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NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE

Health Technology Appraisal

Lenalidomide for treating myelodysplastic syndromes associated with an isolated deletion 5g cytogenetic abnormality
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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Please note: Comments received in the course of consultations carried out by NICE are published in the interests of openness and
transparency, and to promote understanding of how recommendations are developed. The comments are published as a record of
the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory committees.

Comments received from consultees

Consultee

Comment

Response

Celgene

[THIS IS ASUMMARY OF CELGENE’'S COMENTS — PLEASE SEE
CELGENE’S FULL RESPONSE TO THE ACD]

Celgene is grateful for the opportunity to respond to the second Appraisal
Consultation Document (ACD2) developed by the Appraisal Committee (the
Committee) following its meeting on 1% April 2014. We are of course
disappointed that the Committee was unable to recommend lenalidomide as
a treatment option for the small cohort of patients with low or intermediate-1
risk myelodysplastic syndromes (MDS) associated with a deletion 5q
cytogenetic abnormality. However, we would like to take this opportunity to
address the issues raised in ACD2, and remain hopeful that the Committee
will review its preliminary recommendations and produce final guidance to
the NHS that supports the use of lenalidomide as a clinically and cost-
effective treatment for this group. | should say that we do feel that there has
been a loss of focus on the patient throughout this lengthy appraisal
process. This is particularly notable in Section 4.16 of ACD2:

“The Committee discussed how innovative lenalidomide is in its potential to
make a significant and substantial impact on health-related benefits. It
agreed that the convenience of a new oral treatment and reduction in the
need for blood transfusions offered a step change in treatment.”

The Committee goes on to conclude that this convenience is incorporated in
the QALY calculations, in a way that implies that the oral administration of
lenalidomide is its only innovative feature. During the previous NICE
consultation process patient groups and the Royal College of Physicians

Comment noted. Lenalidomide is
recommended as an option within its marketing
authorisation, that is, for treating transfusion-
dependent anaemia caused by low or
intermediate-1 risk myelodysplastic syndromes
associated with an isolated deletion 5q
cytogenetic abnormality when other
therapeutic options are insufficient or
inadequate.

The Committee discussed how innovative
lenalidomide is in its potential to make a
significant and substantial impact on health-
related benefits. It agreed that, the
convenience of a new oral treatment and
reduction in the need for blood transfusions
meant that lenalidomide offered a substantial
step change in treatment. See section 4.14 of
the Final appraisal determination (FAD).
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Consultee Comment Response
noted additional important aspects, over and above its oral administration. The "Considerations’ section of technology
These included alleviation of depression and anxiety; improved ability to appraisal guidance highlights areas of
lead a normal life; high response rate and the magnitude of haemoglobin uncertainty that have arisen during discussions
increase none of which are likely to be entirely captured by the QALY of the evidence (see NICE Guide to the
calculation. methods of technology appraisal section
These benefits are recognised by national Cancer Drugs Fund decision 6.1.4).
summary scores,* which show that since April 2013, lenalidomide for MDS The survival estimates in the model were
with isolated deletion 5q cytogenetic abnormality was the only application to | yncertain and therefore so was the proportion
have scored maximum points for meeting an unmet need and for its health of people who would remain on treatment after
related quality of life (HRQL) benefit out of the 57 applications that have 26 cycles to become eligible for the patient
made to the CDF to date. access scheme, and therefore the cost savings
Ultimately, the Committee concluded that following updated analyses and to the NHS under this scheme were uncertain.
with a lenalidomide patient access scheme (PAS) the final’ incremental The Committee agreed that the ICER was
cost-effectiveness ratio (ICER) for consideration is £25,300, but that this uncertain but accepted that a commitment from
figure was subject to uncertainty. As a result the Committee concluded that | the manufacturer to publish data on the
the actual figure may exceed £30,000. We think it is both unreasonable and | proportion of people on treatment beyond
unfair of the Committee to cite uncertainty here given that the MDS-004 26 cycles would provide reassurance that the
study is the largest trial conducted in patients with this small subset of MDS, | patient access scheme will provide value to the
which is in itself an orphan disease (only 6.3% of MDS patients having NHS. See sections 4.11 and 4.13 of the EAD.
del(5q)).2

Celgene [THIS IS A SUMMARY OF CELGENE’S COMENTS — PLEASE SEE Comments noted. The Committee agreed that

(continued)

CELGENE’S FULL RESPONSE TO THE ACD]

In order to address the specific concerns raised by the Committee regarding
this uncertainty, we have structured our response to focus on the following 3
issues:

1. Generalisability of the MDS-004 study population

2. Uncertainty in cost-effectiveness results with incorporation of
the patient access scheme

3. Logistics of the patient access scheme

although there were differences between the
trial and marketing authorisation populations,
on balance, the study was generalisable to the
marketing authorisation population, and how
lenalidomide would be used in clinical practice.
See section 4.3 of the FAD.
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Consultee

Comment

Response

1. Generalisability of the MDS-004 study population

In the Final Appraisal Document (FAD) issued in October 2013 the
Committee concluded that the MDS-004 study population was generalisable
for appraising lenalidomide for the relevant MDS del(5q) patient population.
The Committee however effectively reverses this conclusion in ACD2,
stating that generalisability to the licensed population is limited. Given that
no additional related evidence was provided to affect the conclusion reached
in the FAD, this development in ACD2 lacks transparency and appears to us
to be perverse.

Specifically, the proportion of patients who received prior erythropoiesis-
stimulating agent (ESA) in MDS-004 was highlighted as the key factor
reducing generalisability. The assumption underpinning this appears to be
that prior ESA use is a condition of the lenalidomide license and that prior
ESA use impacts prognosis. Both of these assumptions are, in fact,
incorrect.

The lenalidomide license does not state any requirement for prior ESA use.
The license states that lenalidomide is “indicated for the treatment of
patients with transfusion-dependent anaemia due to low- or intermediate-1-
risk myelodysplastic syndromes associated with an isolated deletion 5q
cytogenetic abnormality when other therapeutic options are insufficient or
inadequate.”

In the UK, as reflected in the trial, many patients are unlikely to receive prior
ESA as it is widely recognised as an inadequate treatment for transfusion
dependent MDS del(5q) patients.” ESA use in the UK is also limited by
funding as no standard recommendation is available.®> Additionally, prior
ESA use has been shown not to be a statistically significant prognostic
factor. Clinical feedback accepted as part of the Scottish Medicines
Consortium (SMC) process indicated, that MDS-004 study patients were
representative of the population that would be treated with lenalidomide in
Scotland, both in terms of baseline characteristics (e.g. prior erythropoietin)
and demographic characteristics. As such, we feel that there is sufficient
evidence for the Committee to have confidence in the generalisability of the
MDS-004 study and that any conclusion to the contrary would be hard to
justify.
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Consultee

Comment

Response

Celgene
(continued)

[THIS IS A SUMMARY OF CELGENE’'S COMENTS — PLEASE SEE
CELGENE’S FULL RESPONSE TO THE ACD]

2. Uncertainty in cost-effectiveness results with incorporation of
patient access scheme

In ACD2 the Committee took a view that uncertainty in the strength of the
relationship between achieving transfusion independence (TI) and extended
overall survival (OS) contrived to make the proportion of patients becoming
eligible for free of charge lenalidomide through the PAS uncertain. Celgene
have previously provided a body of evidence to support the association
between Tl and OS, including the results of a systematic literature review.
This is now further supported by a recent systematic review and meta-
analysis conducted by the School of Health and Related Research
(ScHARR) at the University of Sheffield, which associated Tl with a 57%
decrease in the risk of death compared to transfusion dependent patients.*

Data collected as part of Celgene’s lenalidomide Treatment Continuation
Scheme (TCS), which includes patients with more severe characteristics
(e.g. intermediate-2 and high risk) than permitted by the lenalidomide
marketing authorisation, show that 28% of UK patients continued to receive
lenalidomide at 26 cycles: comparable to the predicted figure of 31.9%.

All of this represents conclusive evidence that supports the achievability of
the outcomes projected for patients receiving lenalidomide. That the
Committee have failed to recognise this evidence is surely both unfair and
unreasonable.

Additionally, some patients within the TCS database have received up to 70
cycles of treatment: without the benefit of a PAS and at full cost to the NHS.

Recently published evidence from MDS-004 demonstrates a continued link

between Tl and OS for up to 7 years, and importantly lenalidomide becomes
cost-effective at a model time horizon of between 5 and 6 years (over which
time the relationship is shown to persist with considerably greater certainty).

Comments noted. The Committee noted that, if
the proportion of people who reached

26 cycles was less than 27%, the ICER would
be greater than £30,000 per QALY gained. It
agreed that the ICER was uncertain but
accepted that a commitment from the
manufacturer to publish data on the proportion
of people on treatment beyond 26 cycles would
provide reassurance that the patient access
scheme will provide value to the NHS. See
sections 4.11 and 4.13 of the FAD.

1. ACD comments table v5 to PM 12.08.14

Page 5 of 24






Confidential until publication

Consultee

Comment

Response

Celgene
(continued)

[THIS IS ASUMMARY OF CELGENE’'S COMENTS — PLEASE SEE
CELGENE’S FULL RESPONSE TO THE ACD]

3. Logistics of the patient access scheme

The lenalidomide PAS was approved by the Department of Health following
review by the Patient Access Schemes Liaison Unit (PASLU), whose remit is
to review and evaluate PAS proposals regarding a scheme’s value for the
NHS.® This was an involved process with expert panel review meetings with
clinicians and pharmacists present, and requests for clarifications from the
manufacturer. The scheme was recommended only after PASLU were
satisfied that the lenalidomide PAS was achievable. More specifically it was
clinically robust, plausible, appropriate, feasible to implement and
monitorable.®

The PAS functions on the back of the pregnancy prevention programme
(PPP) which is a mandatory requirement for prescribing lenalidomide. This
approach has neutral burden on the NHS and dispensing pharmacists.

With regards to treatment interruptions increasing uncertainties, it is already
noted in the FAD that treatment interruptions were accounted for in the cost-
effectiveness analysis through previous clarifications provided, and have
minimal impact on the lenalidomide ICER.

