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NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE

Health Technology Appraisal

Eltrombopag for treating chronic immune (idiopathic) thrombocytopenic purpura (review of technology appraisal 205)
Response to consultee, commentator and public comments on the Appraisal Consultation Document (ACD)

Definitions:

Consultees — Organisations that accept an invitation to participate in the appraisal including the manufacturer or sponsor of the
technology, national professional organisations, national patient organisations, the Department of Health and the Welsh Assembly
Government and relevant NHS organisations in England. Consultee organisations are invited to submit evidence and/or statements
and respond to consultations. They are also have right to appeal against the Final Appraisal Determination (FAD). Consultee
organisations representing patients/carers and professionals can nominate clinical specialists and patient experts to present their
personal views to the Appraisal Committee.

Clinical specialists and patient experts — Nominated specialists/experts have the opportunity to make comments on the ACD
separately from the organisations that nominated them. They do not have the right of appeal against the FAD other than through
the nominating organisation.

Commentators — Organisations that engage in the appraisal process but that are not asked to prepare an evidence submission or
statement. They are invited to respond to consultations but, unlike consultees, they do not have the right of appeal against the
FAD. These organisations include manufacturers of comparator technologies, NHS Quality Improvement Scotland, the relevant
National Collaborating Centre (a group commissioned by the Institute to develop clinical guidelines), other related research groups
where appropriate (for example, the Medical Research Council and National Cancer Research Institute); other groups (for example,
the NHS Confederation, NHS Information Authority and NHS Purchasing and Supplies Agency, and the British National Formulary).

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 may
be summarised by the Institute secretariat — for example when many letters, emails and web site comments are received and
recurring themes can be identified.
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Comments received from consultees

Consultee

Comment

Response

GlaxoSmithKline

Thrombocytopenic purpura - eltrombopag (rev TA205)

GlaxoSmithKline (GSK) appreciates the opportunity to respond to the Appraisal Consultation
Document (ACD) for eltrombopag as a treatment for chronic thrombocytopenic purpura (cITP) (rev
TA205).

GSK has reviewed the ACD and welcomes the positive recommendation for eltrombopag as an
alternative to romiplostim. Eltrombopag offers patients, clinicians and the NHS a less costly, oral
alternative treatment in an orphan disease area where there are few evidence based therapies.

We have structured our comments in line with the specific questions posed by NICE.
1. Has all of the relevant evidence been taken into account?

GSK considers that all the relevant evidence for eltrombopag has been taken into account and is
reflected in the ACD.

2. Arethe summaries of clinical and cost effectiveness reasonable interpretations of the
evidence?

GSK has several concerns with respect to the Committee’s interpretation of the available evidence.
These are outlined below.

i) The Committee’s assertion that romiplostim is likely to be more effective than
eltrombopag.

GSK welcomes the Committee’s acknowledgement of the uncertainty surrounding the indirect
comparison, however we would like to reiterate our belief that there is no robust evidence (statistical
or otherwise) of a clinically meaningful difference between the two TPO-RAs. The uncertainty
associated with any indirect treatment comparison of these two treatments is to be expected given the
small patient populations in this orphan disease area and the heterogeneity between the pivotal trials,
specifically in terms of trial design and end point definitions. Furthermore, given that in clinical
practice, supported by various published guidelines, the two TPO-RAs are deemed interchangeable,
GSK believes that there is no robust basis for the Committee’s assertion that romiplostim is likely to

Comment noted.

Comment noted. The Committee
agreed that the results of the
manufacturer’s and the ERG’s
indirect comparisons were
associated with uncertainty. It was
also aware that the use of
eltrombopag and romiplostim in
clinical practice is broadly
interchangeable. However, given
the results of the indirect
comparisons, and the earlier
romiplostim trials, which may have
enrolled more patients with severe
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Consultee

Comment

Response

be superior to eltrombopag and that this statement is in fact misleading. cITP is an orphan disease
area and the evidence base will always be limited. There is not sufficient evidence to be able to make
robust conclusions regarding comparative efficacy of the two TPO-RAs and in light of the available
evidence GSK do not believe that the Committee’s conclusion can be reasonably justified.

ii) Misrepresentation of clinical expert opinion

GSK believes that comments from the clinical experts at the first Committee meeting have been
misrepresented on page 36 of the ACD. The ACD states “The committee agreed with the clinical
specialists that the available evidence suggested that romiplostim was likely to be more effective than
eltrombopag rather than equally effective...” This is not consistent with contemporaneous notes taken
at the meeting, which suggest that the clinical experts stated that although there was not enough
evidence to make any conclusions regarding comparative efficacy, they viewed the two TPO-RAs as
interchangeable and would offer patients a choice of TPO-RA. It should also be noted that the current
wording was not in the first ACD and so presumably was added as a result of discussions that took
place at the second appraisal committee meeting, at which there were no clinical experts present.

iii) Assumption that patients in the romiplostim trials were likely to be more severe than
those enrolled in the eltrombopag trial because the romiplostim trials preceded the
eltrombopag trial

Although the romiplostim trials were conducted before RAISE, this does not mean that they recruited
more severe patients. RAISE was conducted at sites across 23 different countries whereas the
romiplostim studies were conducted in the United States, the Netherlands, France and the UK. 73%
of the subjects in RAISE were from countries where the romiplostim trials were not running and are
therefore likely to reflect a similar severity of disease.

chronic ITP than the eltrombopag
trials, the Committee was satisfied
that the available evidence
suggested that romiplostim was
likely to be more effective than
eltrombopag. For further details,
please see sections 4.10 and 4.11
of the FAD.

Comment noted. The FAD has
been amended to reflect more
accurately the clinical specialists’
view on the relative effectiveness
of eltrombopag and romiplostim.
For further details, please see
section 4.11 of the FAD.

Comment noted. Because
romiplostim preceded
eltrombopag, the Committee
considered that the clinical trials
for romiplostim may have enrolled
more patients with severe chronic
ITP than the eltrombopag trials.
The Committee further noted that
more patients in the romiplostim
trials had taken multiple previous
therapies, which suggests that
they better reflected patients
whose condition had not
responded. For further details,
please see FAD section 4.11.
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Consultee

Comment

Response

iv) Inappropriate romiplostim dosing assumptions used in ERG’s supplementary analysis

GSK has concerns regarding the lower dosing assumptions used for romiplostim in the ERG’s
supplementary analysis. Although for the purpose of the economic model it may be appropriate to use
the dose corresponding to patients classified as responders, the ERG’s analysis only made this
adjustment for romiplostim and not for eltrombopag. This introduces bias into the comparison as there
may also be a lower dose of eltrombopag in patients classified as responders.

Assuming there is a relationship between response and dosing, use of the durable responder dosing
to represent all patients meeting the responder definition in RAISE or the overall response definition in
Kuter 2008 is likely to be inappropriate (in the economic model the RAISE definition was used in the
base case and the overall response definition used in a sensitivity analysis). Durable responders
represent only 48% (splenectomised) and 69% (non-splenectomised) of overall responders in Kuter
2008. It is therefore expected that the romiplostim dose will be higher for patients classified as
responders using the RAISE definition of response or the overall response definition.

The use of the median rather than the mean may be driving a large majority of the dose reduction
observed in this scenario. The FDA advisory committee reported median “stabilized” doses for the
Kuter 2008 splenectomised (2.9ug/kg) and non-splenectomised (1.9ug/kg) trials®. Comparing these
medians to the means reported in Kuter 20082 (Figure 1) suggests that the use of medians rather than
means is likely to significantly underestimate the dose and therefore the cost.

Amgen’s response to the first ACD refers to an observational study which reports the mean dose of
romiplostim as 2.8ug/kg3. This is incorrect and misleading, since the abstract states that this is
actually a median dose, which as stated above is likely to be lower than the mean dose. The abstract
also concludes that the real world dose of romiplostim is similar to that reported in Kuter 2008. GSK
believes that using the mean doses reported in Kuter 2008 is therefore entirely justified. In fact, our
approach may have been conservative as results from the romiplostim extension study and a French
compassionate use program (both of which are likely to see non-responders withdrawn from therapy)
suggest that higher average doses of romiplostim are used in clinical practice.*®

Figure 1. Comparison of mean and median romiplostim dose in Kuter 2008

Comment noted. The Committee
understood from the ERG that, in
the romiplostim trials, the median
romiplostim dose in patients
whose condition had responded
was lower than that across the
trial as a whole. The Committee
therefore considered it more
appropriate to apply doses for
eltrombopag and romiplostim
depending on whether or not the
patient’s condition had responded.
The Committee was aware that
the ERG’s analysis did not
incorporate a lower dose for
eltrombopag. For further details,
please see FAD sections 3.46,
3.49 and 4.17.
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Response

Comment
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3. Arethe provisional recommendations sound and a suitable basis for guidance to the NHS?

GSK welcomes the provisional recommendation for eltrombopag and considers this a sound and
suitable basis for guidance to the NHS. The guidance will provide a well-tolerated and effective
oral alternative to romiplostim for patients with cITP.

[References provided but not reproduced in this table.]

Comment noted.

ITP Support Has all of the relevant evidence been taken into account?

Association
No.

NICE has not taken into account our comments to the first ACD regarding
splenectomy and patient preference not to lose a healthy organ.

Responses to splenectomy are highly variable in people with immune
thrombocytopenia (ITP). Patients being asked to have a splenectomy can first

Comment noted. In its appraisals
of health technologies, NICE is
bound by the licensed indication
of the intervention under
consideration (see section 6.1.8 of
the Guide to the Methods of
Technology Appraisal). The
Committee noted that the wording
of the marketing authorisations for
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Consultee

Comment

Response

check that the spleen is involved in destroying their platelets by having an indium-labelled spleen
scan. It is not sensible or acceptable to remove a healthy organ

that defends the body against infection as a stepping stone to trying a new drug.

This just increases the disease burden of the person involved and may lead to an

early death.

