).

General comments (also submitted to the similar request regarding simeprevir
in combination with peginterferon alfa and ribavirin for treating genotypes 1
and 4 chronic hepatitis C [ID 668])

We believe that a range of contributory factors means that NHS England
Specialised Commissioning is facing huge financial issues and is therefore not able
to afford the services it has taken on. Hepatitis C presents a particular problem.
New treatments are available which are highly effective, demonstrably cost-effective
yet unaffordable - the introduction of sofosbuvir, simeprevir, and daclatasvir has
already caused significant issues in the US.

It is our opinion that NICE is likely to recommend the use of these drugs as:

. the treatments are highly cost effective (preventing the development of very
costly liver disease)
. ‘affordability’ does not fall under NICE remit.

However, the NICE consultation on sofosbuvir has already been extended twice and
there have been very significant changes made between the first and the second
ACD. The final TA has still not been published (the original date was September).

A waiver has now been requested on the implementation period for the NICE
guidance for sofosbuvir and for simeprevir - increasing it to 180 days from
publication. This request has been made on the grounds that the introduction of the
new therapies is not clinically possible without the establishment of formal clinical

Comments noted. Following consideration of
comments received on the decision to amend the
deferred funding, the NICE Guidance Executive has
agreed to an extension to the deferred funding
period, to 31 July 2015, granted under section
7(5a)[ii and iii] of the National Institute for Health
and Care Excellence (Constitution and Functions)
and the Health and Social Care Information Centre
(Functions) Regulations 2013; the health
technology cannot be appropriately administered
until ‘certain health service infrastructure
requirements including goods, materials or other
facilities are, or other appropriate health services
resources, including staff are in place’. Please see
section 5 of the Final Appraisal Determination.
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networks defined by a national service specification. Our experts do not agree with
this stance for several reasons:

Simeprevir - the case of simeprevir is the more straightforward than sofosbuvir.
NHSE has approved (and indeed has fast-tracked) a policy for the use of simepreuvir,
which will be in place by late December 2014. This policy essentially allows the
same use of simeprevir as the NICE TA, with the exception of use in genotype 4
virus (which makes up a tiny fraction of cases in England). If this policy can be
introduced immediately without the need for a service specification then we see no
reason why the NICE TA should be delayed. We are aware that NHSE have had the
proposed service specification since December 2013. The specification has not
been approved to date, and we do not feel it any more likely to be in place at 180
days than it is at 90 days. If the specification is considered essential for the
development of new treatments we wonder why this has not been given greater
priority?

Sofosbuvir - The situation with the sofosbuvir TA is more complicated, yet many of
the same points above apply. Overall, we are unaware of any expert clinical opinion
that says that the NICE TA could not be implemented immediately, using available
resource. We therefore do not see this as a valid reason for delaying the
implementation of NICE guidance on these drugs.

It is important to set these issues in the context that we are already lagging behind
much of the developed world in our treatment of HCV. The disputed NICE TAs are
still for interferon-based combinations, which have been in widespread use in the
US for at least 6 months. NICE will not be reporting on interferon-free regimens
(which are the standard of care in many countries) until the middle of next year.

Specific comments

The introduction of sofosbuvir does mark a significant advance in the treatment of
chronic hepatitis C infection. However, the current NICE consultation relates to
treatment with sofosbuvir in combination with pegylated interferon (with a few
exceptions for subgroups of genotype 2 and 3 disease where it is recommended
without interferon). This is very different from the paradigm shift in treatment seen in
the United States and a number of other European countries, where for some time
treatment has been available using sofosbuvir in combination with other potent oral
anti-viral drugs such as simeprevir and daclatasvir. These all-oral treatments are
better tolerated, simpler to administer, and have generally better success rates than
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regimens that still rely on sofosbuvir in combination with interferon.