In summary, Celgene is disappointed that the Committee has decided to
reverse its earlier conclusions around it's evidence consideration, which
appears to us to have been undertaken unfairly and without the benefit of
additional evidence; resulting in a negative ACD2.

Celgene would like to emphasize again that MDS del(5q) is an orphan
condition affecting a very small patient population (=350 patients per annum
in England and Wales) for whom there are no other treatment options.

The robustness of the clinical and cost-effectiveness evidence that Celgene
have provided is far more than would normally be possible for such a rare
condition. We request that the emphasis of this process should therefore
primarily be on the patient and enhancing access to innovative treatments,
especially when they have already demonstrated cost-effectiveness.

Comments noted. .The Committee understood
that patient access schemes are pricing
agreements between the manufacturer and the
Department of Health. The Committee
acknowledged that there may be some
uncertainty about the actual costs of
lenalidomide paid in the NHS, but that it had no
authority to assume a different cost than that
agreed between the manufacturer and the
Department of Health.

The Committee accepted that that a
commitment from the manufacturer to publish
data on the proportion of people on treatment
beyond 26 cycles would provide reassurance
that the patient access scheme will provide
value to the NHS. See sections 4.11 and 4.13
of the FAD.
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Consultee

Comment

Response

Celgene is, of course, committed to ensuring that patients are ultimately able
to gain access to this treatment on the NHS and we shall engage fully in
those of the Institute’s formal processes that remain open to us.

Thank you once again for the opportunity to respond to the recent ACD and
we look forward to the ensuing discussions at the next Committee meeting.

Myelodysplastic
Syndromes
UK/Leukaemia
CARE

Please see below our response to the latest ACD for this appraisal. As we
are addressing a variety of issues and sending further documents with our
response, we have summarised the different points below.
A. ACD Comments

1. Survival Benefit issue (ACD 4.3, 4.5, 4.9, 4.10, 4.12, 4.15)

2. PAS administration issue (ACD 4.13)

3. Sub-group of patients for lenalidomide

B. Additional comments and documents

1. Additional patient statements — Appendix 1

2. Northern Ireland Assembly - MP David Mcllveen
3. Small population issue

4. Scotland — SMC - Regional discrepancy in UK

C. Process issue
1. Insufficient involvement with non-pharma consultees
2. NICE Patient Expert Report 2012

Comments noted. See responses below.

Myelodysplastic
Syndromes
UK/Leukaemia
CARE (continued)

A 1. Survival Benefit Issue

We were very surprised to read the NICE press release regarding the draft
guidance:

“Commenting on the draft guidance, Sir Andrew Dillon, NICE Chief
Executive, said: “The committee heard from clinical experts that
lenalidomide is an effective therapy. However, the data provided by the
company showed uncertainty about whether lenalidomide actually extended

Comments noted. The Committee discussed
how innovative lenalidomide is in its potential
to make a significant and substantial impact on
health-related benefits. It agreed that, the
convenience of a new oral treatment and
reduction in the need for blood transfusions
meant that lenalidomide offered a substantial
step change in treatment. See section 4.14 of
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Consultee

Comment

Response

lives.”

Firstly - as mentioned in our original submission, and in the azacitidine STA,
for such MDS patients , the quality of life gained through transfusion
independence is of equal importance to survival — if not more important for
some patients, due to their older age.

As per our main submission and patient statements, lenalidomide is a drug
that, through transfusion independence, drastically improves the quality of
life of this group of del5q patients, who would otherwise be destined for
supportive care only, and therefore be extremely limited in their daily
activities.

Therefore — placing the emphasis on survival, and not approving the drug
because it may not increase survival, is not a valid argument in this group of
patients.

Secondly, the French randomised trial has shown a survival benefit for
responders to the treatment.

The trial shows a background transformation rate to AML of about 25% and
less transformation and better survival for cytogenetic responders and those
who become transfusion independent on lenalidomide.

The topic of survival was previously discussed in the FAD, where the
Committee seemed to agree on a survival benefit due to transfusion
independence:

FAD - http://www.nice.org.uk/nicemedia/live/13555/65538/65538.pdf
3.42 The manufacturer submitted the results of a systematic literature review
to support its rationale that transfusion dependence is a prognostic factor for
overall survival and rate of progression to AML. Sixteen of the 17 studies
(mainly retrospective case series or registry populations, also one study
describing the results of a randomised controlled trial and one post-hoc
analysis of randomised controlled trial data — 5000 patients in total) meeting
the inclusion criteria reported statistically significant associations between
transfusion status and overall survival. This association was explained by:

e transfusion dependence and anaemia leading to increased non-

leukaemic death (particularly cardiac death)

the FAD.

The Committee noted the manufacturer’s
comments in response to consultation included
an updated analysis of the MDS-004 trial data
at 7 years, which continued to support a link
between transfusion independence and overall
survival. It concluded that it was plausible for
lenalidomide to indirectly improve overall
survival by improving transfusion
independence. See section 4.5 of the FAD.
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Consultee

Comment

Response

e transfusion dependence and anaemia leading to increased risk of
AML and leukaemic death
¢ transfusion independence after dependency at baseline improving
overall survival because of reduced complications from chronic
anaemia.
[}
The manufacturer also cited literature that examined the relationship
between AML and both transfusion status and erythroid response, arguing
that lenalidomide triggers programmed cell death in the deletion (5q) clone,
and that the MDS-004 trial showed significant reductions in progression to
AML for patients whose condition responded to lenalidomide

3.44 The ERG considered the additional information submitted by the
manufacturer. It agreed that this information, combined with the results
of the MDS-004 trial, suggested that it was reasonable to assume a 2-
step relationship, first between lenalidomide response and transfusion
independence, and then transfusion independence and overall
survival.

3.46 and 4.6 of the FAD - “Overall the Committee concluded that it was
reasonable to assume a relationship between lenalidomide and
transfusion independence, and transfusion independence and overall
survival, although there remained uncertainty about the exact strength
of the relationship and whether the relationship diminished over time.”
We read the many sources of evidence in Table 1 in Evidence 03, which
seem to have been overlooked by the committee?
http://www.nice.org.uk/nicemedia/live/13555/67708/67708.pdf

We also noted that NICE recognises and values the benefit of transfusion
independence on QOL and potentially survival — in the following Guidance
from April 2014:

National Institute for Health and Care Excellence- Appraisal consultation
document — Erythropoiesis-stimulating agents (epoetin and darbepoetin) for
treating anaemia in people having cancer treatment (including review of
TA142) - Issue date: April 2014

Current practice

Comment noted. The Committee recognised
the need for treatments that would reduce
blood transfusion dependence for people with
MDS associated with an isolated deletion 5q
cytogenetic abnormality (section 4.2 of the
FAD).

It also agreed that the convenience of a new
oral treatment and reduction in the need for
blood transfusions meant that lenalidomide
offered a substantial step change in treatment
(section 4.14 of the FAD).
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Consultee

Comment

Response

4.3.1Clinical need of patients, including the availability of alternative
treatments

The Committee heard from the patient expert that symptomatic anaemia is
associated with fatigue and the inability to perform everyday tasks. It also
heard from the clinical specialists that standard treatment for anaemia in
people having cancer treatment includes blood transfusions, which could
worsen quality of life and potentially shorten survival.

The Committee concluded that people with anaemia who have cancer
treatment need treatment options that potentially reduce the need for a
blood transfusion and which improve quality of life.

4.3.3 Estimate of the size of the clinical effectiveness including strength of
supporting evidence

The Committee concluded that ESAs were effective in increasing
haemoglobin concentrations, improving haematological responses and
reducing the need for blood transfusions.

4.3.4 Based on the available evidence, the Committee concluded that it
could not assume that ESA treatment either prolonged or shortened survival
compared with treatments that did not include ESAs.

4.3.5 The Committee concluded that the available evidence suggests that
ESA treatment improves health-related quality of life compared with
treatment without ESASs.

4.3.9 Uncertainties around and plausibility of assumptions and inputs in the
economic model. The Committee was concerned that the Assessment
Group did not include disutilities associated with adverse reactions in the
QALY calculation given that most adverse reactions occurred more
frequently in the ESA arms. However, it recognised that there would be
minimal effect on the incremental cost effectiveness ratios (ICERS) given
that the adverse reactions in the study were rare.

4.3.9 The Committee concluded that the QALY gain with ESAs may have
been underestimated given that the potential benefits of ESAs associated

Comment noted. The Committee considers
those factors it believes are most appropriate
to each appraisal (section 6.1.3 of the NICE
Guide to the methods of technology appraisal).

The Committee concluded that there was
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Consultee

Comment

Response

with avoiding blood transfusions and reducing the need for hospital visits
were not captured in the QALY calculation.

Reference to the fact that the drug may progress transformation to AML
should no longer be relevant. The EMA having licensed the drug for del 5q
as a single abnormality should be evidence enough that this topic is no
longer an issue.

A further paper, based on a subset of the MDS 004 trial also highlights the
following results amongst the isolated del 5q patients, demonstrating longer
overall survival in this group of patients:

Results: Rates of red blood cell-transfusion independence (RBCTI) 2182
days were higher in the lenalidomide 10 mg (57.4%; P < 0.0001) and 5 mg
(37.2%;P = 0.0001) groups versus placebo (2.2%). Cytogenetic response
rates (major + minor responses) were 56.8% (P < 0.0001), 23.1% (P =
0.0299), and 0%, respectively. Two-year cumulative risk of acute myeloid
leukaemia progression was 12.6%, 17.4%, and 16.7% in the lenalidomide
10 mg, 5 mg, and placebo groups, respectively. In a 6-month landmark
analysis, overall survival was longer in lenalidomide-treated patients with
RBC-TI 2182 days

Progression to AML by randomized treatment group is presented in Figure
2A. The estimated 2-year cumulative risk of progression to AML was 12.6%
(95%CI: 5.4-27.7), 17.4% (95%Cl: 8.7-33.3), and 16.7% (95%CI: 8.3-32.0)
in the lenalidomide 10 mg, lenalidomide 5 mg, and placebo groups,
respectively.