With regard to the ITP Registry (para 4.22) we are disappointed by your comment
‘these data would be useful for future appraisals' instead of a much needed firm
recommendation that all patients on these drugs should be monitored by a
specialist haematologist and be enrolled on the ITP Registry for long term follow

up.

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

Head-to-head clinical studies are desirable for all ITP treatments but large enough
studies are difficult to achieve due to the small patient numbers available.

eltrombopag and romiplostim
stipulates that they should only be
used if a person has had a
splenectomy or has not had a
splenectomy because such
surgery is contraindicated.
Therefore, the Committee could
not change the wording of the
recommendation in section 1. The
Committee encouraged updating
the wording in the romiplostim
guidance to ensure clarity around
the fact that the recommendations
for eltrombopag and romiplostim
are for exactly the same patient
population. For further details,
please see sections 2.1, 4.23 and
4.25 of the FAD.

Comment noted. Given the
difficulties of conducting
randomised controlled trials and in
generalising their results, the
Committee supported generating
and analysing observational data
including, but not limited to, the
existing UK ITP Registry, which
collects data on the long-term
outcomes of patients treated with
eltrombopag and romiplostim. For
further details, please see section
4.24 of the FAD.

Comment noted. Please see
response above.
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Comment

Response

| participated in the appraisal meeting and am perplexed by your statement (para
4.11) ‘The Committee agreed with the clinical specialists that the available
evidence suggested that romiplostim was likely to be more effective than
eltrombopag rather than equally effective’. | was not aware that the clinical experts
stated or implied this at any time, and understood from them that the two drugs
were equally effective.

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

The guidance for romiplostim and eltrombopag needs to be similar given that
their marketing authorisations are identical (TA221 and TA205).

The indication for romiplostim is as follows (romiplostim FAD TA221 February
2011):

“Romiplostim has a marketing authorisation ‘for adult chronic immune (idiopathic)
thrombocytopenic purpura (ITP) splenectomised patients who are refractory to
other treatments (e.g. corticosteroids, immunoglobulins)’. The marketing
authorisation also states that romiplostim ‘may be considered as second line
treatment for adult non-splenectomised patients where surgery is contra-indicated’.

From this ACD (TA205 March 2013) for eltrombopag it is stated that:

“Eltrombopag has a UK marketing authorisation for the treatment of adult chronic
ITP in patients who have had a splenectomy and whose condition is refractory to
other treatments (for example, corticosteroids or intravenous immunoglobulins),
and as a second-line treatment for patients who have not had a splenectomy
because surgery is contraindicated.”

It will be perverse and confusing if NICE guidance for eltrombopag insists on
splenectomy where there is no evidence that the spleen is involved. The
Association suggested before that the ‘contraindications to splenectomy or
surgery’ were clarified and this has not been done in this draft guidance.

Comment noted. The FAD has
been amended to reflect more
accurately the clinical specialists’
view on the relative effectiveness
of eltrombopag and romiplostim.
For further details, please see
section 4.11 of the FAD.

Comment noted. In its appraisals
of health technologies, NICE is
bound by the licensed indication
of the intervention under
consideration (see section 6.1.8 of
the Guide to the Methods of
Technology Appraisal). The
Committee noted that the wording
of the marketing authorisations for
eltrombopag and romiplostim
stipulates that they should only be
used if a person has had a
splenectomy or has not had a
splenectomy because such
surgery is contraindicated.
Therefore, the Committee could
not change the wording of the
recommendation in section 1. The
Committee encouraged updating
the wording in the romiplostim
guidance to ensure clarity around
the fact that the recommendations
for eltrombopag and romiplostim
are for exactly the same patient
population. For further details,
please see sections 2.1, 4.23 and
4.25 of the FAD.
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Comment

Response

As with romiplostim, eltrombopag should be prescribed and supervised by a
haematologist to ensure its appropriate use.

Unlawful discrimination or groups who will be disadvantaged?

NICE, with this draft guidance, puts doctors in an indefensible position and lays

the NHS wide open to a legal class action by patients that are forced into a surgical
procedure that may not be relevant to, or in fact resolve, their ITP. Splenectomy
failure may lead to early death in patients who already have a burden of disease
from their ITP and other co-morbid conditions; this is indefensible medical

management of people with ITP.

Comment noted. The Committee
agreed that, because the
summary of product
characteristics stipulates that
eltrombopag treatment should
remain under the supervision of a
physician who is experienced in
the treatment of haematological
diseases, it did not need to repeat
this in its recommendations. For
further details, please see
sections 2.2 and 4.22 of the FAD.

This comment does not highlight
any unlawful discrimination or
groups of patients with ITP that
could be disadvantaged. The
wording of the marketing
authorisation for eltrombopag
stipulates that eltrombopag should
only be used if a person has had
a splenectomy or has not had a
splenectomy because such
surgery is contraindicated. The
regulatory agency has stated that
the benefit-harm balance for
eltrombopag could not be
considered favourable for patients
for whom a splenectomy
remained a therapeutic
option.INICE has to give
recommendations in line with the
marketing authorisation.

The Royal College
of Pathologists and
the British
Committee for
Standards in

Has all of the relevant evidence been taken into account?

Firstly, with respect to the removal of spleen as a treatment option for ITP, it needs to be
stressed that this is not an effective treatment in older people, the cohort who are more likely

Comments noted. In its appraisals
of health technologies, NICE is
bound by the licensed indication
of the intervention under
consideration (see section 6.1.8 of
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Response

Haematology
(endorsed by the
Royal College of
Physicians)

to be affected by ITP.

. Secondly, coercion from physician should not be the reason for splenectomy but agreement
after understanding in detail the several risks with this procedure including infection,
thrombosis and pulmonary hypertension. It would be preferable to consider the clause that
patients who may be offered indium labelled platelet survival scan to determine the need for
splenectomy

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

. Head to head comparisons of romiplostim and eltrombopag is unlikely.

. In clinical practice, especially in the patients who self-administer, wastage of romiplostim can

the Guide to the Methods of
Technology Appraisal). The
Committee noted that the wording
of the marketing authorisations for
eltrombopag and romiplostim
stipulates that they should only be
used if a person has had a
splenectomy or has not had a
splenectomy because such
surgery is contraindicated.
Therefore, the Committee could
not change the wording of the
recommendation in section 1. For
further details, please see
sections 2.1 and 4.23 of the FAD.

Comment noted. Given the
difficulties of conducting
randomised controlled trials and in
generalising their results, the
Committee supported generating
and analysing observational data
including, but not limited to, the
existing UK ITP Registry, which
collects data on the long-term
outcomes of patients treated with
eltrombopag and romiplostim. For
further details, please see section
4.24 of the FAD.

Comment noted.
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be a factor since the dosage is weight-based and vials come in 0.5 ml sizes. In this respect,
eltrombopag is actually an advantage since there are only two dosages

. Romiplostim has been suggested to be more effective — this is not true. Both these agents
are equally effective

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

. Eltrombopag should be prescribed and supervised by a haematologist to ensure its
appropriate use.

. Some guidance on monitoring for visual problems from Eltrombopag should be included

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?

Comment noted. Given the results
of the indirect comparisons, and
the earlier romiplostim trials,
which may have enrolled more
patients with severe chronic ITP
than the eltrombopag trials, the
Committee was satisfied that the
available evidence suggested that
romiplostim was likely to be more
effective than eltrombopag. For
further details, please see
sections 4.10 and 4.11 of the
FAD.

Comment noted. The Committee
agreed that, because the
summary of product
characteristics stipulates that
eltrombopag treatment should
remain under the supervision of a
physician who is experienced in
the treatment of haematological
diseases, it did not need to repeat
this in its recommendations. For
further details, please see
sections 2.2 and 4.22 of the FAD.

Comment noted. Guidance on
monitoring for visual problems is
outside the remit of a NICE
Technology Appraisal.

Comment noted.
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. None

Comments received from commentators

Commentator

Comment

Response

Amgen

Summary (further details have been provided but not reproduced in this table)

Thank you for the opportunity to comment on the second Appraisal Consultation
Document (ACD) for eltrombopag. We have reviewed the ACD and acknowledge
the change to the initial preliminary recommendation, so that the wording is now
consistent with the Institutes recommendation for the comparator romiplostim. We
also recognise that a number of changes that we requested have been made to the
cost effectiveness analysis presented in the second ACD. However the revised cost
effectiveness analysis remains incomplete, inconsistent with the NICE Guide to the
Methods of Technology Appraisal and fails to acknowledge the high levels of
uncertainty in the ICER of eltrombopag versus romiplostim. Consequently the cost
effectiveness analysis is significantly biased in favour of eltrombopag. We have
identified four reasons why the revised analysis conducted by the ERG is currently
an insufficient basis for forming a recommendation:

1) The revised analysis uses the health related quality of life measure SF-6D which
is collected using the standard gamble classification system. The SF-6D utility
measure is not consistent with EQ-5D utility measure which is collected using a time
trade off classification system. Section 5.4 of NICE's ‘Guide to the Methods of
Technology Appraisal’ states that EQ-5D is the preferred measure of health related
quality of life in adults and that other classification systems should only be
considered in the absence of EQ-5D data. The guide highlights that this is important
because different systems cannot always be compared and given the nature of the
Institute’s work and need for consistency across appraisals, a single classification
system, is preferred. Furthermore, the guide states that non EQ-5D methods should
only be included in technology appraisals in the absence of relevant EQ-5D utility
data. Clearly in this technology appraisal there is relevant EQ-5D utility available
and as such the use of SF-6D is not consistent with the NICE's ‘Guide to the

Comment noted. The Committee heard that
mathematical algorithms exist to map from SF-36
(used in RAISE and EXTEND) on to EQ-5D, and
that because no single algorithm is considered
more valid than others, the EQ-5D data obtained
from using a particular algorithm would be
associated with further uncertainty. It also heard
from the ERG that the Szende et al. study used by
the manufacturer in its base-case analysis did not
report EQ-5D utility values. The Committee was
aware that the reference case outlined in NICE’s
Guide to the methods of technology appraisal
states that EQ-5D is the preferred measure of
health-related quality of life in adults. However, in
the absence of EQ-5D data, the Committee
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Methods of Technology Appraisal’.