The estimate of 15 000 patients being treated annually quoted by NHS England is
made in the context of all-oral therapy being available, and is likely to be a
significant over-estimate if the only treatment available still includes interferon.
(Many physicians and patients will choose not to take up treatment with Sofosbuvir
as part of an interferon-containing regimen, and will choose to wait for all oral
therapy). The true figure is difficult to estimate, but is probably 6 -8 000 patients per
year (compared with a historical rate of about 5 000 per year). Course length
for sofosbuvir-containing regimens is shorter than for previous treatments (with
pegylated interferon/ribavirin +/- 1st generation protease inhibitors), and side effects
are dramatically reduced. The amount of clinical input for each patient will therefore
be significantly reduced, and it is likely that existing treatment services will in general
be able to cope with the predicted level of treatment demand that would follow
implementation of the Sofosbuvir NICE TA.

One particular group of patient will gain significant benefit from treatment under this
NICE TA: patients with advanced liver damage due to hepatitis C genotype 3
infection. Published and ongoing studies demonstrate that the addition of
Sofosbuvir to interferon and ribavirin, including treatment of patients who have failed
prior dual therapy with interferon and ribavirin, will result in a high cure rate for
patients with established cirrhosis. Successful treatment will prevent liver failure,
reduce the risk for liver cancer, and substantially reduce the need for liver
transplantation in this population. Delaying treatment by contrast will result in
avoidable harm to a proportion of these patients. The availability of sofosbuvir for
treatment of hepatitis C genotype 3 infection represents the first improvement in
treatment for the last 15 years.

The best way of delivering a high quality service for patients with hepatitis C
infection is through managed networks based around specialist centres. The formal
proposal for a Service Specification based on this principle was submitted to NHS
England in December 2013, and remains under consideration. The request for
deferral by NHS England is in part predicated on the assumption that this Service
Specification is accepted and prioritised by CPAG, and that specialised centres will
be commissioned and functioning by August 2015. In fact, there is no certainty that
it will be approved by the Specialised Commissioning Oversight Group (SCOG).
Even if the Service Specification is eventually approved it is unlikely to be done in
time for the 2015-16 commissioning round, and NHS England have made it clear
that new services will only be commissioned ‘in year’ in exceptional circumstances.
The request for deferral of sofosbuvir treatment on the grounds that a reliable and
functioning new delivery structure will be in place by August 2015 is therefore based
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on a series of assumptions and aspirations rather than by fact.

NICE will judge the request for deferral on four specific criteria. The responses to
these are as follows:

a. The health technology cannot be appropriately administered until training is in
place;

All the centres likely to be using sofosbuvir plus pegylated interferon have been
treating patients with pegylated interferon in combination with ribavirin, boceprevir,
and telaprevir for some considerable time. They therefore already have staff trained
and experienced in the use and monitoring of interferon and ribavirin. Sofosbuvir
has very few significant side effects or drug-drug interactions (certainly fewer than
the 1st generation protease inhibitors), and many of the centres will already be using
sofosbuvir under the early access programme. For those centres that do not have
previous experience of sofosbuvir the additional training required will be minimal.

b. The health technology cannot be appropriately administered until certain health
service infrastructure requirements including goods, materials or other facilities are
in place;

As discussed above, all treatment for hepatitis C infection would be better managed
through clinical networks. This would allow for universal quality standards, equity of
access, and better data collection. However, there is no absolute requirement for
these networks, and there is as yet no guarantee from NHS England that it will
commission them anyway. Some informal networks already exist, the current
system of treatment delivery is adequate (at least in the short term), and the
absence of universal clinical networks should not prevent the most urgent patients
from receiving treatment as soon as possible.

c. The health technology cannot be appropriately administered until other
appropriate health services resources, including staff, are in place;

Given the estimated level of demand for the treatment regimens covered by the
NICE TA (i.e. predominantly sofosbuvir in combination with pegylated interferon),
the shorter courses of these regimens compared with first generation protease
inhibitors, and the relative simplicity of monitoring patients on sofosbuvir compared
with other drugs, the current levels of human resource and facilities should be
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adequate to deliver the proposed treatments. Approximately 5 000 patients per year
are being treated successfully with far more complex and lengthy drug regimes, and
there is no reason to think that a moderate increase in numbers being treated will be
unmanageable.

d. The health technology is not yet available in England.