The estimated 4-year cumulative risk of progression to AML was 30.6%
(95%CI: 18.1-48.8), 35.4% (95%CI: 21.4-54.6), and 43.3% (95%CI: 27.6—
63.1) in the lenalidomide 10 mg, lenalidomide 5 mg, and placebo groups,
respectively.

Overall survival

Median OS was 4.0 years (95%CI: 2.5-NR), 3.5 years (95%CI: 1.7-4.8),
and 2.9 years (95%CI: 2.2—4.2) in the lenalidomide 10 mg, lenalidomide 5

considerable uncertainty over whether
lenalidomide was associated with changes in
the rates of AML progression for people with
low or intermediate-1 risk MDS associated with
an isolated deletion 5q cytogenetic abnormality
when other therapeutic options are insufficient
or inadequate. See section 4.6 of the FAD.

Comments noted. The Committee noted that
the manufacturer's comments in response to
consultation included an updated analysis of
these data at 7 years, which continued to
support a link between transfusion
independence and overall survival. Overall, the
Committee concluded that it was plausible for
lenalidomide to indirectly improve overall
survival by improving transfusion
independence (see section 4.5 of the FAD).
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Consultee

Comment

Response

mg, and placebo groups, respectively (Figure 3A). Of the 7 patients
randomized to placebo who did not crossover to lenalidomide 5 mg, 6
(85.7%) died. In a 6-month landmark analysis, median OS was significantly
longer in patients who achieved RBC-T/ 2182 days (5.7 years; 95%Cl. 3.2—
NR) compared with non-responders (2.7 years; 95%CI: 1.5-4.8; log-rank
test P = 0.0072.

Median OS was similar in patients who achieved a major or minor
cytogenetic response (4.3 years; 95%CI: 2.3—-NR) compared with non-
responders (3.7 years; 95%CIl: 2.0-4.7; logrank test P = 0.4073; Figure 3C).

In a study of untreated RBC transfusion-dependent patients with IPSS-
defined Low- or Int-1-risk MDS and del(5q), median OS was approximately
3.7 years; 82% of the patients had isolated del(5q) (5). In the same study,
RBC transfusion dependency was associated with shorter OS (HR 2.260; P
=0.001) in a Cox proportional hazards model of MDS patients with isolated
del(5q). In the current analysis, median OS was significantly longer in
patients who achieved RBC-T/ 2782 days compared with non-responders.
Although OS by cytogenetic response was not significantly different between
responders and non-responders, this lack of significance may have been
due to the limited number of events and patients in this subset analysis.

Extracts from “Outcomes in RBC transfusion-dependent patients with
Low-/Intermediate-1-risk myelodysplastic syndromes with isolated
deletion 5q treated with lenalidomide: a subset analysis from the MDS-
004 study.”

European Journal of Haematology, Article first published online: 9 JUN
2014, DOI: 10.1111/ejh.12380
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Myelodysplastic 2. PAS Scheme ACD 4.13 Comments noted.
Syndromes 4.13 The Committee questioned whether all the savings would be realised in

UK/Leukaemia
CARE (continued)

1. ACD comments ta|

practice for every patient because of the administration process involved.
The Committee concluded that this added to the uncertainty of the cost
reductions associated with the patient access scheme

Based on the official remit of PASLU, they are responsible for assessing the
feasibility and administration burden of all patient access schemes for the
NHS, not the committees, nor the ERG.

We believe this topic should not have been raised.

The PAS for lenalidomide was recommended as feasible, given the level of
administration it requires.

As per NICE documentation, PASLU is described as issuing robust advice:
“1.6 The process for advising whether implementing a patient access
scheme is feasible in the NHS in England and Wales has been specifically
designed to provide robust advice to the Department of Health. This advice
will inform ministerial decisions on whether NICE should consider a patient
access scheme as part of its technology appraisals programme.

1.9 Most of the evidence that the PASLU needs to advise on whether a
scheme is feasible is submitted by the manufacturer or sponsor of the
technology. A review of the submitted information is produced by the
PASLU, and if necessary the PASLU asks for further clarification (see 2.4.2).
Further input is provided by the members of the independent Expert Panel
and co-optees to the panel (see table 1). The PASLU asks for advice from
within or outside NICE when necessary.

Schemes should be clinically robust, clinically plausible, appropriate and
monitorable (e.g. if it is a responder scheme, there must be a relatively
straightforward way to measure a patient’s clinical response). “

The description of the PASLU remit adds:

“The more systematic use of such schemes will need to be reviewed in light
of experience. The timing of such a review will be jointly agreed but will be
initiated not later than 2 years after the commencement of this agreement. “
We would welcome such a timed review, which should then show the drug in
practice, further clinical benefits and the benefits for the NHS.

ble v5 to PM 12.08.14

The Committee understood that patient access
schemes are pricing agreements between the
manufacturer and the Department of Health.
The Committee acknowledged that there may
be some uncertainty about the actual costs of
lenalidomide paid in the NHS, but that it had no
authority to assume a different cost than that
agreed between the manufacturer and the
Department of Health

The Committee accepted that a commitment
from the manufacturer to publish data on the
proportion of people on treatment beyond 26
cycles would provide reassurance that the
patient access scheme will provide value to the
NHS. See sections 4.11 and 4.13 of the FAD.
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Myelodysplastic
Syndromes UK
/Leukaemia CARE
(continued)

3. Potential sub-group of patients for lenalidomide:

A portion of del5q patients are known (those with a P53 mutation) to have a
sub-optimal response to lenalidomide. 18% of del5q patients have this
mutation, based on paper referenced below.

We suggest investigating further with MDS experts to check whether looking
at only non P53 del5q patients would help reduce the cost-effectiveness
“‘uncertainty” in this appraisal.

Reference paper:

J Clin Oncol. 2011 May 20;29(15):1971-9. doi: 10.1200/JC0.2010.31.8576.
Epub 2011 Apr 25.

TP53 mutations in low-risk myelodysplastic syndromes with del(5q) predict
disease progression.

Jadersten M1, Saft L, Smith A, Kulasekararaj A, Pomplun S, Gohring G,
Hedlund A, Hast R, Schlegelberger B, Porwit A, Hellstrém-Lindberg E, Mufti
GJ.

“The probability of a complete cytogenetic response to lenalidomide was
lower in mutated patients (0 of 7 v 12 of 24; P = .024).

CONCLUSION: Importantly, mutations were present years before disease
progression and were associated with an increased risk of leukemic
evolution. Our findings indicate a previously unrecognized heterogeneity of
the disease which may significantly affect clinical decision making.”

4. Iron Chelation treatment (ACD 3.37)

Deferiprone was added to the cost calculations by the ERG.

However this drug is not a licensed medication in this setting — this should
have been checked with MDS experts before being added to the model.

Comments noted. Evidence for this potential
subgroup was not available for the Committee
to evaluate. However, the recommendation of
lenalidomide as a cost-effective treatment for
treating transfusion-dependent anaemia
caused by low or intermediate-1 risk
myelodysplastic syndromes associated with an
isolated deletion 5q cytogenetic abnormality
when other therapeutic options are insufficient
or inadequate includes this subgroup of
people.

Comment noted.

Myelodysplastic
Syndromes
UK/Leukaemia

[MDS UK and Leukaemia Care submitted additional patient statements
which can be found in the evaluation report]
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CARE (continued)

Myelodysplastic B Comment noted. Lenalidomide is

Syndromes 2. Northern Ireland recommended as an option within its marketing

UK/Leukaemia
CARE (continued)

Northern Ireland MP David Mcllveen recently took part in a Northern Ireland
Assembly presentation about access to treatment for rarer cancers.

He called on ministers to address the issue of the severe lack of crucial
drugs for cancer patients in this part of the country which does not benefit
from the Cancer Drug Fund.

We urge NICE and the committee to take these views into consideration.

Private Members’ Business — Cancer Drugs: Funding

Topic: The difficulties faced by patients obtaining funding for cancer drugs;
concern about the varying policy positions throughout the UK and Ireland
regarding the accessibility of cancer drugs; calls on the Minister of Health,
Social Services and Public Safety to undertake a review into the practices in
Northern Ireland to provide greater clarity for patients trying to obtain funding
for cancer drugs.

Comment extracted:

“Mr McKinney: Thank you. | welcome the intervention. It is a point that | will
expand on in just a moment.

In England, as we are aware, a cancer drugs fund (CDF) is in operation that
provides direct access for cancer sufferers to cancer drugs. In Scotland, just
this month, the peer-approved clinical system has been put in place. That
has replaced the IFR model and the clear inequalities in access that it was
producing. In Wales, the All Wales Medicines Strategy Group is in place to
appraise medicines before NICE. Consequently, that, too, improves access
for cancer patients. However, a recent study by Bristol University uncovered
that cancer sufferers in England are seven times more likely to receive the
drug than those in Wales. There are varying journeys towards greater
access to cancer drugs in the UK. We, however, are not yet at the starting
line. When the SDLP has asked the Minister about that inequality, he has
deflected it by bringing up the viability of the IFR process or even the issue
of prescription charges or welfare reform.

authorisation, that is, for treating transfusion-
dependent anaemia caused by low or
intermediate-1 risk myelodysplastic syndromes
associated with an isolated deletion 5q
cytogenetic abnormality when other
therapeutic options are insufficient or
inadequate.
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The Rarer Cancers Foundation and others have undertaken research about
the cost of a CDF model here. It ranges between £5 million and £6 million.
That is significantly less than the amounts needed in England, and it is
feasible, we argue, if the Minister wants it to be. It is also important to note
that, due to sophisticated molecular testing, improved diagnosis is available.
Clinicians are available to accurately pinpoint which drug will work for a
particular individual. So a cancer drugs fund model will cost more but will be
much more refined and accurate than initially imagined.”

Northern Ireland and Wales are at an incredible disadvantage — as the
Cancer Drug Fund is not available to those regions, therefore creating a
post-code lottery — yet again.

This issue also creates severe problems of cross regional referrals — causing
a further and artificial strain on the NHS.

Myelodysplastic
Syndromes
UK/Leukaemia
CARE (continued)

This group of patients in this appraisal is extremely small — and therefore
additional evidence from abroad must be considered to help reduce the
uncertainty the Committee still struggles with.