We would kindly request that the cost effectiveness be analysed using utility scores
which conform to those described in section 5.4 of the ‘Guide to Methods of
Technology Appraisal’

2) The revised analysis presented in the second ACD is based on the manufacturers
‘alternative evaluation’ using only inputs from the eltrombopag RAISE trial, which
are applied to both eltrombopag and romiplostim. The resulting ICERs presented for
eltrombopag versus romiplostim are large (in favour of eltrombopag in this reversed
situation where the intervention is less effective than the comparator). This is a
significant change from the original ‘base case’ analysis presented in the first ACD,
in which inputs from the romiplostim Kuter trials were applied to both eltrombopag
and romiplostim; this analysis yielded significantly lower ICERs closer to the
reversed cost effectiveness threshold.

Adhering to NICE methods, it is essential to analyse all relevant data, taking inputs
from both the eltrombopag RAISE, and the romiplostim Kuter trials, in order to
assess the level of uncertainty in the cost effectiveness analysis. If the ERG had
conducted their revised analysis to include all relevant data it would be clear that
whilst the reversed ICERs for eltrombopag versus romiplostim using the
eltrombopag RAISE trial data are large, the reversed ICERs using inputs from the
romiplostim Kuter trial would be 70-80% less than those presented in the second
ACD and considerably closer to the reversed cost effectiveness threshold.

The selection of inputs from either the RAISE or Kuter trials are particularly
important for the probability of bleeds and rescue rates, as they are a significant
driver in the cost effectiveness model. The inputs from the Kuter trial for these
parameters should be used as they are the most generalisable to the patient group
for which the Institute recommends the comparator (romiplostim) and in whom the
preliminary recommendation is made for eltrombopag. It is entirely inappropriate that
only the least relevant set of inputs (from RAISE) to the decision problem are used
for the cost effectiveness analysis to inform the recommendation. At a minimum we
would expect analyses using the probability of bleeds and rescue rate from the

concluded that, of the utility data available, the SF-
6D data provided by the manufacturer were the
most appropriate to use within the alternative
evaluation. For further details, please see section
4.16 of the FAD.

Comment noted. The Committee considered the
manufacturer’s cost-effectiveness analyses, and the
ERG'’s critique of the analyses. The Committee
agreed that, of the 3 economic evaluations, the
alternative evaluation represented the most valid
analysis because the modelling applied data
derived directly from the pivotal trials of
eltrombopag and the manufacturer's own
systematic review. The Committee also noted
comments received during consultation on the
appraisal consultation documents regarding some
of the parameters used in the model, and
considered the analyses that mirrored its favoured
assumptions and parameters. For further detalils,
please see sections 4.13, 4.19 and 4.21 of the FAD.

Comment noted. The Committee heard from the
ERG that the SF-6D utility data for bleeding events
were aligned with the definition of bleeds in RAISE,
but not with the definition in the Kuter et al. trials.
The Committee noted that there was no information
available on bleeding and rescue rates in clinical
practice, but it heard from the ERG that including
the higher rates from Kuter et al. would not lower
the cost effectiveness of eltrombopag compared
with romiplostim below £30,000 saved per QALY
lost. The Committee accepted that the ICER for
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Kuter trials to be presented, so that the wide range of resultant reversed ICERs for
eltrombopag versus romiplostim are clearly presented.

We would kindly request that the cost effectiveness be analysed using all the
available data inputs (from both the RAISE and Kuter trials) and the results
presented appropriately, highlighting the level of uncertainty in the ICER of
eltrombopag versus romiplostim.

3) The source of the post 24 week eltrombopag dose input in the cost effectiveness
model has been inappropriately taken from the EXTEND trial and not from the
RAISE trial from which the clinical effectiveness (response rates) were sourced. This
is inappropriate because it breaks the link between dose and response data, by
taking data inputs from different trials, with no clear justification. In addition, by using
this approach, the post 24 week eltrombopag dose is derived differently for the post
24 week romiplostim dose, which was assumed to be the average from weeks 12 to
23 from the Kuter trials. The post 24 week eltrombopag dose used in the model
(sourced from EXTEND trial) is 11% lower than the average week 12 to 23
eltrombopag dose reported in the RAISE trial. This inconsistency in the approach to
dosing across the two arms of the model clearly biases the cost effectiveness
analysis in favour of eltrombopag.

We would kindly request that a consistent approach be taken in estimating the post
24 week eltrombopag and romiplostim doses be used in the cost effectiveness
analysis that is linked to the response rates used in the model (i.e. the average from
weeks 12 to 23 be applied post 24 weeks).

4) The reversed ICER of eltrombopag versus romiplostim is extremely sensitive to
romiplostim dose, due to the potential for wastage. This issue was raised by the
ERG in their comments included in the first ACD in which they highlight that
reducing romiplostim dose by spacing out administrations rather than reducing the
dose per administration would make romiplostim less costly than eltrombopag. The
current ACD contains no sensitivity analysis on romiplostim dose and there is no

eltrombopag compared with romiplostim would be
lower in favour of romiplostim if the rates of
bleeding and rescue therapy in clinical practice
were higher than those applied in the cost-
effectiveness analysis, but it would be extremely
unlikely to affect the relative cost effectiveness of
eltrombopag and romiplostim to a degree where the
Committee would change its recommendations. For
further details, please see FAD section 4.20 of the
FAD.

Comment noted. The Committee heard from the
ERG that the proposed dosing for eltrombopag
would only minimally affect the relative cost
effectiveness of the 2 treatments. The Committee
was aware that patient experts indicated that some
patients take a tablet of eltrombopag only once
every 3 days rather than daily, which implies that
the dose of eltrombopag in clinical practice might in
fact be lower than that observed in the RAISE trial.
The Committee concluded that that the dose of
eltrombopag used in the model was appropriate.
For further details see section 4.4 and 4.17 of the
FAD.

Comment noted. The Committee noted the ERG’s
concern about the dosing of romiplostim in the
analyses, and it concluded that it was appropriate to
use a median dose of romiplostim that is 40-60%
lower than that used in the Kuter et al. trials. The
Committee accepted that there was a degree of
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Commentator

Comment

Response

mention that relatively small changes (reductions) in romiplostim dose, similar to
those observed in clinical practice, render eltrombopag cost ineffective (reversed
ICER below the threshold) compared with romiplostim. This sensitivity on
romiplostim dose, and in particular clinical practice dosing, was acknowledged by
the Appraisal Committee in section 4.12 of TA221 guidance.

We would like the Appraisal Committee to acknowledge that the ICER is highly
dependent on romiplostim dose and that compared with romiplostim dose in clinical
practice eltrombopag is not likely to be cost effective.

When these four issues are considered together, the cost effectiveness of
eltrombopag versus romiplostim can range from £389,000, as presented in the ACD,
to romiplostim dominating eltrombopag. Currently the ACD does not discuss or
acknowledge the very high level of uncertainty in the cost effectiveness; instead it
guotes a definitive ICER which is at the highest end of the range and inappropriately
biased in favour of eltrombopag. It is extremely important that the final guidance
clearly highlights the range of ICERs as this document will be an important
reference for NHS commissioners. The Innovation Health and Wealth reporti
highlights that NICE has a responsibility to make clear decisions to commissioners.

The current cost effectiveness analysis and the stated ICERs presented in the ACD
are biased in favour of eltrombopag and may inappropriately result in
commissioners refusing to fund romiplostim in line with TA221. The ITP association
highlighted in their comments to the first ACD that some patients were already being
refused funding (which is in breach of the statutory funding obligation); it is highly
possible that the ACD in its current form could exacerbate this situation.

We would kindly request that the cost effectiveness be analysed addressing the four
issues identified above and the results presented appropriately so as not to mislead
NHS commissioners.

uncertainty surrounding the ICER for eltrombopag
compared with romiplostim, but it was satisfied that
eltrombopag can be considered a cost-effective use
of NHS resources. For further details see sections
3.46, 4.17 and 4.21 of the FAD.

Comment noted. The Committee considered the
analysis that mirrored its favoured assumptions and
parameters, and noted that the resulting ICERs for
eltrombopag compared with romiplostim were
£389,000 saved per QALY lost for patients who had
had a splenectomy and £271,000 saved per QALY
lost for patients who had not had a splenectomy.
The Committee acknowledged that these ICERs
are associated with considerable uncertainty.
However, it was satisfied that, based on the
evidence it had seen and the comments received
during consultation on 2 appraisal consultation
documents, eltrombopag can be considered a cost-
effective use of NHS resources.

Comment noted. Section 7(6) of the National
Institute for Health and Care Excellence
(Constitution and Functions) and the Health and
Social Care Information Centre (Functions)
Regulations 2013 requires clinical commissioning
groups, NHS England and, with respect to their
public health functions, local authorities to comply
with the recommendations in NICE appraisals
within 3 months of its date of publication.
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Comment

Response

Finally, we welcome the acknowledgement in the second ACD that the indirect
comparison shows romiplostim to be more clinically effective than eltrombopag;
however we do not think it appropriate that clinical opinion is being quoted as
evidence to reduce the impact of the indirect analysis. According to the Institute’s
Methods on the hierarchy of evidence clinical opinion is a lower form of evidence
than an indirect analysis of RCT data and as such it is inappropriate to use it to drive
any conclusion on efficacy of one TPO over another. Particularly in the case of this
appraisal where relatively small numbers of patients have been treated with
eltrombopag in the UK outside a trial setting due to the absence of a positive NICE
recommendation.

We would request that the inference in the ACD that clinical opinion is of equal
strength to the indirect comparison of RCTs be revised in subsequent documents to
align with NICE Methods

Comment noted. Views expressed by clinical
specialists at the Committee meeting can inform the
debate in a variety of ways. During the open part of
the meeting, clinical specialists are encouraged to
interact fully in the debate with the Committee,
including responding to and posing questions. See
sections 4.5.2 and 4.5.3 NICE’s Guide to the
Methods of Technology Appraisal (2008).