This criterion is not relevant to the current consultation.

Overall, the facts do not support the NHS England case for an increase to the
implementation period for this NICE TA.

Royal College of
Nursing

The RCN is in agreement that the demand for Hepatitis C treatment will increase
significantly in the context of availability of next generation therapies, which will
change the landscape of Hepatitis C over the next 12 month period and beyond. We
are however as a country already well behind in terms of identification of HCV and
treatment numbers. In view of this there are many existing and emerging examples
of excellent innovative service delivery, the best provision of which is delivered as
close to the patient as possible.

There are a number of documents relating to minimum service specifications for
HCV treatment delivery. Many hospitals reach these specifications and prior to the
early access scheme (EAS) were delivering HCV treatment with high standard
auditable outcomes being demonstrated. This pathway continues for standard of
care therapy (Pegylated interferon, ribavirin and for some addition of Boceprevir or
Telaprevir).

Unfortunately for many centres not involved with the EAS there have been a
proportion of patients unable to, or unwilling to travel to specialist centres to have
their treatment instigated and monitored. For some patients a door to door journey
to receive their hepatitis C treatment, may be in the region of 2 hours travelling time
each way, not accounting for poor transport links in some areas. This has made the
EAS a postcode lottery of treatment for some individuals.

The proposal of NHS England developing further specialist treatment centres
providing a centralised resource for patients is but an extension of the EAS and
being put in place predominantly for budgetary reasons. Many of the centres

Comments noted. Following consideration of
comments received on the decision to amend the
deferred funding, the NICE Guidance Executive has
agreed to an extension to the deferred funding
period, to 31 July 2015, granted under section
7(5a)ii and iii] of the National Institute for Health
and Care Excellence (Constitution and Functions)
and the Health and Social Care Information Centre
(Functions) Regulations 2013; the health
technology cannot be appropriately administered
until ‘certain health service infrastructure
requirements including goods, materials or other
facilities are, or other appropriate health services
resources, including staff are in place’. Please see
section 5 of the Final Appraisal Determination.
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currently running EAS programmes are ‘holding patients’ for newer therapies and
some centres have an extremely large number of patients waiting. In addition the
centres involved with EAS are also centres collaborating with the HCV registry
which opens up access to clinical research that many other hospitals cannot gain.
Again this raises concerns regarding access and equity to treatment giving some
patients’ excellent access to trials and depriving others.

In particular the intravenous drug using HCV population appear to be most
disadvantaged currently. In fact they should be one of the most important groups to
treat as the most health gain will be achieved due to the reduction in the incidence
of HCV.

With regards to the need for increasing staff and resources we have to remember
that in fact the clinical delivery of newer therapies will be much easier with
significantly fewer side-effects to monitor, less time on treatment for patients and
less intervention with clinic appointments. Even in the patients with established
cirrhosis where complications may be more frequent this is no different to
complications seen with cirrhosis in previous therapies and continued close liaison
with tertiary centres will remain important.

With regards to potentially deferring patients with mild disease to await therapy
consideration should be taken with regards to previous NICE documentation and
recommendations (NICE technology appraisals TA106).

The suggestions made by NHS England may lead to further health inequalities with
regard to parity and equity of access to the recommended contemporary treatment
modalities. It is vital that treatment can be offered as close to the patients home as
possible. If hospitals can offer a set specification standard for HCV treatment they
should be allowed to deliver HCV treatment. Serious consideration by NHS England
to expand the number of treating centres is vital. Data could be fed back to a
regional HCV network for monitoring and audit. The networks responsibility would
be to develop treatment guidelines on appropriateness of therapy and compare
outcome data to national standards.

As the health service infrastructure and facilities are most definitely in place, and we
do not believe otherwise. We believe that NHS England should not be driving the
NICE mandate to decide on treatment in this way.