We strongly request that the Committee engages with as many MDS experts
as possible, in order to gather further clinical evidence, as opposed to
requesting additional data from the manufacturer.

To date, only one MDS expert was consulted internally at NICE, which we
insist is neither satisfactory, nor objective or conclusive.

We request specifically that the 31.9% survival estimate at 26 cycles of
treatment be validated by several experts in the UK and abroad. We
strongly believe this would assist in reducing uncertainty.

Previous NICE appraisals benefitted from the “small population criterion” as
in the HTA below.

We believe that Ienalidomide fits in with this particular concept.
http://publications.nice.org.uk/pemetrexed-maintenance-treatment-following-
induction-therapy-with-pemetrexed-and-cisplatin-for-ta309/consideration-of-
the-evidence

Comments noted. The Committee agreed that,
because the proportion of people remaining on
treatment after 26 cycles in clinical practice
was uncertain, so were the potential cost
savings from the patient access scheme. The
Committee accepted that a commitment from
the manufacturer to publish data on the
proportion of people on treatment beyond 26
cycles would provide reassurance that the
patient access scheme will provide value to the
NHS. See sections 4.11 and 4.13 of the FAD).
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4.21 The Committee discussed the small patient population criterion. It
heard from NICE that, for treatments for small groups of patients, higher
prices, and therefore reduced cost effectiveness, were more likely to be
justified given the need to recoup costs of development of the product if the
licensed indications only apply to a small potentially eligible patient
population. It further heard that the case for reduced cost effectiveness
weakens as the potential total population for a product increases. Therefore, | Comment noted. The Committee considered
taking into account the cumulative population covered by all the indications all the evidence submitted, including evidence
in the marketing authorisation needs to be considered. The Committee from clinical trials, patient and clinical experts,
understood that the small patient population criterion was intended to the Evidence Review Group’s economic
recognise the long-term benefits to the NHS of innovation. analysis and the manufacturer’s submission. It
also carefully considered the comments
4. Scotland and SMC appraisal received from consultees and commentators in
The SMC was satisfied with the data provided for their appraisal of this same | response to the ACD.
drug and was able to approve the drug for Scotland. The process and work
by this HTA group was just as rigorous as NICE.
Following the approval in Scotland, patients are once again facing a post-
code lottery.
This is again increasing issues of regional cross referrals.
Myelodysplastic C. Comments noted. The Committee considered
Syndromes 1. Insufficient involvement with Patient group consultees. the patient perspectives alongside the

UK/Leukaemia
CARE (continued)

Since the publication of the FAD, we requested more ample involvement, in
order to assist with the validation of clinical data. Despite regular
communication, this did not take place and we as patient groups, nor the
clinical expert groups were fully informed about the additional data
requested from the manufacturer.

This unfortunately also reflects the experience gathered in the recent NICE
Patient Expert Report 2012, which was released recently — extracts below.

We would again urge NICE and committees to take this opportunity to
engage more fully with patient group consultees at every stage of the
appraisal.

2. Report — NICE Patient Expert Survey

evidence on clinical and cost effectiveness and
it heard about the benefits of lenalidomide from
patient and professional groups during
consultation. It agreed that, the convenience of
a new oral treatment and reduction in the need
for blood transfusions meant that lenalidomide
offered a substantial step change in treatment
(see section 4.14 of the FAD).
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The results of a NICE survey amongst patient experts conducted in 2012
shows that unfortunately, two years later, NICE committees have still not
taken up the opportunity to work more closely with patient experts, and use
their knowledge and experience to improve and assist in the appraisals.

We find ourselves facing similar issues in this lenalidomide appraisal.
National Institute for Health and Care Excellence - Technology Appraisal
Patient Expert Survey 2012 Report. By Lizzie Amis and Heidi Livingstone -
Public Involvement Programme

Experiences during the committee meeting - overall experience

“Not only did the patient experts find the slide presentation more difficult to
understand, but also only just under half the patient experts (48%) thought
that the slides addressed the key patient issues, with over a third (33%)
saying that they thought they were not addressed.

“The slide presentation did not properly address patient needs and the
reasons why one of the technologies appraised was more beneficial to some
patients than others. This had to be explained by the clinical experts.”
“There was patient experience as far as goes side effects etc. however the
patient experience is far more than this. My overriding feeling with NICE TAs
is that it is hard science driven, and the wider patient issues have little
consideration/value to the determination.”

“The cost effectiveness Committee ‘lead team' member addressed issues
that could not be described as 'key patient issues' but were rather (broadly)
NHS resources issues. There are generally a large number of slides in his
presentation

Only 65% of patient experts were aware that there is a lay member of the
committee responsible for that particular appraisal topic.

The comments about the lay members and the lay lead role vary and show
that there could be an improvement in awareness of and understanding of
the lay members of the committee and the lay lead role.

There is considerable room for improvement; only about 40% said that they
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understood the slide presentations and could follow and participate in the
discussions. Just under half thought that the patient issues were
represented in the slides.

There were comments about the patients presence being ‘tokenistic’ and
that the patient experience has little to do with the committee’s overall
determination

Although 65% knew that there was a lead lay member responsible for their
topic, there was a lack of clarity about what their role is.

Other patient experts thought that although some of the key issues were
addressed some still were not and point out what they see as the flaws
regarding NICE’s methodology for including patient issues.

“Obviously some key patient issues were addressed but not all. | fail to
understand how NICE can be a partner in an initiative like the Technology
Strategy Board (TSB) 'Stratified Medicine Innovation Platform' which accepts
that randomised clinical trial (RCT) evidence is not exhaustive, although not
without value, whilst simultaneously elevating RCT evidence via
inclusion/exclusion criteria, to be the sole clinical evidence on which
economic models are built. The key patient issue is that clinically speaking
not all patients, even though they have the same diagnosis, are the same.
The modelling effectively shuts out evidence that might offer redress to that
relied upon.”

What is most important to patient experts?

The most important issues for patients are:

1. Being able to raise relevant issues at the committee meeting

2. Feeling that their contribution made a difference

Feeling that their contribution made a difference

This is one of the top two issues of important to patient experts and thus
another key area for improvement. Although the majority of the patient
experts felt their contribution made a difference, there were issues of: a
feeling of tokenism; the organisational statement being more relevant than
the patient expert presence; feeling that not all patient issues were
addressed; feeling that patient issues and evidence are not viewed equally

The Committee understood that patient access
schemes are pricing agreements between the
manufacturer and the Department of Health.
The Committee acknowledged that there may
be some uncertainty about the actual costs of
lenalidomide paid in the NHS, but that it had no
authority to assume a different cost than that
agreed between the manufacturer and the
Department of Health.

The Committee accepted that a commitment
from the manufacturer to publish data on the
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with the RCT evidence and the health economics.

Final comments
We firmly believe there is a possibility to reduce the uncertainty in this STA
by involving all stake holders and consultees, given the issues we raised in

our comments, and the information we provided — if used by the committee.

We urge NICE to pursue this consultation further to come to an acceptable
outcome in order to make the drug available — and therefore remove the
current unacceptable regional discrepancy.

We remain at the Committee’s disposal for any additional information.

proportion of people on treatment beyond 26
cycles would provide reassurance that the
patient access scheme will provide value to the
NHS. See sections 4.11 and 4.13 of the FAD.

Royal College of
Pathologists and
British Committee
for Standards in
Haematology

The decision of the Committee might legitimately be perceived to be
discriminatory to individuals who choose not to receive blood products
on religious grounds, notably Jehovah’s Witnesses, which as far as | can
see have not been considered as a patient group in this consultation.
For such individuals with 5g- syndrome who are refractory to
erythropoietin, the decision to refuse blood products leaves them with
little alternative therapeutic options. The use of Lenalidomide in this
situation would be justifiable both medically and morally and, if so, then
withholding Lenalidomide on economic grounds from other patient
groups could potentially be considered discriminatory in a court of law.

Comment noted. The Committee considered
the potential for discrimination to individuals
who cannot receive blood products on religious
groups, and noted that no representations had
been made or evidence received about the
pathway of care for this particular group of
patients, or about the effectiveness of
lenalidomide in this patient population.

The Committee concluded that lenalidomide
could be recommended for treating MDS
associated with an isolated deletion 5q
cytogenetic abnormality as a cost-effective use
of NHS resources and therefore it did not need
to amend any of its recommendations for the
group of patients unable to receive blood
transfusions.
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Royal College of
Pathologists and
British Committee
for Standards in
Haematology

(continued)

2.

There is an apparent inconsistency of recommendation here between
the use of Lenalidomide in 5g- syndrome and in multiple myeloma that is
not clearly explained. These are both malignant haematological
conditions for which Lenalidomide is a highly effective therapy and yet
the few patients with 5g- syndrome are clearly being treated differently to
the many patients with myeloma for whom Lenalidomide is offered in the
United Kingdom as third line treatment. On face value this appears to be
discriminatory by valuing patients with one form of cancer above another
despite good evidence to show similar levels of efficacy and
improvements in quality of life for both conditions treated with
Lenalidomide. This is particularly unfair given the orphan disease status
of 5g- syndrome, which is not clearly apparent in the Committees
considerations.

Comment noted.

The Committee considered all the evidence
submitted specific to the decision problem
specific for this therapeutic indication. This
included evidence related to clinical and cost
effectiveness that was from specific clinical
trials, patient and clinical experts, the Evidence
Review Group’s economic analysis and the
manufacturer’'s submission.

The Committee has recommended
lenalidomide as an option within its marketing
authorisation, that is, for treating transfusion-
dependent anaemia caused by low or
intermediate-1 risk myelodysplastic syndromes
associated with an isolated deletion 5q
cytogenetic abnormality when other
therapeutic options are insufficient or
inadequate.

Royal College of
Pathologists and
British Committee
for Standards in
Haematology

(continued)

The Scottish Medical Consortium has recently approved an identical
Patient Access Scheme that now operates in Scotland. This decision
clearly challenges the conclusion of NICE not to grant funding to
Lenalidomide in this clinical setting and creates a potentially serious
problem of regional geographic inequalities within the NHS.