Summary of comments received from members of the public

Theme

Response

The limitation to patients who have undergone
splenectomy, and the different recommendations for
eltrombopag and romiplostim

In its appraisals of health technologies, NICE is bound by the licensed indication of the intervention
under consideration (see section 6.1.8 of the Guide to the Methods of Technology Appraisal). The
Committee noted that the wording of the marketing authorisations for eltrombopag and romiplostim
stipulates that they should only be used if a person has had a splenectomy or has not had a
splenectomy because such surgery is contraindicated. The Committee understood that this was
because, as stated in the European public assessment report, the benefit-risk balance could not be
considered favourable for patients for whom a splenectomy remained a therapeutic option.
Therefore, the Committee could not change the wording of the recommendation in section 1. The
Committee encouraged updating the wording in the romiplostim guidance to ensure clarity around
the fact that the recommendations for eltrombopag and romiplostim are for exactly the same patient
population. For further details, please see sections 2.1, 4.23 and 4.25 of the FAD.

The response to splenectomy being lower than quoted

The Committee heard from clinical specialists that approximately two-thirds of patients can expect
remission after splenectomy. For further details, please see section 4.3 of the FAD.

Misinterpretation of clinical specialists’ view on the

relative effectiveness of eltrombopag and romiplostim details, please see section 4.11 of the FAD.

The FAD has been amended to reflect more accurately the clinical specialists’ view. For further
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Theme Response

The equal effectiveness of eltrombopag and romiplostim The Committee agreed that the results of the manufacturer’'s and the ERG’s indirect comparisons
were associated with uncertainty. It was also aware that the use of eltrombopag and romiplostim in
clinical practice is broadly interchangeable. However, given the results of the indirect comparisons,
and the earlier romiplostim trials, which may have enrolled more patients with severe chronic ITP
than the eltrombopag trials, the Committee was satisfied that the available evidence suggested that
romiplostim was likely to be more effective than eltrombopag. For further details, please see
sections 4.10 and 4.11 of the FAD.

Haematologist supervision of treatment with eltrombopag | The Committee agreed that, because the summary of product characteristics stipulates that
eltrombopag treatment should remain under the supervision of a physician who is experienced in
the treatment of haematological diseases, it did not need to repeat this in its recommendations. For
further details, please see sections 2.2 and 4.22 of the FAD.

The ITP registry Given the difficulties of conducting randomised controlled trials and in generalising their results, the
Committee supported generating and analysing observational data including, but not limited to, the
existing UK ITP Registry, which collects data on the long-term outcomes of patients treated with
eltrombopag and romiplostim. For further details, please see section 4.24 of the FAD.

" https://www.gov.uk/government/news/accelerating-adoption-of-innovation-in-the-nhs
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Thrombocytopenic purpura - eltrombopag (rev TA205)

GlaxoSmithKline (GSK) appreciates the opportunity to respond to the Appraisal Consultation
Document (ACD) for eltrombopag as a treatment for chronic thrombocytopenic purpura (cITP) (rev
TA205).

GSK has reviewed the ACD and welcomes the positive recommendation for eltrombopag as an
alternative to romiplostim. Eltrombopag offers patients, clinicians and the NHS a less costly, oral
alternative treatment in an orphan disease area where there are few evidence based therapies.

We have structured our comments in line with the specific questions posed by NICE.
1. Has all of the relevant evidence been taken into account?

GSK considers that all the relevant evidence for eltrombopag has been taken into account and is
reflected in the ACD.

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

GSK has several concerns with respect to the Committee’s interpretation of the available evidence.
These are outlined below.

i) The Committee’s assertion that romiplostim is likely to be more effective than
eltrombopag.

GSK welcomes the Committee’s acknowledgement of the uncertainty surrounding the indirect
comparison, however we would like to reiterate our belief that there is no robust evidence
(statistical or otherwise) of a clinically meaningful difference between the two TPO-RAs. The
uncertainty associated with any indirect treatment comparison of these two treatments is to be
expected given the small patient populations in this orphan disease area and the heterogeneity
between the pivotal trials, specifically in terms of trial design and end point definitions.
Furthermore, given that in clinical practice, supported by various published guidelines, the two TPO-
RAs are deemed interchangeable, GSK believes that there is no robust basis for the Committee’s
assertion that romiplostim is likely to be superior to eltrombopag and that this statement is in fact
misleading. cITP is an orphan disease area and the evidence base will always be limited. There is not
sufficient evidence to be able to make robust conclusions regarding comparative efficacy of the two
TPO-RAs and in light of the available evidence GSK do not believe that the Committee’s conclusion
can be reasonably justified.

ii) Misrepresentation of clinical expert opinion

GSK believes that comments from the clinical experts at the first Committee meeting have been
misrepresented on page 36 of the ACD. The ACD states “..The committee agreed with the clinical
specialists that the available evidence suggested that romiplostim was likely to be more effective
than eltrombopag rather than equally effective...” This is not consistent with contemporaneous
notes taken at the meeting, which suggest that the clinical experts stated that although there was
not enough evidence to make any conclusions regarding comparative efficacy, they viewed the two
TPO-RAs as interchangeable and would offer patients a choice of TPO-RA. It should also be noted
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that the current wording was not in the first ACD and so presumably was added as a result of
discussions that took place at the second appraisal committee meeting, at which there were no
clinical experts present.

iiii) Assumption that patients in the romiplostim trials were likely to be more severe than
those enrolled in the eltrombopag trial because the romiplostim trials preceded the
eltrombopag trial

Although the romiplostim trials were conducted before RAISE, this does not mean that they
recruited more severe patients. RAISE was conducted at sites across 23 different countries whereas
the romiplostim studies were conducted in the United States, the Netherlands, France and the UK.
73% of the subjects in RAISE were from countries where the romiplostim trials were not running and
are therefore likely to reflect a similar severity of disease.

iv) Inappropriate romiplostim dosing assumptions used in ERG’s supplementary analysis

GSK has concerns regarding the lower dosing assumptions used for romiplostim in the ERG’s
supplementary analysis. Although for the purpose of the economic model it may be appropriate to
use the dose corresponding to patients classified as responders, the ERG’s analysis only made this
adjustment for romiplostim and not for eltrombopag. This introduces bias into the comparison as
there may also be a lower dose of eltrombopag in patients classified as responders.

Assuming there is a relationship between response and dosing, use of the durable responder dosing
to represent all patients meeting the responder definition in RAISE or the overall response definition
in Kuter 2008 is likely to be inappropriate (in the economic model the RAISE definition was used in
the base case and the overall response definition used in a sensitivity analysis). Durable responders
represent only 48% (splenectomised) and 69% (non-splenectomised) of overall responders in Kuter
2008. It is therefore expected that the romiplostim dose will be higher for patients classified as
responders using the RAISE definition of response or the overall response definition.

The use of the median rather than the mean may be driving a large majority of the dose reduction
observed in this scenario. The FDA advisory committee reported median “stabilized” doses for the
Kuter 2008 splenectomised (2.9ug/kg) and non-splenectomised (1.9pg/kg) trials'. Comparing these
medians to the means reported in Kuter 2008’ (Figure 1) suggests that the use of medians rather
than means is likely to significantly underestimate the dose and therefore the cost.

Amgen’s response to the first ACD refers to an observational study which reports the mean dose of
romiplostim as 2.8ug/kg>. This is incorrect and misleading, since the abstract states that this is
actually a median dose, which as stated above is likely to be lower than the mean dose. The abstract
also concludes that the real world dose of romiplostim is similar to that reported in Kuter 2008. GSK
believes that using the mean doses reported in Kuter 2008 is therefore entirely justified. In fact, our
approach may have been conservative as results from the romiplostim extension study and a French
compassionate use program (both of which are likely to see non-responders withdrawn from
therapy) suggest that higher average doses of romiplostim are used in clinical practice.*’
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Figure 1. Comparison of mean and median romiplostim dose in Kuter 2008
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3. Are the provisional recommendations sound and a suitable basis for guidance to the NHS?

GSK welcomes the provisional recommendation for eltrombopag and considers this a sound and

suitable basis for guidance to the NHS. The guidance will provide a well-tolerated and effective

oral alternative to romiplostim for patients with cITP.

References
FDA Advisory Committee Briefing Document. 2008 Mar 12. Report No.: Biological License Application (BLA) 125268
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Selleslag D et al. ASH Annual Meeting Abstracts 2012. Abstract 3316
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Re: NICE Eltrombopag TA205
Second ACD comments

Has all of the relevant evidence been taken into account?
No.

NICE has not taken into account our comments to the first ACD regarding
splenectomy and patient preference not to lose a healthy organ.

Responses to splenectomy are highly variable in people with immune
thrombocytopenia (ITP). Patients being asked to have a splenectomy can first
check that the spleen is involved in destroying their platelets by having an indium-
labelled spleen scan. It is not sensible or acceptable to remove a healthy organ
that defends the body against infection as a stepping stone to trying a new drug.
This just increases the disease burden of the person involved and may lead to an
early death.

With regard to the ITP Registry (para 4.22) we are disappointed by your comment
'these data would be useful for future appraisals' instead of a much needed firm
recommendation that all patients on these drugs should be monitored by a
specialist haematologist and be enrolled on the ITP Registry for long term follow

up.

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

Head-to-head clinical studies are desirable for all ITP treatments but large enough
studies are difficult to achieve due to the small patient numbers available.

| participated in the appraisal meeting and am perplexed by your statement (para
4.11) ‘The Committee agreed with the clinical specialists that the available
evidence suggested that romiplostim was likely to be more effective than
eltrombopag rather than equally effective’. | was not aware that the clinical experts
stated or implied this at any time, and understood from them that the two drugs
were equally effective.





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

The guidance for romiplostim and eltrombopag needs to be similar given that
their marketing authorisations are identical (TA221 and TA205).