To be able to have such dramatic results in Sustained Viral Response (SVR) with
Sofosbuvir, and the impact this will have on QALYs for patients will end up being a
huge cost savings to the NHS with reduced problems of cirrhosis/HCC and liver
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transplantation —

We don't think it makes sense to delay treating hepatitis C with Sofosbuvir.
UK Clinical We as the UKCPA Hepatology and Gastroenterology Group would like to Comments noted. Following consideration of
Pharmacy comment on the document circulated on the 21% November comments received on the decision to amend the
Association entitled; Sofosbuvir for treating chronic hepatitis C [ID654] .Consultation on deferred funding, the NICE Guidance Executive has
Hepatology and decision to amend the deferred funding. agreed to an extension to the deferred funding

Gastroenterology
Group

As stakeholders in the awaited NICE appraisal for sofosbuvir we were
disappointed to see a request from NHSE to defer the funding of sofosbuvir
at this very late stage of the process. We would ask that NICE consider the
following in its decision making of this request

Cost of not treating patients with fibrosis

The suitable patient criteria for the NHSE Early Access Scheme

for sofosbuvir was explicit and only those with Childs Pugh B and above were
eligible. We are concerned that a large number of patients who did not fit the
criteria for the scheme such as those with F3-F4 fibrosis will continue

to advance towards cirrhosis whilst waiting for sofosbuvir to be NICE
approved and funded. It is widely clinically acknowledge and supported by a
robust evidence base that the presence or absence of cirrhosis has a
clinically significant effect on the probability of achieving a sustained viral
response.

If we wait for patients to become more advanced in their stage of liver
disease before treating their hepatitis C then we increase the likelihood of
treatment failure and hence the overall cost burden to the NHSE.

Cost of not treating cirrhotic patients

Although reference is made to extending the NHSE early access scheme we
have yet no clarity on the specifics relating to this and whether it will broaden
the patient criteria to include those with mild/moderate disease.

However if the scheme is not extended and/or the patient numbers are strictly
capped then there inevitably will be a number of cirrhotic patients who will not
be in a position to be treated. The cost modelling is available which indicates
that the cost burden of patients with cirrhosis is significant. The sooner an
intervention is made in a patient with hepatitis C then the lower the overall

period, to 31 July 2015, granted under section
7(5a)[ii and iii] of the National Institute for Health
and Care Excellence (Constitution and Functions)
and the Health and Social Care Information Centre
(Functions) Regulations 2013; the health
technology cannot be appropriately administered
until ‘certain health service infrastructure
requirements including goods, materials or other
facilities are, or other appropriate health services
resources, including staff are in place’. Please see
section 5 of the Final Appraisal Determination.
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cost impact and importantly the greater the improvement in a patient’s quality
of life.

Waiting for specialist teams and networks to be assimilated

We welcome and fully support the comments made in point 10 of the
document referencing increasing specialist pharmacist support to assist in the
seamless delivery of sofosbuvir. However we do not feel the latter should be
used as a time-limiting factor in terms of gaining access to sofosbuvir.

The UKCPA Gastroenterology and Hepatology Group consists of a large
number of pharmacists who are involved in the delivery of hepatitis C
treatments and provides consistent support and education to its service
users. This delivery of education can be tailored to meet increased interest
and demand.

Services are ‘fit for purpose’

Whilst we as a group acknowledge the reference made in point 11 around
service pathways being ‘fit for purpose’ we would equally acknowledge that
this is an unusual statement due to hepatitis C service pathways being in
place for many years. These pathways have enabled patients to be
successfully treated. Although national figures suggest we are treating < 5%
of the infected population this is not solely due to services not being fit for
purpose but due to multi-factorial logistical issues such as
screening/diagnosis rates and centre capacities. We support the increased
focus on solidifying these service pathways but would highlight that this will
be a long term project and one that should not limit the introduction of
sofosbuvir.