Comment noted. The Committee has
recommended lenalidomide as an option within
its marketing authorisation, that is, for treating
transfusion-dependent anaemia caused by low
or intermediate-1 risk myelodysplastic
syndromes associated with an isolated deletion
5@ cytogenetic abnormality when other
therapeutic options are insufficient or
inadequate.
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Royal College of
Pathologists and
British Committee
for Standards in
Haematology

(continued)

4.

The Committee question the estimate of patients continuing for more
than 26 months on Lenalidomide at 27% at which point the funding of the
treatment by the NHS becomes cost effective. In my professional
opinion, the company Celgene has provided extremely clear evidence
that this is a very reasonable (and in some regard conservative) estimate
that has been arrived at using published real world data from a Spanish
study. Moreover, the Scottish Medical Consortium has accepted the
advice of its own consultants that this estimate is indeed representative
of the clinical practice population.

Comment noted. The Committee accepted that
a commitment from the manufacturer to
publish data on the proportion of people on
treatment beyond 26 cycles would provide
reassurance that the patient access scheme
will provide value to the NHS. See sections
4.11 and 4.13 of the FAD.

Royal College of | 5, The Committee appear to question the link between transfusion | Comment noted. The Committee concluded

Pathologists and independence and overall survival in 5g- syndrome which is clearly well | that it was plausible for lenalidomide to

E)rr'tg’tgncdoarporlg'?;ee established and provides a good argument in favour of Lenalidomide | indirectly improve overall survival by improving

Haematology cost effectiveness even without consideration of the enormous | ransfusion independence. See section 4.5 of
. improvements in quality of life that are also seen in responsive patients. | the FAD.

(continued)

Royal College of | 6. The current access to Lenalidomide in 5g-syndrome via the National | Comment noted. The Committee has

Pathologists and
British Committee
for Standards in
Haematology

(continued)

Cancer Drugs Fund complicates and largely obviates the current NICE
Appraisal Consultation Document. In light of this, a cost-sharing Patient
Access Scheme, as proposed by the marketing company Celgene,
appears to be a pragmatic way forward in terms of making this treatment
available to eligible patients within its current marketing authorisation
and along similarly lines to Lenalidomide funding in relapsed multiple
myeloma. The Committee has also disregarded the fact that, according
to the company’s own TCS database, a significant number of patients in
the UK are currently receiving Lenalidomide, some up to as many as 70
cycles of treatment, that is presently being funded by the NHS but who
would have this cost covered by Celgene were the proposed Patient
Access Scheme to be adopted.

recommended lenalidomide as an option within
its marketing authorisation, that is, for treating
transfusion-dependent anaemia caused by low
or intermediate-1 risk myelodysplastic
syndromes associated with an isolated deletion
5q cytogenetic abnormality when other
therapeutic options are insufficient or
inadequate.

The Committee accepted that a commitment
from the manufacturer to publish data on the
proportion of people on treatment beyond 26
cycles would provide reassurance that the
patient access scheme will provide value to the
NHS. See sections 4.11 and 4.13 of the FAD.
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Comments received from clinical specialists and patient experts
See above

Comments received from commentators

None

Comments received from members of the public

Role Section Comment Response

NHS 1 (appraisal | As Consultant Haematologists specialising in myelodysplasia and The Committee has recommended

Professional Committee's | other myeloid malignancies and as representatives of the UK MDS | |enalidomide as an option within its marketing
Pecommend | Forum, a charity representing expert opinion and funding education | authorisation, that is, for treating transfusion-
ations) and research among scientists and physicians with an interest in dependent anaemia caused by low or

myelodysplasia, we wish to express our concern at the recent NICE
ruling on lenalidomide.

We are of the opinion that the published data from the MDS-004
and other studies strongly supports the use of lenalidomide as first
line treatment in patients with transfusion dependent
myelodysplasia associated with the isolated 5q deletion. More than
two-thirds of patients will have a significant, meaningful
improvement in transfusion requirements with an unprecedented
improvement in quality of life. Patients are protected from adverse
complications of blood transfusion, including infection,
alloimmunisation and iron loading, and so avoid costs associated
with these conditions.

intermediate-1 risk myelodysplastic syndromes
associated with an isolated deletion 5q
cytogenetic abnormality when other
therapeutic options are insufficient or
inadequate.

The Committee agreed that if the
manufacturer committed to collect data to
address the uncertainties of the assumptions
used in the economic model relating to the
proportion of people remaining on treatment,
the Committee could be assured that
lenalidomide was a cost-effective use of NHS
resources. See sections 4.11 and 4.13 of the
FAD.

" When comments are submitted via the Institute’s web site, individuals are asked to identify their role by choosing from a list as follows: ‘patient’, ‘carer’, ‘general public’, ‘health
professional (within NHS)’, ‘health professional (private sector)’, ‘healthcare industry (pharmaceutical)’, ‘healthcare industry’(other)’, ‘local government professional’ or, if none of

these categories apply, ‘other’ with a separate box to enter a description.
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2 (The Primarily we are concerned that transfusion dependence and iron The Committee has recommended
technology) | loading are both associated with a shortened survival outcome in lenalidomide as an option within its marketing
patents with myelodysplasia and that this is alleviated by using authorisation, that is, for treating transfusion-
lenalidomide. Patients responding to lenalidomide can have excess | dependent anaemia caused by low or
iron removed through venesection which is much cheaper and intermediate-1 risk myelodysplastic syndromes
much more effective than subcutaneous or oral iron chelation associated with an isolated deletion 5q
therapy. When started sufficiently early in the patient?s journey, cytogenetic abnormality when other
Significant iron IOading may be avoided Completely. therapeutic options are insufficient or
_ _ _ _ inadequate.
Concern has been ra_lsed re_gardmg the ngmber of patients reac_hlng The Committee agreed that if the
26 weeks therapy. It is my view that sufficient numbers reach this manufacturer committed to collect data to
end point as to merit.an interim _ruling by NICE tha'g allows patients address the uncertainties of the assumptions
e e W e oo | used n the conomic modelreltng f e
could be made as to cost effectivenéss proportion _of people remaining on treatment,
' the Committee could be assured that
lenalidomide was a cost-effective use of NHS
We would urge NICE to reconsider the recent interim ruling and resources. See sections 4.11 and 4.13 of the
allow patients with this malignant and crippling orphan condition FAD.
access to a life changing and disease altering medication which has
been shown, in randomised studies, to impact favourable on
transfusion need, quality of life, and survival outcomes.
7 With careful national surveillance, review could be undertaken The Committee agreed that if the
(Related | petween three and five years after commencement of drug manufacturer committed to collect data to
NICE availability to ascertain number of patients remaining on drug. address the uncertainties of the assumptions
guidance) used in the economic model relating to the

proportion of people remaining on treatment,
the Committee could be assured that
lenalidomide was a cost-effective use of NHS
resources. See sections 4.11 and 4.13 of the
FAD.
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Dear Frances,

Celgene is grateful for the opportunity to respond to the second Appraisal Consultation Document
(ACD2) developed by the Appraisal Committee (the Committee) following its meeting on 1% April
2014. We are of course disappointed that the Committee was unable to recommend lenalidomide as
a treatment option for the small cohort of patients with low or intermediate-1 risk myelodysplastic
syndromes (MDS) associated with a deletion 5q cytogenetic abnormality. However, we would like to
take this opportunity to address the issues raised in ACD2, and remain hopeful that the Committee
will review its preliminary recommendations and produce final guidance to the NHS that supports the
use of lenalidomide as a clinically and cost-effective treatment for this group. | should say that we do
feel that there has been a loss of focus on the patient throughout this lengthy appraisal process. This
is particularly notable in Section 4.16 of ACD2:

“The Committee discussed how innovative lenalidomide is in its potential to make a significant and substantial
impact on health-related benefits. It agreed that the convenience of a new oral treatment and reduction in the
need for blood transfusions offered a step change in treatment.”

The Committee goes on to conclude that this convenience is incorporated in the QALY calculations, in
a way that implies that the oral administration of lenalidomide is its only innovative feature. During the
previous NICE consultation process patient groups and the Royal College of Physicians noted
additional important aspects, over and above its oral administration. These included alleviation of
depression and anxiety; improved ability to lead a normal life; high response rate and the magnitude
of haemoglobin increase none of which are likely to be entirely captured by the QALY calculation.

These benefits are recognised by national Cancer Drugs Fund decision summary scores,’ which
show that since April 2013, lenalidomide for MDS with isolated deletion 5g cytogenetic abnormality
was the only application to have scored maximum points for meeting an unmet need and for its health
related quality of life (HRQL) benefit out of the 57 applications that have made to the CDF to date.

Ultimately, the Committee concluded that following updated analyses and with a lenalidomide patient
access scheme (PAS) the ffinal’ incremental cost-effectiveness ratio (ICER) for consideration is
£25,300, but that this figure was subject to uncertainty. As a result the Committee concluded that the
actual figure may exceed £30,000. We think it is both unreasonable and unfair of the Committee to





cite uncertainty here given that the MDS-004 study is the largest trial conducted in patients with this
small subset of MDS, which is in itself an orphan disease (only 6.3% of MDS patients having
del(5q)).2

In order to address the specific concerns raised by the Committee regarding this uncertainty, we have
structured our response to focus on the following 3 issues:

1. Generalisability of the MDS-004 study population

2. Uncertainty in cost-effectiveness results with incorporation of the patient access
scheme

3. Logistics of the patient access scheme

1. Generalisability of the MDS-004 study population

In the Final Appraisal Document (FAD) issued in October 2013 the Committee concluded that the
MDS-004 study population was generalisable for appraising lenalidomide for the relevant MDS
del(5q) patient population.

The Committee however effectively reverses this conclusion in ACD2, stating that generalisability to
the licensed population is limited. Given that no additional related evidence was provided to affect the
conclusion reached in the FAD, this development in ACD2 lacks transparency and appears to us to
be perverse.

Specifically, the proportion of patients who received prior erythropoiesis-stimulating agent (ESA) in
MDS-004 was highlighted as the key factor reducing generalisability. The assumption underpinning
this appears to be that prior ESA use is a condition of the lenalidomide license and that prior ESA use
impacts prognosis. Both of these assumptions are, in fact, incorrect.