The indication for romiplostim is as follows (romiplostim FAD TA221 February
2011):

“Romiplostim has a marketing authorisation ‘for adult chronic immune (idiopathic)
thrombocytopenic purpura (ITP) splenectomised patients who are refractory to
other treatments (e.g. corticosteroids, immunoglobulins)’. The marketing
authorisation also states that romiplostim ‘may be considered as second line
treatment for adult non-splenectomised patients where surgery is contra-
indicated’.”

From this ACD (TA205 March 2013) for eltrombopag it is stated that:

“Eltrombopag has a UK marketing authorisation for the treatment of adult chronic
ITP in patients who have had a splenectomy and whose condition is refractory to
other treatments (for example, corticosteroids or intravenous immunoglobulins),
and as a second-line treatment for patients who have not had a splenectomy
because surgery is contraindicated.”

It will be perverse and confusing if NICE guidance for eltrombopag insists on
splenectomy where there is no evidence that the spleen is involved. The
Association suggested before that the ‘contraindications to splenectomy or
surgery’ were clarified and this has not been done in this draft guidance.

As with romiplostim, eltrombopag should be prescribed and supervised by a
haematologist to ensure its appropriate use.

Unlawful discrimination or groups who will be disadvantaged?

NICE, with this draft guidance, puts doctors in an indefensible position and lays
the NHS wide open to a legal class action by patients that are forced into a surgical
procedure that may not be relevant to, or in fact resolve, their ITP. Splenectomy
failure may lead to early death in patients who already have a burden of disease
from their ITP and other co-morbid conditions; this is indefensible medical
management of people with ITP.






The Royal College of Pathologists

Pathology: the science behind the cure

Comments on the Appraisal Consultation Document (ACD) produced for the NICE single
technology appraisal of Eltrombopag for the treatment of chronic idiopathic (immune)
thrombocytopenic purpura (review of technology appraisal 205)

Has all of the relevant evidence been taken into account?

. Firstly, with respect to the removal of spleen as a treatment option for ITP, it needs to be
stressed that this is not an effective treatment in older people, the cohort who are more
likely to be affected by ITP.

. Secondly, coercion from physician should not be the reason for splenectomy but agreement
after understanding in detail the several risks with this procedure including infection,
thrombosis and pulmonary hypertension. It would be preferable to consider the clause that
patients who may be offered indium labelled platelet survival scan to determine the need for
splenectomy

Are the summaries of clinical and cost effectiveness reasonable interpretations of the evidence?
. Head to head comparisons of romiplostim and eltrombopag is unlikely.

. In clinical practice, especially in the patients who self-administer, wastage of romiplostim
can be a factor since the dosage is weight-based and vials come in 0.5 ml sizes. In this
respect, eltrombopag is actually an advantage since there are only two dosages

. Romiplostim has been suggested to be more effective — this is not true. Both these agents
are equally effective

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

. Eltrombopag should be prescribed and supervised by a haematologist to ensure its
appropriate use.

. Some guidance on monitoring for visual problems from Eltrombopag should be included

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?

. None

Consultant Haematologist

CEff 150413 1 vs3 Final
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(Representing the Royal College of Pathologists and the British Committee for Standards in
Haematology).
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Summary

Thank you for the opportunity to comment on the second Appraisal Consultation Document
(ACD) for eltrombopag. We have reviewed the ACD and acknowledge the change to the
initial preliminary recommendation, so that the wording is now consistent with the Institutes
recommendation for the comparator romiplostim. We also recognise that a number of
changes that we requested have been made to the cost effectiveness analysis presented in
the second ACD. However the revised cost effectiveness analysis remains incomplete,
inconsistent with the NICE Guide to the Methods of Technology Appraisal and fails to
acknowledge the high levels of uncertainty in the ICER of eltrombopag versus romiplostim.
Consequently the cost effectiveness analysis is significantly biased in favour of eltrombopag.
We have identified four reasons why the revised analysis conducted by the ERG is currently
an insufficient basis for forming a recommendation:

1) The revised analysis uses the health related quality of life measure SF-6D which is
collected using the standard gamble classification system. The SF-6D utility measure is not
consistent with EQ-5D utility measure which is collected using a time trade off classification
system. Section 5.4 of NICE’s ‘Guide to the Methods of Technology Appraisal’ states that
EQ-5D is the preferred measure of health related quality of life in adults and that other
classification systems should only be considered in the absence of EQ-5D data. The guide
highlights that this is important because different systems cannot always be compared and
given the nature of the Institute’s work and need for consistency across appraisals, a single
classification system, is preferred. Furthermore, the guide states that non EQ-5D methods
should only be included in technology appraisals in the absence of relevant EQ-5D utility
data. Clearly in this technology appraisal there is relevant EQ-5D utility available and as
such the use of SF-6D is not consistent with the NICE's ‘Guide to the Methods of
Technology Appraisal’.

We would kindly request that the cost effectiveness be analysed using utility scores which
conform to those described in section 5.4 of the ‘Guide to Methods of Technology Appraisal’

2) The revised analysis presented in the second ACD is based on the manufacturers
‘alternative evaluation’ using only inputs from the eltrombopag RAISE trial, which are applied
to both eltrombopag and romiplostim. The resulting ICERs presented for eltrombopag versus
romiplostim are large (in favour of eltrombopag in this reversed situation where the
intervention is less effective than the comparator). This is a significant change from the
original ‘base case’ analysis presented in the first ACD, in which inputs from the romiplostim
Kuter trials were applied to both eltrombopag and romiplostim; this analysis yielded
significantly lower ICERs closer to the reversed cost effectiveness threshold.

Adhering to NICE methods, it is essential to analyse all relevant data, taking inputs from both
the eltrombopag RAISE, and the romiplostim Kuter trials, in order to assess the level of
uncertainty in the cost effectiveness analysis. If the ERG had conducted their revised
analysis to include all relevant data it would be clear that whilst the reversed ICERs for
eltrombopag versus romiplostim using the eltrombopag RAISE trial data are large, the
reversed ICERs using inputs from the romiplostim Kuter trial would be 70-80% less than
those presented in the second ACD and considerably closer to the reversed cost
effectiveness threshold.
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The selection of inputs from either the RAISE or Kuter trials are particularly important for the
probability of bleeds and rescue rates, as they are a significant driver in the cost
effectiveness model. The inputs from the Kuter trial for these parameters should be used as
they are the most generalisable to the patient group for which the Institute recommends the
comparator (romiplostim) and in whom the preliminary recommendation is made for
eltrombopag. It is entirely inappropriate that only the least relevant set of inputs (from
RAISE) to the decision problem are used for the cost effectiveness analysis to inform the
recommendation. At a minimum we would expect analyses using the probability of bleeds
and rescue rate from the Kuter trials to be presented, so that the wide range of resultant
reversed ICERs for eltrombopag versus romiplostim are clearly presented.

We would kindly request that the cost effectiveness be analysed using all the available data
inputs (from both the RAISE and Kuter trials) and the results presented appropriately,
highlighting the level of uncertainty in the ICER of eltrombopag versus romiplostim.

3) The source of the post 24 week eltrombopag dose input in the cost effectiveness model
has been inappropriately taken from the EXTEND trial and not from the RAISE trial from
which the clinical effectiveness (response rates) were sourced. This is inappropriate
because it breaks the link between dose and response data, by taking data inputs from
different trials, with no clear justification. In addition, by using this approach, the post 24
week eltrombopag dose is derived differently for the post 24 week romiplostim dose, which
was assumed to be the average from weeks 12 to 23 from the Kuter trials. The post 24 week
eltrombopag dose used in the model (sourced from EXTEND trial) is 11% lower than the
average week 12 to 23 eltrombopag dose reported in the RAISE trial. This inconsistency in
the approach to dosing across the two arms of the model clearly biases the cost
effectiveness analysis in favour of eltrombopag.

We would kindly request that a consistent approach be taken in estimating the post 24 week
eltrombopag and romiplostim doses be used in the cost effectiveness analysis that is linked
to the response rates used in the model (i.e. the average from weeks 12 to 23 be applied
post 24 weeks).

4) The reversed ICER of eltrombopag versus romiplostim is extremely sensitive to
romiplostim dose, due to the potential for wastage. This issue was raised by the ERG in their
comments included in the first ACD in which they highlight that reducing romiplostim dose by
spacing out administrations rather than reducing the dose per administration would make
romiplostim less costly than eltrombopag. The current ACD contains no sensitivity analysis
on romiplostim dose and there is no mention that relatively small changes (reductions) in
romiplostim dose, similar to those observed in clinical practice, render eltrombopag cost
ineffective (reversed ICER below the threshold) compared with romiplostim. This sensitivity
on romiplostim dose, and in particular clinical practice dosing, was acknowledged by the
Appraisal Committee in section 4.12 of TA221 guidance.

We would like the Appraisal Committee to acknowledge that the ICER is highly dependent
on romiplostim dose and that compared with romiplostim dose in clinical practice
eltrombopag is not likely to be cost effective.

When these four issues are considered together, the cost effectiveness of eltrombopag
versus romiplostim can range from £389,000, as presented in the ACD, to romiplostim
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dominating eltrombopag. Currently the ACD does not discuss or acknowledge the very high
level of uncertainty in the cost effectiveness; instead it quotes a definitive ICER which is at
the highest end of the range and inappropriately biased in favour of eltrombopag. It is
extremely important that the final guidance clearly highlights the range of ICERs as this
document will be an important reference for NHS commissioners. The Innovation Health
and Wealth report® highlights that NICE has a responsibility to make clear decisions to
commissioners. The current cost effectiveness analysis and the stated ICERs presented in
the ACD are biased in favour of eltrombopag and may inappropriately result in
commissioners refusing to fund romiplostim in line with TA221. The ITP association
highlighted in their comments to the first ACD that some patients were already being refused
funding (which is in breach of the statutory funding obligation); it is highly possible that the
ACD in its current form could exacerbate this situation.

We would kindly request that the cost effectiveness be analysed addressing the four issues
identified above and the results presented appropriately so as not to mislead NHS
commissioners.