In summary; we support the creation of a robust and integrated hepatitis C
delivery pathway as is outlined in the circulated document but would ask
NICE to consider the points made above and to reconsider NHSEs request to
defer funding. We would also ask you to take into account broadening the
early access patient criteria if the decision is to approve NHSEs request. If
funding is deferred then enabling a broader population to be treated via early
access would be well received by this group.
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Foundation for
Liver Research

My main comment is that it is very, very, unlikely that patients with genotype 1
infection will accept treatment with Interferon along with Sofosbuvir. There were
dozens of papers at the recent American Association for the Study of Liver Diseases
(AASLD) conference in Boston showing excellent clearance results could be
obtained with short periods of treatment using oral agents alone. These agents do
not give the side effects of Interferon. | refer to Simeprevir, Daclatasvir, the new
AbbVie agents and the drug Harvoni that Gilead are introducing as a single pill
combining Sofosbuvir with Ledipasvir. All these drugs | imagine will be coming
before NICE, or are in the process of so doing, for approval in the NHS.

| would strongly recommend therefore that NICE consider all these agents together
as an approach for treatment of hepatitis C that will be acceptable to patients.
Interferon is unlikely to be used in the future because of the side effects and with the
longer duration of therapy needed.

Yes, NHS England have to come up with an organisation that can ensure equitable
availability of these agents throughout the country and also the monitoring of costs
and efficacy, which surely should be done through specialist commissioning.

Comments noted. Following consideration of
comments received on the decision to amend the
deferred funding, the NICE Guidance Executive has
agreed to an extension to the deferred funding
period, to 31 July 2015, granted under section
7(5a)[ii and iii] of the National Institute for Health
and Care Excellence (Constitution and Functions)
and the Health and Social Care Information Centre
(Functions) Regulations 2013; the health
technology cannot be appropriately administered
until ‘certain health service infrastructure
requirements including goods, materials or other
facilities are, or other appropriate health services
resources, including staff are in place’. Please see
section 5 of the Final Appraisal Determination.

Merck Sharp and
Dohme

No comment

Comments noted.

"https://www.gov.uk/government/uploads/system/uploads/attachment data/file/256456/NHS outcomes.pdf

"https://www.gov.uk/government/uploads/system/uploads/attachment data/file/337115/HCV_in the UK 2014 24 July.pdf

http://webarchive.nationalarchives.gov.uk/20130107105354/http://www.dh.gov.uk/prod consum_dh/groups/dh_digitalassets/@dh/@en/documents/digitalasset/dh 40756

86.pdf

Y http://www.legislation.gov.uk/uksi/2013/259/pdfs/uksiem 20130259 en.pdf

' https://www.gov.uk/government/uploads/system/uploads/attachment data/file/170656/NHS Constitution.pdf

"' http://www.nice.org.uk/guidance/indevelopment/gid-tag445/documents

I http://www.england.nhs.uk/wp-content/uploads/2014/04/sofosbuvir-pol-stat.pdf
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http://www.legislation.gov.uk/uksi/2013/259/contents/made

http://www.legislation.gov.uk/uksi/2013/259/contents/made

http://www.legislation.gov.uk/uksi/2013/259/contents/made

http://www.legislation.gov.uk/uksi/2013/259/contents/made

https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/256456/NHS_outcomes.pdf

https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/337115/HCV_in_the_UK_2014_24_July.pdf

http://webarchive.nationalarchives.gov.uk/20130107105354/http:/www.dh.gov.uk/prod_consum_dh/groups/dh_digitalassets/@dh/@en/documents/digitalasset/dh_4075686.pdf

http://webarchive.nationalarchives.gov.uk/20130107105354/http:/www.dh.gov.uk/prod_consum_dh/groups/dh_digitalassets/@dh/@en/documents/digitalasset/dh_4075686.pdf

http://www.legislation.gov.uk/uksi/2013/259/pdfs/uksiem_20130259_en.pdf

https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/170656/NHS_Constitution.pdf

http://www.nice.org.uk/guidance/indevelopment/gid-tag445/documents

http://www.england.nhs.uk/wp-content/uploads/2014/04/sofosbuvir-pol-stat.pdf