The lenalidomide license does not state any requirement for prior ESA use. The license states that
lenalidomide is “indicated for the treatment of patients with transfusion-dependent anaemia due to
low- or intermediate-1-risk myelodysplastic syndromes associated with an isolated deletion 5q
cytogenetic abnormality when other therapeutic options are insufficient or inadequate.”

In the UK, as reflected in the trial, many patients are unlikely to receive prior ESA as it is widely
recognised as an inadequate treatment for transfusion dependent MDS del(5q) patients.2 ESA use in
the UK is also limited by funding as no standard recommendation is available.® Additionally, prior ESA
use has been shown not to be a statistically significant prognostic factor. Clinical feedback accepted
as part of the Scottish Medicines Consortium (SMC) process indicated, that MDS-004 study patients
were representative of the population that would be treated with lenalidomide in Scotland, both in
terms of baseline characteristics (e.g. prior erythropoietin) and demographic characteristics. As such,
we feel that there is sufficient evidence for the Committee to have confidence in the generalisability of
the MDS-004 study and that any conclusion to the contrary would be hard to justify.

2. Uncertainty in cost-effectiveness results with incorporation of patient access scheme

In ACD2 the Committee took a view that uncertainty in the strength of the relationship between
achieving transfusion independence (TI) and extended overall survival (OS) contrived to make the
proportion of patients becoming eligible for free of charge lenalidomide through the PAS uncertain.
Celgene have previously provided a body of evidence to support the association between Tl and OS,
including the results of a systematic literature review. This is now further supported by a recent
systematic review and meta-analysis conducted by the School of Health and Related Research
(SCcHARR) at the University of Sheffield, which associated TI with a 57% decrease in the risk of death
compared to transfusion dependent patients.4

Data collected as part of Celgene’s lenalidomide Treatment Continuation Scheme (TCS), which
includes patients with more severe characteristics (e.g. intermediate-2 and high risk) than permitted





by the lenalidomide marketing authorisation, show that 28% of UK patients continued to receive
lenalidomide at 26 cycles: comparable to the predicted figure of 31.9%.

All of this represents conclusive evidence that supports the achievability of the outcomes projected for
patients receiving lenalidomide. That the Committee have failed to recognise this evidence is surely
both unfair and unreasonable.

Additionally, some patients within the TCS database have received up to 70 cycles of treatment:
without the benefit of a PAS and at full cost to the NHS.

Recently published evidence from MDS-004 demonstrates a continued link between Tl and OS for up
to 7 years, and importantly lenalidomide becomes cost-effective at a model time horizon of between 5
and 6 years (over which time the relationship is shown to persist with considerably greater certainty).

3. Logistics of the patient access scheme

The lenalidomide PAS was approved by the Department of Health following review by the Patient
Access Schemes Liaison Unit (PASLU), whose remit is to review and evaluate PAS proposals
regarding a scheme’s value for the NHS.> This was an involved process with expert panel review
meetings with clinicians and pharmacists present, and requests for clarifications from the
manufacturer. The scheme was recommended only after PASLU were satisfied that the lenalidomide
PAS was achievable. More specifically it was clinically robust, plausible, appropriate, feasible to
implement and monitorable.®

The PAS functions on the back of the pregnancy prevention programme (PPP) which is a mandatory
requirement for prescribing lenalidomide. This approach has neutral burden on the NHS and
dispensing pharmacists.

With regards to treatment interruptions increasing uncertainties, it is already noted in the FAD that
treatment interruptions were accounted for in the cost-effectiveness analysis through previous
clarifications provided, and have minimal impact on the lenalidomide ICER.

In summary, Celgene is disappointed that the Committee has decided to reverse its earlier
conclusions around it’'s evidence consideration, which appears to us to have been undertaken unfairly
and without the benefit of additional evidence; resulting in a negative ACD2.

Celgene would like to emphasize again that MDS del(5q) is an orphan condition affecting a very small
patient population (=350 patients per annum in England and Wales) for whom there are no other
treatment options.

The robustness of the clinical and cost-effectiveness evidence that Celgene have provided is far more
than would normally be possible for such a rare condition. We request that the emphasis of this
process should therefore primarily be on the patient and enhancing access to innovative treatments,
especially when they have already demonstrated cost-effectiveness.

Celgene is, of course, committed to ensuring that patients are ultimately able to gain access to this
treatment on the NHS and we shall engage fully in those of the Institute’s formal processes that
remain open to us.

Thank you once again for the opportunity to respond to the recent ACD and we look forward to the
ensuing discussions at the next Committee meeting.

Yours sincerely

Celgene Ltd
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Section 1: Generalisability of the MDS-004 study population

Summary:

In the FAD issued in October 2013 the Committee concluded that the MDS-004 study
population was generalisable for appraising lenalidomide for the relevant MDS
del(5q) patient population (see FAD Section 4.3).

In ACD2 issued in May 2014, however, the Committee reverses this conclusion by
stating that the generalisability of the MDS-004 is limited (see ACD2 Section 4.4).

The Committee cited the proportion of patients who received prior erythropoietin in
MDS-004 to be the important factor reducing the study’s generalisability. This is
factually incorrect as:

— The license for lenalidomide does not require prior use of an ESA

— Many patients are unlikely to receive prior ESA in the UK as it is widely
recognised as an inadequate treatment for transfusion dependent MDS
del(5q) patients and receives only limited funding

— In addition, as previously presented, prior erythropoietin use has no
significant impact on lenalidomide outcomes (response, OS or acute myeloid
leukaemia (AML)-free survival) meaning that this variable has no bearing on
the generalisability of the trial

During the assessment of lenalidomide by the SMC, based on independent clinical
expert feedback provided, SMC concurred that MDS-004 study patients were
representative of the population that would be treated with lenalidomide in Scotland,
both in terms of baseline characteristics (e.g. prior erythropoietin) and demographic
characteristics. The patient population in England and Wales is expected to be
similar to that in Scotland, as shown by the TCS database which demonstrates
similar patient characteristics and outcomes to those in the trial.

Information from the TCS database, which is a registry of lenalidomide prescriptions
in the UK, shows that the patient population in clinical practice in UK has a mean age
of ~70 years, comparable to the 10mg MDS-004 trial arm (mean age of 68 years).

In multivariate analysis of the MDS-004 trial, age has limited impact on both OS and
AML-free survival, whereas the impact of Tl is substantial. Even when MDS-004 data
is age adjusted to reflect a UK MDS patient average age, (using OS and AML-related
hazard ratios [HRs]) it has minimal impact on cost-effectiveness results.

The license limits use of lenalidomide to patients with isolated del(5q). The trial
contains patients with less favourable prognostic characteristics. However, as
previously presented and agreed by the Committee, the majority of patients within
the trial are isolated del(5q) patients and the results for response, OS and AML are
similar to those in the ITT population.

— In practice, given that isolated del(5q) patients are expected to have better
prognosis and survival, a PAS applied to only this cohort is likely to further
improve the cost-effectiveness of lenalidomide (as they are likely to receive
more free cycles) and therefore current estimates are conservative.






Context
In ACD2 the Committee concluded that the generalisability of the MDS-004 study population
to that covered by the marketing authorisation is limited (see ACD Section 4.3):

“The Committee heard from the manufacturer that around 59% of the study population had received
previous treatment (see section 3.1), and therefore noted that the study population would have a
better prognosis than those for whom the drug has a marketing authorisation, and that the
generalisability of the study population was limited.”

These points are repeated in ACD2 Section 4.9:

“It noted that, in clinical practice when other therapeutic options are insufficient or inadequate, the
overall population with MDS associated with a deletion 5q cytogenetic abnormality was likely to have
a poorer prognosis than the population included in the MDS-004 trial, and therefore in the model,
because it heard from the manufacturer that around 40% of people in the trial had not had previous
treatments that had failed. The Committee agreed that the model represented a group of patients with
less severe disease than that of the marketing authorisation and was therefore likely to overestimate
survival and effectiveness of treatment on both treatment arms.”

And ACD2 Section 4.10:

“The population in the MDS-004 study had a better prognosis than that specified in the marketing
authorisation (see section 4.4), and therefore overall survival was likely to be overestimated.”

The proportion of patients who receive prior erythropoietin was provided in the original
submission document along with the evidence demonstrating that prior erythropoietin use
had no impact on any of the relevant efficacy outcomes, including OS. In the FAD, the
Committee concluded that the MDS-004 study population was suitably generalisable for
appraising lenalidomide for the relevant (del-5q) patient population (see FAD Section 4.3).

In the sections below we address the key potential differences between the patients in the
MDS-004 trial and the licensed population and the population to which lenalidomide would
be given in UK clinical practice (Figure 1), and the impact of these differences on clinical
outcomes.

Figure 1: Schematic of the MDS-004 trial, UK clinical practice and lenalidomide
licensed populations

MDS-004 ITT population.
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Prior erythropoietin use

In ACD2 the Committee cite prior ESA use as the basis for arguing that study MDS-004
exhibits poor generalisability to the licensed population. This inference appears to be based
on no additional evidence since the release of the FAD, and is factually incorrect.

The marketing authorisation for lenalidomide covers patients for whom “other therapeutic
options are insufficient or inadequate.” This does not exclude patients who have not
previously received an ESA, as not all patients are suitable for this treatment. The use of
ESAs in the UK is likely to be similar to, or lower than, the proportion of patients who
received such prior therapy in MDS-004 (58.5%).

As highlighted by Celgene in response to the Evidence Review Group (ERG) clarification
request made on 1 February 2014, patients with a del(5q) chromosomal abnormality are less
likely to respond to ESAs than MDS patients without del(5q).?

As presented in the original submission the majority of patients in the MDS-004 trial are

unlikely to respond to ESA due to their high transfusion burden (Table 1). Patients in the trial

can be categorised into one of three predictive groups using information from Hellstrém-

Lindberg et al, dictating their likelihood of response to ESA + G-CSF (granulocyte colony-

stimulating factor).” These groups are defined as follows:

¢ High probability of response: Serum erythropoietin (S-Epo) of < 500 U/l, and a prior
transfusion requirement of < 2 red blood cell (RBC) units per month on average.