Finally, we welcome the acknowledgement in the second ACD that the indirect comparison
shows romiplostim to be more clinically effective than eltrombopag; however we do not think
it appropriate that clinical opinion is being quoted as evidence to reduce the impact of the
indirect analysis. According to the Institute’s Methods on the hierarchy of evidence clinical
opinion is a lower form of evidence than an indirect analysis of RCT data and as such it is
inappropriate to use it to drive any conclusion on efficacy of one TPO over another.
Particularly in the case of this appraisal where relatively small numbers of patients have
been treated with eltrombopag in the UK outside a trial setting due to the absence of a
positive NICE recommendation.

We would request that the inference in the ACD that clinical opinion is of equal strength to
the indirect comparison of RCTs be revised in subsequent documents to align with NICE
Methods
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1 The recommendation in section 1.1 is now consistent with the comparator
recommendation for romiplostim.

We have reviewed the ACD and acknowledge the change to the initial preliminary
recommendation and agree that it is now consistent with the Institutes recommendation for
the comparator romiplostim.

2 The cost effectiveness analysis has not been conducted correctly and the ICERs
presented in the ACD are biased in favour of eltrombopag

Recommendation:

The ERG should calculate the cost effective analysis of eltrombopag versus romiplostim
appropriately and correctly; as such we kindly request that:

i) The ICER of eltrombopag versus romiplostim be analysed using utilities which are
consistent with the approach described in the ‘Guide to the Methods of Technology
Appraisal’

i) The ICER of eltrombopag versus romiplostim be analysed using all the available
model input data (from both the RAISE and Kuter trials) and the results presented
appropriately, highlighting the level of uncertainty in the cost effectiveness of eltrombopag
versus romiplostim.

iii) The ICER of eltrombopag versus romiplostim be calculated using the correct post
24 week eltrombopag dosing

iv) The Appraisal Committee acknowledge that the ICER for eltrombopag versus
romiplostim is highly dependent on romiplostim dose and that compared with romiplostim
dose in clinical practice eltrombopag is not likely to be cost effective.

We would kindly request that the cost effectiveness be analysed addressing the four issues
identified above and the results presented appropriately so as not to mislead NHS
commissioners.

In the second ACD the ERG have conducted a cost effectiveness analysis of eltrombopag
versus romiplostim with a new base case using inputs from the RAISE trial. This version of
analysis was mentioned by the ERG in the first ACD, where it was described as the
‘alternative evaluation’, but no figures were presented; as such the second ACD is the first
time the new and very large (reversed) ICERs for eltrombopag versus romiplostim have
been presented for stakeholder comment. The size of the ICERs appear counter-intuitive,
since the | ond romiplostim s
more effective, therefore we have reviewed the ERGs most recent analysis and believe the
guality of the analysis is not of a sufficient standard for the Appraisal Committee to form a
recommendation.

We acknowledge that the ERG and Appraisal Committee have included some of our
comments on the first ACD to update the second ACD cost effectiveness analysis; however
the next four sections describe the new issues we have identified in the cost effectiveness
analysis and our concerns about how this analysis has been presented in the second ACD.
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2.1 The ERG have incorrectly used SF-6D utility scores in the cost effectiveness
analysis

Whilst testing the reliability of the model sent to us by NICE we found it impossible to
replicate the ERG analysis, and in particular the ICERs between eltrombopag and
romiplostim presented in section 4.20 (page 42) of the second ACD even though we have
changed the inputs to be exactly as described in the ERG comments and report. We
highlighted this to NICE on 4™ April and received the following e-mail response via NICE
from the ERG on 12" April “The costs are quite similar, the main discrepancies lie in the
QALYs. I think the source of this is likely to be Amgen not having applied the SF-6D utilities,
which is simply implemented within the drop down box of cell G29 of the Main worksheet.
When | set this to “No” | get the same QALYs as per the Amgen analysis with the minor
exception of -0.20 rather than -0.21 for the non-splenectomised.”

We think that it is important to highlight to the Appraisal Committee that Amgen did not
incorporate SF-6D utilities when testing the reliability of the model as we do not believe SF-
6D utilities are consistent with the Institutes ‘Guide to the Methods of Technology Appraisal’.

SF-6D utilities are collected using the standard gamble classification system and as such are
not consistent with the time trade off classification system for valuing utilities, as set out in
section 5.4 of the ‘Guide to the Methods of Technology Appraisal’. The guide clearly states
that “EQ-5D is the preferred measure of HRQL in adults”. The guide states “Different
classification systems produce different utility values; therefore, results from the use of
different systems cannot always be compared. Given the comparative nature of the
Institute’s work and the need for consistency across appraisals, a single classification
system, the EQ-5D, is preferred for the measurement and valuation of HRQL (Section
5.4.4)". As such, SF-6D utility data should only be included in a NICE technology appraisal
when there is no EQ-5D utility data available; this is clearly not the case in this technology
appraisal as there are two alternative sources of EQ-5D data:

1. The SF-36 scores collected in the RAISE trial should have been mapped to EQ-5D
utilities. This mapping approach is discussed in section 5.4.6 in the ‘Guide to the
Methods of Technology Appraisal’ and is recommended if the EQ-5D instrument is
not available. In Amgen’s comments regarding the first ACD we requested that this
analysis be conducted to provide the most appropriate source of utility data in line
with the ‘Guide to the Methods of Technology Appraisal’.

2. The EQ-5D utility scores published in Szende et al. 2010? should have been used, in
line with the manufacturer’s base case.

By inappropriately including the SF-6D utilities to model the cost effectiveness of
eltrombopag versus romiplostim, the ERG have overestimated the reversed ICER in the
second ACD (section 4.2 page 42). We kindly request that the cost effectiveness analysis
be repeated using either utilities derived from the SF-36 scores collected during the RAISE
trial mapped to EQ-5D or the EQ-5D data published in the Szende paper.
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2.2 The ERG have incorrectly only considered inputs for the probability of bleeding
and rescue rates from the RAISE trial

In the second ACD, the ERG have based the cost effectiveness analysis on the ‘alternative
evaluation’ only (renamed the ERG base case) and have ignored the original manufacturer’s
base case presented in the first ACD. By taking this approach the ERG have applied inputs
for the probability of bleeding and rescue rates to both eltrombopag and romiplostim from the
RAISE trial; that is eltrombopag’s main trial. This is in contrast to the first ACD where the
base case presented applied the probability of bleeding and rescue rates from the Kuter trial;
romiplostim’s main trial. A schematic of this is presented in figure 1.

The BASE case presented in first ACD

Kuter Trial Eltrombopag

assumptions:
+ Probability of bleeds
*Rescue rates

Romiplostim

The ALTERNATIVE evaluation presented in second ACD

RAISE Trial Eftrombopsg

assumptions:
+ Probability of bleeds
+ Rescue rates

Romiplostim

Figure 1: A schematic of the key differences between the cost effectiveness analysis
presented in the first ACD and the second ACDH

In the first ACD the ERG advised the Appraisal Committee to consider the base case as
inappropriate because it did not use data directly from its own (eltrombopag) RAISE trial and
advised the Appraisal Committee to consider the ‘alternative evaluation’ only. This would
have been appropriate if the comparator in this appraisal had not been romiplostim.
However as romiplostim is the main comparator then it is completely inappropriate to select
one set of inputs over another without explicit justification.

In this appraisal the selection of the source of the inputs to the cost effectiveness analysis for
the probability of bleeds and rescue rates is critical because the data reported in the trials
are very different, Table 1.
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RAISE Kuter Difference
Probability of bleeds Splen Non Splen Non Splen Non
Splen. Splen. Splen.
Probability of bleed: platelets < 50,000 — inpatient | 0.008 0.008 0.043 0.044 | -0.035 -0.036
Probability of bleed: platelets < 50,000 — outpatient | 0.341 0.214 0.455 0.442 | -0.114 -0.228
RAISE Kuter Difference
Rescue rates per month Splen Splen Non Splen
P pie Splen. ple Splen. pie Splen.
Probability of bleed: platelets < 50,000 0.319 0.143 0.680 0.330 | -0.361 -0.187

Table 1: A comparison of the probability of bleeding and rescue rates from the
RAISE (eltrombopag) and Kuter (romiplostim) trials

The probability of bleeds and the rescue rates per month for patients with a low platelet as
reported in the Kuter trials are significantly larger than those reported in the RAISE trial. The
difference in these two parameters makes a very significant impact on the ICERs for
eltrombopag versus romiplostim; we estimate this simple change could reduce the ICER by
70-80% taking the results close to the reversed threshold. Furthermore, it is clear that by
only selecting the inputs from the RAISE trial the ERG have only conducted analysis which
is going to result in the highest reversed ICERs for eltrombopag versus romiplostim.

In order to determine which trial inputs should be included in the analysis and presented in
the guidance, the ERG and Appraisal Committee should consider the generalisibility and
clinical relevance of the two data input sources. If it is unclear which inputs should be used,
then NICE methods require that, at a minimum, the ERG should calculate the ICERs using
both sets and then present a range of ICERs. It is clearly not aligned with NICE Methods to
select only one of two relevant data sources, without evidence or justification.

For this appraisal we consider, as did the manufacturer in their original submission, that
inputs sourced from the Kuter trials are the most generalisable to the decision problem and
patient group for which the Institute recommends the comparator (romiplostim).

i.  Probability of bleeding: The RAISE and Kuter trials used different scales to measure
the severity of bleeding and it is therefore difficult to directly compare the trials.
However, as already acknowledged by the Appraisal Committee, the Kuter trial
included patients who were considered more severe than those in the RAISE trial
(Section 4.11, page 36 of ACD Il). This inclusion of more severe patients may
explain why the Kuter trial reported higher bleeding rates than the RAISE trial. Given
that the comparator (romiplostim) is recommended by the Institute in more severe
patients, then the data for probability of bleeding from the Kuter trial seems the most
appropriate to use as it is more generalisable to the patient group under
consideration. At a minimum, the ERG should have considered both sets of bleeding
inputs and presented the resultant ICERs between eltrombopag and romiplostim to
the Appraisal Committee for consideration when forming a recommendation and for
inclusion in the second ACD. We would welcome acknowledgement by the Appraisal
Committee that the probability of bleeding data from the Kuter trial is more
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representative of and generalisable to (than the RAISE trial) the more severe patient
group in whom the Institute recommend romiplostim and have issued a draft
recommendation for eltrombopag.

i. Rescue rates: The romiplostim final guidance TA221° (section 4.16) states that
clinical specialists agreed that the Kuter trial population had the most severe ITP
(estimated as representing 1-4% of people with cITP), were at high risk of bleeding
and therefore needed high levels of rescue therapies throughout the trial. We would
therefore expect the ERG to have calculated ICERs based on rescue rates from both
the RAISE and the Kuter trials. We would expect that, at a minimum, the ERG would
present the Appraisal Committee with both sets of analysis and the Appraisal
Committee acknowledge that the Kuter inputs are the most representative of the
patient group in whom the comparator (romiplostim) is recommended.

In summary the Kuter trial should be used as the source of inputs for the probability of
bleeding and rescue rates in the cost effectiveness analysis as it is the most generalisable
data to the patient group in whom the comparator (romiplostim) is recommended. It is
entirely inappropriate for the ERG to have only calculated ICERs based on the RAISE trial
and this must be addressed in the forthcoming Appraisal Committee meeting and any
resulting documentation. Given that these parameters have such an important impact in the
relative size of the ICER for eltrombopag versus romiplostim we would expect the ERG to
calculate both sets of analysis for the Appraisal Committee to consider in order to form a
recommendation.

2.3 The post 24 week eltrombopag dose derives from a different study to the
eltrombopag response rates used in the cost effectiveness model and is
inconsistent with the approach used in the romiplostim arm of the model

The dosing of eltrombopag included in the model is time dependent, Table 2. The doses
from week zero to 23 were sourced from the RAISE trial (from which the response rates
were taken) and the long term post 24 week dose was sourced from the EXTEND trial. The
selection of dose for eltrombopag post the 24 week period is the most impactful on the cost
effectiveness because it is this dose that is applied over the lifetime of the patient cohort in
the model.

Eltrombopa
Eltrombopag dosing: RAISE trial gdosing:
EXTEND trial
Average | Average
Week Week Week Week Week Week Post week
week4to | week 12
0-3 4-7 811 12-15 16-19 20-23 24
23 to 23
Non splenectomised 485 54.6 55.5 55.1 56.2 571 55.7 56.2 49.3
Splenectomised 49.0 56.8 57.8 56.9 54.7 574 56.7 56.3 52.6

Table 2: The time dependent dosing of eltrombopag

Table 2 clearly shows that the post 24 week eltrombopag dose used in the model is
significantly lower than the dosing taken over the 24 week period of the RAISE trial:
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» For splenectomised patients the post 24 week dose in the model is 11% lower than
the average dose of week 4 to 23 from the RAISE trial and 12% lower than the
average dose from week 12 to 24 from the RAISE trial.

= Similarly for non splenectomised patients the post 24 week dose is 7% lower than
then the average dose of week 4 to 23 from the RAISE trial and 7% lower than the
average dose from week 12 to 24 from the RAISE trial.

We believe that the input selected in the analysis for the post 24 week dose of eltrombopag
is inappropriate for two reasons:

i. The dose does not derive from the same trial as the effectiveness data (response
rates) used in the model.

ii. The post 24 week dose of romiplostim was derived using a different method (taking
the average dose from weeks 12 to 23 from Kuter, from which the romiplostim
effectiveness data was taken) and as such the model is not consistent between arms
in its treatment of long-term dosing.

Changing the source of the eltrombopag post 24 week dose from EXTEND to RAISE (week
12 to 24) will make a significant difference to the ICER of eltrombopag versus romiplostim;
this is particularly the case for the non splenectomised patients where we estimate that the
reversed ICER could reduce by 30-50%. The impact of changing the source of the post 24
week dose will be lower for splenectomised patients as the dose in the EXTEND trial is
similar to those in the RAISE trial; however we would estimate the ICER of eltrombopag
versus romiplostim would decrease by approximately 10%. This important point was not
considered in the ERG report and we think this should be corrected in the analysis
presented in the forthcoming Appraisal Committee meeting and any resulting
documentation.

2.4 The Appraisal Committee does not recognise that the cost effectiveness of
eltrombopag versus romiplostim is extremely sensitive to the romiplostim dose.

A simple sensitivity analysis of the ICER of eltrombopag versus romiplostim dose shows that
the results are extremely sensitive to the assumption regarding the dose of romiplostim.
This ‘hyper’ sensitivity is driven by the potential waste from using multiple vials. This point
has also been identified and recognised by the ERG in their comments on the first ACD
(ERG ACD comments page 31) “The ERG pointed out during first Appraisal Committee
meeting that if romiplostim patients reduced their dose by spacing out administrations rather
than reducing the dose per administration this could in itself reduce wastage to the point
where romiplostim might be cheaper than eltrombopag, based upon the median doses
among romiplostim responders.” This point has not been recognised by the Appraisal
Committee in the second ACD. We kindly request that the Appraisal Committee to
acknowledge that the ICER is highly dependent on romiplostim dose and that compared with
romiplostim dose in clinical practice eltrombopag is not likely to be cost effective. The
Appraisal Committee recognised that the dosing of romiplostim in clinical practice may be
lower than that observed in the phase 3 trials whilst they were reviewing TA221°. Section
4.12 of the TA221 Guidance states “The Committee noted that in clinical practice it would be
rare for clinicians to use doses of romiplostim that were aimed at obtaining a platelet count
above 50 x 10° per litre (as was the case in the trials). Therefore, in practice, aiming for a
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lower target platelet count would mean less frequent use of romiplostim and lower doses of
romiplostim when it is used. The Committee noted that, in the ERG’s exploratory analyses,
the ICERs were sensitive to a change in the number of vials used, and concluded that
romiplostim would be more cost effective if less romiplostim was used in clinical practice
than was assumed in the model.”

By considering the four points described above it is clear that the second ACD only presents
the upper boundary of the reversed ICER of eltrombopag versus romiplostim. This is very
misleading, as the above analysis shows the ICERs of eltrombopag versus romiplostim can
range over £300,000 to romiplostim being dominant. As such we kindly would request that
the ERG run the analysis described above to allow the Appraisal Committee to consider the
full range of ICERs relating to the cost effectiveness analysis and to understand, fully, the
level of uncertainty around the cost effectiveness analysis.

We consider the presentation of the cost effectiveness of eltrombopag versus romiplostim in
a balanced way is extremely important as the guidance will be used by local NHS
commissioners to make funding decisions; as such it is essential they have the best quality
evidence, analysis, and recommendations available to them. This point was highlighted in
the Innovation, Health, and Wealth report', which aimed to ensure the rapid adoption of
innovation in the NHS and which emphasised the need for local commissioners to implement
NICE recommendations. It is clear, that to facilitate adoption of innovation in local practice,
NICE have a duty to ensure that their guidance is clear and based on all the available
evidence and is not open to misinterpretation. If the ACD were to remain unchanged,
presenting only the very high and biased ICERSs, then commissioners may incorrectly believe
that eltrombopag is significantly more cost effective than romiplostim and as a result deny
potential romiplostim patients funding in line with TA221; this would be based on incomplete
analysis which has been inadequately communicated. Some commissioners are already
denying funding for romiplostim, as was highlighted in the ITP associations comments on the
first ACD “We already have received feedback from clinicians that they are not being allowed
access to (licensed) TPO drugs; this information was mentioned at the Appraisal Committee
Meeting. To allow equitable access to these new treatments the guidance from NICE needs
to be clear and robust otherwise the budget holders who have no understanding of the
condition can choose to sidestep NICE guidance making the whole procedure a total waste
of time and money”. We fear that the current wording in the cost effectiveness section of the
second ACD could exacerbate this situation and inadvertently result in sub-optimal
implementation of TA 221.

3 The indirect evidence is recognised, however clinical opinion is being
inappropriately quoted as evidence to reduce the impact of this analysis

Recommendation: We request that the inference in the ACD that clinical opinion is of equal
strength to the indirect comparison be revised in subsequent documents

The second ACD states in several places that “the clinical specialists felt that eltrombopag
and romiplostim were broadly interchangeable” (Section 4.11, page 36, Section 4.15, page
39, Summary of Appraisal Committee’s key conclusions, page 46 of the ACD). It also states
that the Appraisal Committee “concluded that if the odds ratio for overall response moved
towards 1.0 (as implied by the clinical specialists’ willingness to substitute one treatment for
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another), the ICERs would further increase leading to further savings per QALY lost” (page
39). The inclusion of these statements suggests that romiplostim and eltrombopag have
equivalent clinical efficacy, even though the indirect analysis clearly shows that romiplostim
is superior to eltrombopag. This point is even acknowledged by the Appraisal Committee
themselves in a different section of the ACD where it is stated that “The Committee had
agreed that romiplostim is likely to be more clinically effective than eltrombopag” (pages 41
& 49) and the “Committee agreed with the clinical specialists that the available evidence
suggests that romiplostim is likely to be more effective than eltrombopag rather than equally
effective” (page 36).

We would like to remind the Appraisal Committee, that although expert clinical opinion is an
important and valuable source of evidence, the NICE Guideline Development Methods:
Information for National Collaborating Centres and Guideline Developers* clearly shows that
meta-analyses, systematic reviews of RCTs, or RCTs (level 1 evidence) is a higher quality of
evidence than expert opinion (level 4 evidence). It is misleading to use clinical opinion to
inform the relative efficacy of eltrombopag and romiplostim in the presence of more robust
clinical data, particularly when the use and so clinical experience of eltrombopag has been
restricted in the UK to date, in the absence of a positive NICE recommendation. We
therefore request that all statements in the ACD which imply clinical opinion is of equal
importance to a well conducted indirect analysis of RCT data be rephrased to align with the
Institute’s Methods on the hierarchy of evidence.