¢ Intermediate probability of response: one of either S-Epo < 500 U/l or a prior transfusion
requirement of < 2 RBC units per month.

¢ Low probability of response: S-Epo of > 500 U/I, and a prior transfusion requirement of =
2 RBC units per month on average

Table 1 Response rates to ESA + G-CSF and distribution of MDS-004 patients by
predictive group

Predictive Group Proportion of MDS-004 Patients
High probability of response 3.5%

Intermediate probability of response 36.4%

Low probability of response 60.1%

This clinically recognised lack of response in transfusion dependent del(5q) patients results
in few patients receiving ESA in the UK, as it is deemed an insufficient therapeutic treatment
for the majority of del(5q) patients. This is also supported by evidence from Germany, where
analysis of the treatment of MDS del(5q) found low usage of other therapies’, including
ESA.® Furthermore access to ESA is limited in the UK as there is no standard
recommendation or funding available.

During the assessment of lenalidomide by the SMC, based on independent clinical expert
feedback provided, SMC concurred that MDS-004 study patients were representative of the
population that would be treated with lenalidomide in Scotland, both in terms of baseline
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characteristics (e.g. prior erythropoietin) and demographic characteristics.. The patient
population in England and Wales is expected to be similar to that in Scotland, given that the
TCS database shows similar patient characteristics and comparable outcomes to those
shown in the lenalidomide trials (Appendix 3).

Fenaux et al (2011)® also evaluated prior ESA use and baseline erythropoietin level, and
showed it to have no significant impact on:

e Response to lenalidomide (Figure 3; Fenaux 2011°)
e Overall survival (p=0.390; Table 4; Fenaux 2011°)
e AML-free survival (p= 0.539; Table 4; Fenaux 2011°)

This means that even if prior ESA use was different to the trial in UK practice (either lower or
higher) there would be no impact upon either clinical effectiveness or cost-effectiveness.
Additionally, the MDS-004 study data were explored to evaluate the impact of prior ESA use
on OS. This analysis, conducted for the present response, also showed no significant impact
of prior ESA use on OS (log-rank test p=0.3270).

Age

The mean age of the MDS-004 study population is 68 years, comparable to around 70 years
in Celgene’s TCS data reflecting current UK use of lenalidomide. De Swart et al° provide
detail and analysis of a multicentre European patient registry (European Leukemianet MDS
[EUMDS]), where the median patient age for all MDS patients is 75 years. It is important to
note that the registry includes all MDS patients and all risk categories therefore to compare
the patient populations in the registry to the MDS-004 study, which only includes low and
intermediate-1 risk MDS del(5q) patients, is not appropriate. In addition age is not a strong
indicator of poor generalisability since the registry spans 16 countries and only 6% of
patients had del(5q). It is therefore unlikely that the registry is itself reflective of UK practice.

A multivariate analysis of the MDS-004 trial also showed that age has only a limited effect on
OS (HR 1.04; 95% confidence interval (Cl) 1.01-1.07), whereas the impact of TI is
considerably more substantial (HR 0.53; 95% CI 0.31-0.91).® Age was also shown to have
only a limited impact upon AML-free survival (HR 1.04; 95% CI 1.01-1.06). To provide
greater certainty around the impact of increased age on cost-effectiveness these OS and
AML-related HRs were applied in the cost-effectiveness model. This analysis showed that
raising the MDS-004 age profile to 70 years, in order to match the TCS data which is
reflective of UK practice, has only a small impact on the ICER and lenalidomide remains
cost-effective (see Appendix 1).

Additionally, Kaplan-Meier estimates of OS by risk status reported by de Swart et al® were
digitised (Figure 2), showing that 2-year survival in all low and intermediate-1 risk EUMDS
patients was around 84% and 70% respectively. These values are comparable to 83% and
80% on the lenalidomide and standard care arms of the cost-effectiveness model
respectively. Survival projections from the model lie in between the plots for low risk and
intermediate-1 risk patients from the EUMDS dataset, further supporting that the difference
in age does not materially impact OS projections.





Figure 2: Survival of low and intermediate-1 risk MDS patients in EUMDS and cost-
effectiveness model projected survival
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Cytogenetic abnormalities

Contrary to what the Committee states in ACD2, the MDS-004 trial in fact contained patients
with less favourable cytogenetic abnormalities than the licensed indication, which is for
isolated del(5q) patients only. However, as presented in the response to the previous ACD
document (ACD1), the majority of patients within the trial are isolated del(5q) patients and
the results for response, OS and AML are similar to those in the ITT population on the basis
of which the Committee agreed that it was appropriate to use the ITT population to evaluate
the cost-effectiveness of lenalidomide (see FAD Section 4.4):

“The Committee was aware that a significant proportion of the people in the MDS-004 study were
covered by the marketing authorisation. It concluded that it would be able to consider all of the
evidence in the MDS-004 study when making recommendations on lenalidomide for treating MDS
associated with a deletion 5q cytogenetic abnormality.”

It should be noted that, given isolated del(5q) patients are expected to have better prognosis
and survival, a PAS applied to only this cohort is likely to further improve the cost-
effectiveness of lenalidomide, as more of these patients are likely to remain on treatment for
longer and receive more free cycles. As such, the current cost-effectiveness estimates are
likely to be conservative to lenalidomide.

Conclusion

Given the above points of clarification, it is clear that the Committee's reversal with regard to
the generalisability of MDS-004 to the licensed population is factually incorrect. The
arguments for MDS-004 offering a robust evidence base on which to base a decision for
patients in England and Wales are summarised below:

e The marketing authorisation for lenalidomide is for patients for whom ‘other
therapeutic options are insufficient or inadequate’; this can include patients who have
not previously received ESA therapy, which is widely recognised as an inadequate
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treatment option due to low response rates in transfusion-dependent MDS del(5q)
patients.

In fact prior ESA use in the trial is probably more than may be expected in UK clinical
practice. Any differences in ESA use however do not impact either clinical or cost-
effectiveness comparisons as trial subgroup analysis showed there to be no
statistically significant impact of prior ESA or baseline erythropoietin level use on
clinical outcomes.

Available UK data indicates a similar mean age of patients currently receiving
lenalidomide to that within the MDS-004 trial. Matching this age profile has minimal
effect on the cost-effectiveness of lenalidomide.

A registry of low/intermediate-1 risk MDS patients has a higher age profile, but the
data spans 16 countries and only 6% of patients have del(5q). Despite this, the data
shows similar survival to that estimated by the lenalidomide cost-effectiveness
model, further supporting the generalisability of MDS-004 for a UK del(5q) patient
population.

The MDS-004 trial contains patients with a poorer prognosis than the licensed
indication: more cytogenetic abnormalities and a small number of higher risk patients.
Use of ITT data is therefore conservative to lenalidomide.
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Section 2: Uncertainty in cost-effectiveness results with
incorporation of the patient access scheme

Summary:

e In ACD2 the Committee concluded that the generalisability of study MDS-004 and
uncertainty regarding the strength of the relationship between achieving Tl and
extended survival contrived to make the proportion of patients becoming eligible for
free lenalidomide uncertain.

e A body of evidence was provided by Celgene in support of the link, including a
systematic literature review in which 16 out of 22 studies identified showed a link
between Tl and OS and was accepted by the ERG.

e ScHARR, at the University of Sheffield, have recently conducted a systematic review
and meta-analysis exploring the TI/OS link which found a significant positive survival
effect of Tl relative to transfusion dependence (TD). The headline result from this
analysis shows that Tl is associated with a 57% decrease in the risk of death
compared to TD.*

e Further evidence available from MDS-004 also demonstrates a continued link
between Tl and OS for up to 7 years.

e Lenalidomide becomes cost-effective at a model time horizon of between 5 and 6
years, and MDS-004 shows that a significant Tl and OS link persists at this time.

e As previously presented, ongoing data collection as part of the TCS demonstrates
that 28% of UK MDS patients continued to receive lenalidomide at 26 cycles with
some patients currently receiving up to 70 cycles and the NHS paying the full cost.

o Importantly, the PAS is a capping scheme which has no bearing on the evidence
submitted and accepted by the Committee in the FAD.

Context

Celgene is disappointed that the Committee have decided to reverse their earlier
conclusions, without the benefit of additional evidence; regarding the generalisability of the
MDS-004 trial. Contrary to what the Committee concluded in the previous FAD, in ACD2 the
Committee now questions the generalisability of study MDS-004, and is uncertain regarding
the strength of the relationship between achieving Tl and extended survival, and the
proportion of patients who reach 26 treatment cycles and become eligible for free
lenalidomide.

ACD Section 4.10:

“The Committee concluded that, although it was reasonable for the model to include some benefit in
overall survival for people whose condition responds to lenalidomide compared with best supportive
care, the amount of survival benefit was highly uncertain, and could be overestimated in the model.”

ACD Section 4.12;

“The Committee agreed that, because the proportion of people surviving beyond 26 cycles in clinical
practice was uncertain (see above and section 4.5), so were the potential cost savings from the
patient access scheme.”
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A body of evidence was provided by Celgene in support of the link.

Strength of the association between Tl and OS

The Committee state in ACD2 that while a relationship between achieving Tl and extended
OS is clinically plausible, the strength of this relationship is uncertain and therefore (by
implication) the survival benefit achieved by treatment with lenalidomide is also uncertain
(see ACD2 Section 4.5). The Committee concluded that this uncertainty means the survival
benefit could potentially be overestimated.

“The population in the MDS-004 study had a better prognosis than that specified in the marketing
authorisation (see section 4.4), and therefore overall survival was likely to be overestimated.”

There was no specific reference to potential overestimation in the FAD, and it appears that
the Committee’s current uncertainty around this link fails to fully consider all of the available
evidence. Furthermore, the direction of any uncertainty is not clear and therefore the
assertion that the lenalidomide survival benefit could be overestimated is unsupported.

The ERG stated that the assumption of a “2-step” relationship between Tl and OS was a
reasonable one, supported by data (see ACD2 Section 4.5). In response to the ACD1,
Celgene conducted a systematic literature review to evaluate the relationship, in which 16
out of 22 studies reported a statistically significant association.