References

! https://www.gov.uk/government/news/accelerating-adoption-of-innovation-in-the-nhs

?Szende A, Brazier J, Schaefer C, Deuson R, Isitt JJ, Vyas P. Measurement of utility values
in the UK for health states related to immune thrombocytopenic purpura. Curr Med Res Opin
2010;26:1893-903.

* NICE technology appraisal guidance 221: Romiplostim for the treatment of chronic immune
or idiopathic thrombocytopenic purpura (2011).

* National Institute for Clinical Excellence (February 2004, updated 2005) Guideline

Development Methods: Information for National Collaborating Centres and Guideline
Developers. London: National Institute for Clinical Excellence. Available from: www.nice.org.
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		(Review of Technology Appraisal 205)

		Summary

		1  The recommendation in section 1.1 is now consistent with the comparator recommendation for romiplostim.

		2 The cost effectiveness analysis has not been conducted correctly and the ICERs presented in the ACD are biased in favour of eltrombopag

		2.1 The ERG have incorrectly used SF-6D utility scores in the cost effectiveness analysis

		2.2 The ERG have incorrectly only considered inputs for the probability of bleeding and rescue rates from the RAISE trial

		2.3 The post 24 week eltrombopag dose derives from a different study to the eltrombopag response rates used in the cost effectiveness model and is inconsistent with the approach used in the romiplostim arm of the model

		2.4 The Appraisal Committee does not recognise that the cost effectiveness of eltrombopag versus romiplostim is extremely sensitive to the romiplostim dose.



		3 The indirect evidence is recognised, however clinical opinion is being inappropriately quoted as evidence to reduce the impact of this analysis
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Comments on the ACD Received from the Public through the

NICE Website
Role NHS Professional
Location England
Conflict Yes
Notes | have consulted for and received honorarium for speaking at

educational meetings for Gsk and Amgen.

Comments on individual sections of the ACD:

Section 1 My concern is the limitation to patients who have undergone

(‘I}glii)rﬁfs' Committee’s splenectomy. Response rates for splenectomy are only 60%.

f’ecommeﬁdaﬁons) This exposes up to 40% of patients to the risk of surgery and
the risk of sepsis and infections without any benefit from the
surgery.

Section 4 As a clinical expert who was present at the consultation, |

( Consideration of the
evidence)

disagree with some of these comments. The committee
presented the Bayesian analysis comparing romiplostim and
eltrombopag and asked us to comment on

Section 5
( Implementation)

We strongly recommend these agents are only prescribed by
haematologists who are in a position to monitor efficacy and
safety.

Role NHS Professional

Location England

Conflict No

Notes Amgen supported registration/accommodation at a scientific

meeting (BSH) in 2012

Comments on individual sections of the ACD:

Section 1 The thrombomimetics are clinically similar in their response

(Appraisal Committee’s rates. Splenectomy should not be part of the requirement as it

P ommeations) is not for romiplostim. Patients in the UK do not accept
splenectomy 2nd line and as a major treatment centre (Leeds),
we have carried out NO splenectomies in the last 5 years
(mainly patient choice)

Section 4 | do not agree that the evidence supports the arguement that

( Consideration of the
evidence)

eltrombopag is less effective that romiplosim and although a
direct comparison is lacking, available evidence suggests they
should be considered as having the same effectiveness.

Role NHS Professional

Location England

Conflict no

Comments on individual sections of the ACD:

Section 1 The preliminary recommendations are different from those for
(‘l}gliiﬁfs' Committee’s Romiplostim TA221, where there is no insistence on prior
Fecommeﬁdaﬁons) splenectomy. These agents are essentially similar in their

clinical response and their licenses are also similar. By having
differing recommendations it suggests that these are different
agents with different indications, which is not the case. For
Romiplostim there is also the recommendation that the agent
should be supervised by a haematologist. | would strongly






recommen this is included in TA205 as lack of this could lead to
inappropriate use.

Section 4
( Consideration of the
evidence)

The response to splenectomy is lower than quoted especially in
the long term. Literature suggests that Indium labelled platelet
studies are an effective way of predicting which patients are
likely to respond to splenectomy. As splenectomy is associated
an increased risk of infection related morbidity and mortality it
does not seem reasonable to subject patients who have a low
likelihood of responding (ie >40% and those who have a -ve
Indium labelled test) to such surgery.

4.11 states Committee agreed with the clinical specialists that
the available evidence suggested that romiplostim was likely to
be more effective than eltrombopag rather than equally
effective?. | think our comments have been misinterpreted . In
my opinion in terms of clinical effectiveness i.e achieving a
haemostatically meaningful response the agents are similar and
should be treated as such. The stringent end-point for the
randomised studies did demonstrate that the platelet response
rate was marginally less in the eltrombopag studies but as we
stressed in our comments it is the bleeding symptoms that are
of far more relevance than the actual platelet count in patients
with ITP.

Section 6
(Proposed
recommendations for
further research)

| am disappointed to read that there was little enthusiasm to
support an ITP registry rather than a strong recommendation
that all patients on these drugs should be monitored by a
specialist haematologist AND be registered for long term follow
up so that real world outcomes and comparisons of treatments
can be obtained

Section 7
( Related NICE guidance)

The technology appraisals for 221 and the current one should
cross refer and be giving the same message and advice.

Role Patient

Location England

Conflict no

Notes | have suffered from severe, refractory ITP since June 2008

(platelet count below 10). Although my clinician (and others he
has asked) believes | am eligible for Romiplostim on account of
the seriousness of my disease, my local PCT has continually
denied me access to that drug on account of the fact that | have
not undergone splenectomy. My clinician is completely
supportive of my decision not to have a splenectomy, informed
by concerns of its impact on work-related travel to areas of the
world with a higher risk of infectious diseases, combined with
the unpredictability of splenectomy in treating the disease. The
PCT has consistently interpreted the wording of the NICE
guidance for Romiplostim in such a way as to block every
appeal, even though patients in a similar situation to myself are
already getting access to the drug in other parts of the country. |
am concerned that the current wording of the guidance for
Eltrombopag will raise a similar problem, and that patients in my
situation may be denied access also to this.

Comments on individual sections of the ACD:






Section 1
(Appraisal Committee's
preliminary
recommendations)

The position of splenectomy in the care pathway and clinicians?
role in determining this urgently needs to be clarified to ensure
patient access. Similar ambiguity for Romiplostim is proving an
obstacle, further hampered by non-uniform application of NICE
guidance. Currently Eltrombopag is recommended only for
asplenic patients unless surgery is contra-indicated. This forces
splenectomy even when there is strong justification against.
This highly prescriptive model is contrary to recognized best
practice: (Point 4.3) ?managing ITP depends on individual
circumstances, and the specialists could not define a single
treatment pathway as routine practice?. Also: ?The Committee
heard that splenectomy would be considered as first-line,
second-line or subsequent-line treatment?. Many specialists
actively avoid it (eg Royal London Hospital, tertiary UK referral
centre) as it irreversibly removes a healthy organ with an
important immunological function and its success is relatively
low (especially long term) and unpredictable. Risk benefit
analysis must be tailored to a patient?s circumstances that may
make splenectomy inadvisable (e.g. higher risk of infection due
to work-related travel).

Section 4
( Consideration of the
evidence)

Please see comments for Section 1 concerning the position of
splenectomy in the pathway of care, and the key role of
clinicians in determining this with reference to an individual
patient.

Role Patient
Location England
Conflict no

Comments on individual sections of the ACD:

Section 1 Eltrombopag needs to be made available to ITP patients

(Appraisal Committee’s regardless of whether or not they have already had a

preliminary . .

recommendations) splenectomy. Many iTP patients who do not have a
splenectomy (often it is shown by indium label test for example
that a splenectomy will not work for them so no point in having
it) should surely be entitled to Eltrombopag as an alternative
where other treatments have not worked

Role NHS Professional

Location England

Conflict yes

Notes | have undertaken clinical trials with both licensed

Thrombopoietin receptor agonists, in addition to early studies
with some of the newer agents now available.[]

Comments on individual sections of the ACD:

Section 1
(Appraisal Committee's
preliminary
recommendations)

"The preliminary recommendations are different from those for
Romiplostim TA221, where there is no insistence on prior
splenectomy. These agents are essentially similar in their
clinical response and their licenses are also similar. By having
differing recommendations it suggests that these are different
agents with different indications, which is not the case.

For Romiplostim there is also the recommendation that the
agent should be supervised by a haematologist. These should






be emphasised here as this could lead to inappropriate use."

Section 3
(The manufacturer’s
submission)

"The response to splenectomy not as high as quoted and long
term is less than 60%. In patients who have failed splenectomy
and require further treatment there is well recognised increased
morbidity and mortality primarily due to infection, which is
treatment related. Now that Indium labelled platelt studies can
identify patients who will fail surgery patients should not be
forced into surgery we know will fail. This is currently the case
where commissioners are insisting on surgery before agreeing
funding.

Clinically this is indefensible and the recommendations
perpetuate this state of affairs. The recommendation for TA 221
are much more appropriate.”

Section 4
( Consideration of the
evidence)

In terms of clinical effectiveness the two products available are
interchangeable. The stringent end-point for the randomised
studies did demonstrate that the platelet response rate was
marginally less in the eltrombopag studies however interms of
achieving haemostatically meaningfull responses the agents
were similar and should be treated as such.

Section 6
(Proposed
recommendations for
further research)

While this is an ideal good quality studies are expensive and
difficult to perform. Prior to the recent studies in the TPO
receptor agonists most studies were small scale and rarely
randomised or either placebo or Standard of Care controlled. It
is worth bearing in mind that in the Amgen-sponsored trial of
romiplostim treatment for ITP required 85 sites in 14 countries
to enrol 234 patients in 22 months. The ITP Clinical Centres
group in the UK is committed to developing good quality
research projects but the numbers required to achieve good
quality data in large treatment studies may be difficult and is
likely to require pharma support as these rarely gain central
funding.

Section 7
( Related NICE guidance)

The technology appraisals for 221 and the current one should
cross refer and be giving the same message and advice.