Giagounidis et al (2014)

A recently published updated analysis of the MDS-004 study, using a more recent data cut,
supports the existence of a significant link between Tl and 0S.*° Figure 2 shows Figure 3B
from the analysis, and shows clearly superior survival prospects in low/ intermediate-1 risk
patients with isolated del(5q) who experienced a period of at least 182 days of TI. Median
OS was 5.7 years (95% CI: 3.2-NR) in these responders compared to just 2.7 years (95%
Cl: 1.5-4.8; P=0.0072) in non-responders, a statistically significant difference despite
relatively low patient numbers due to the orphan nature of this indication.

Furthermore, using this more recent data cut, median OS among patients who started on
10mg lenalidomide (4.0 years; 95% CI: 2.5-NR) was notably higher than the placebo group
(2.9 years; 95% CI: 2.2-4.2). This relationship was not found to be statistically significant, but
as noted by the authors this would have been affected by the extensive and early crossover
from the placebo study group, and the absolute difference remains a good indication of
improved survival with lenalidomide. As such, this study supports both the strength of the TI-
OS relationship, with available evidence for this relationship now continuing for up to 7
years; and suggests support for a direct survival benefit from lenalidomide compared to
placebo. Kuendgen et al (2013)" also report that treatment with lenalidomide was
associated with a significant improvement in survival compared with untreated patients.
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Figure 3: Overall survival in MDS-004 by transfusion dependence status
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Meta-analysis conducted by ScCHARR (2014)

A recently conducted systematic literature review and meta-analysis by SCHARR provides
additional significant evidence for the importance of Tl as a prognostic factor. Based on 11
studies identified in which patients enrolled were either transfusion dependent or
independent, a pooled effect of Tl on OS was characterised by a HR of 0.43 (95% CI: 0.31,
0.56). This is strongly supportive of the TI/OS link, as in this instance a HR<1 indicates
better survival among Tl patients; it equates to a 57% decrease in the risk of death
compared to TD patients.”

For low-risk MDS patients, the HR for Tl relative to TD is estimated to be 0.53 (95% CI: 0.27,
1.05), a 47% decrease in the risk of death. Study overlap prevented a meta-analysis of
studies where patients entered as TD and became TI during the course of the study,
however, these studies did report HRs ranging from 0.53 to 0.36 (a mortality reduction
ranging from 47% and 64% associated with the achievement of TI).

These estimates are consistent with the results reported within the MDS-004 trial (HR 0.53
95% ClI: 0.31-0.91).®

Cost-effectiveness at the 5-year and 6-year time horizons

At a 5-year model time horizon lenalidomide is associated with an ICER of £30,923, at a 6-
year model time horizon the ICER is £26,262 demonstrating that lenalidomide becomes
cost-effective within a relatively short time-horizon. The ERG note in their evaluation that the
first 5 years of the cost-effectiveness model time horizon is associated with the least
uncertainty, because the evidence of a link between Tl and OS is stronger within this time
period. The updated MDS-004 analysis shows the relationship is robust over this duration,
and in fact persists for up to 7 years.
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Patients reaching 26 treatment cycles

The Appraisal Committee also expressed concern that low patient numbers in MDS-004 at
26 cycles limited their confidence around the proportion of patients expected to become
eligible for the PAS (see ACD2 Section 4.12):

“The Committee was aware that the data supporting survival after 26 cycles were from small patient
numbers in the MDS-004 trial (less than 38 patients), and were therefore very uncertain.”

The Committee did note clinical support for the expected proportion of patients eligible for
the PAS (see ACD2 Section 4.12):

“The Committee considered the manufacturer’s evidence that supported the assumption of 31.9% of
people reaching 26 cycles in practice (see section 3.48), and noted that this was supported by a
clinical specialist.”

However, in commenting on the number of patients, we feel that the Committee have
disregarded the orphan disease status of low/ intermediate-1 risk MDS with isolated del(5q)
and the very small number of patients expected to be treated in UK practice (=350 patients).
Additionally, the Committee have disregarded the supporting evidence provided in the
previous AC response from the TCS database (n=124), and the supportive evidence
presented from available observational and Phase Il evidence (n=452), all of which indicate
similar trends to the MDS-004 trial.

Evidence from TCS

To further validate the benefit to the NHS of the PAS, Celgene evaluated the longer term
treatment continuation in the TCS database. This analysis was provided during the
submission process and demonstrates that 28% of patients currently remain on treatment
until the 26™ treatment cycle, close to the modelled estimate of 31.9%, yet it may be an
underestimate given that the TCS data include patients with more severe disease
characteristics (includes patients with del(5q) + additional cytogenetic abnormalities and also
non del(5q) patients) than the population covered by the licensed indication for lenalidomide.
The mean treatment duration beyond cycle 26 within the TCS dataset is 15.9 cycles (sd:
12.7).

However, it appears that the Committee did not note the ERG’s review of the TCS data
analysis. The ERG agreed that it provides a reasonable estimate of the proportion of
patients reaching eligibility for the PAS (see ACD Section 3.50):

“The ERG validated the changes to the manufacturer’s model, confirming that the patient access
scheme was incorporated appropriately. It agreed with the manufacturer that the real-world evidence
suggested that about 30% of patients reach 26 cycles of treatment, and the ERG stated that this was
a reasonable assumption.”

Clinical experts were also consulted to elicit their view of the TCS data, both prior to and
following ACD2, and advised that the analysis provides an accurate reflection of patients
who will remain on lenalidomide to reach the PAS.

Additionally, we would like to remind the Committee that to reduce uncertainty in longer term
survival estimates the median survival within the model for best supportive care was
adjusted to match the reported median survival for untreated patients from the Kuendgen
analysis.'* This adjustment was applied to the scale parameter for the OS curve for
transfusion dependent patients, keeping the HR for the difference in survival between
transfusion independent and dependent patients fixed as per the MDS-004 trial. This means
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that survival on both arms has already been adjusted downwards to account for any
differences between real-life patients and those within the lenalidomide trials.

Conclusion
We hope that the points above will reduce any remaining uncertainty that the Committee
have, regarding the proportion of patients likely to receive lenalidomide through the PAS:

o Patients are more likely to respond and achieve TI with lenalidomide, and a body of
evidence supports a significant link between TI and OS. Published trial evidence
demonstrates that this association continues for up to 7 years.

o Furthermore, analysis of Celgene’s TCS database of existing lenalidomide use in
MDS suggests that the proportion of patients expected to reach 26 cycles of
lenalidomide is closely matched by existing lenalidomide uptake. This figure also
received support from a clinical expert consulted by NICE.

¢ Finally, over shorter time horizons where the evidence base regarding the TI/OS link
is strongest, and where MDS-004 trial outcomes require less extensive extrapolation,
lenalidomide is cost-effective. Lenalidomide becomes cost-effective at a time horizon
of between 5 and 6 years.

All of the evidence provided by Celgene represents conclusive evidence that supports the
achievability of the outcomes projected for patients receiving lenalidomide. That the
Committee have failed to recognise this evidence seems to us to be somewhat perverse.
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Section 3: Logistics of the patient access scheme

Summary:

e In the ACD the Committee expressed concern that the practicalities of the
lenalidomide PAS and the delaying impact of treatment interruptions might prevent
the NHS receiving the expected level of discount (see ACD Section 4.13).

e The impact of lenalidomide treatment interruptions, which would delay eligibility for
the PAS as patients must have received 26 cycles of treatment, was fully accounted
for in the cost-effectiveness analysis and has been shown to have minimal impact on
the lenalidomide ICER.

o The scheme has been accepted by the Department of Health, following a thorough
assessment by PASLU involving two sets of clarifications and expert panel meetings.
The remit of PASLU is to review, evaluate and advise on PAS proposals, and their
expert panel would not have recommended the lenalidomide scheme if it did not offer
value for the NHS.

e Pharmacies and hospitals have substantial experience of an identical scheme,
currently being used for lenalidomide for multiple myeloma.

¢ Monitoring of lenalidomide cycles received is automated and undertaken by Celgene,
therefore the administration burden placed on pharmacies is low and is not expected
to impact the extent to which discounts are realised.

o Evidence from continued monitoring of lenalidomide use, suggests that uptake of the
scheme for multiple myeloma is close to what was anticipated prior to NICE
recommendation.

Context

The Committee were concerned that practical and logistical aspects of implementing the
lenalidomide PAS would raise uncertainty around how much the NHS would benefit from the
scheme (see ACD2 Section 4.13). Details of specific logistical issues that the Committee feel
may affect whether all the savings are realised in practice are not provided. It is perceived
that concerns stem from the scheme being a standard scheme rather than a direct price
discount.

The Department of Health and the PASLU, whose remit is to review and evaluate PAS
proposals, considered that the scheme does not provide an excessive administration burden
on the NHS. Assessment is carried out via an involved process, requiring a full PASLU
submission by Celgene which was reviewed with clarifications provided as requested, and
discussed at expert panel meetings. In providing guidance to the Department of Health
regarding a scheme’s value for the NHS, the PASLU expert panel (which included clinicians
and pharmacists) was satisfied that the lenalidomide scheme was “clinically robust and

plausible, appropriate, feasible to implement and monitorable”.®

Further, the ACD reports that the Committee feels lenalidomide treatment interruptions are a
complicating factor (see ACD2 Section 4.14):

“The Committee noted that the patient access scheme was based on the number of treatment cycles,
and therefore any treatment interruptions would delay when the patient access scheme would take
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effect and therefore the time to the NHS receiving the rebate or discount for those patients with dose
interruptions.”

Celgene explored the impact of treatment interruptions in their cost-effectiveness analysis,
and this analysis was used to inform the ‘final’ ICER for consideration. The Appraisal
Committee noted that the impact of treatment interruptions on the cost-effectiveness of
lenalidomide is minimal (see ACD2 Section 4.14):

“The Committee acknowledged that accounting for treatment interruptions reduced the ICER
minimally (from £25,300 with 16 days of interruptions to £25,700 with 42 days; see section 3.47).”

Despite this, the Committee went on to conclude that because of the nature of the
lenalidomide PAS, treatment interruptions introduced uncertainty (see ACD2 Section 4.14):

“The Committee concluded that the nature of the patient access scheme meant that accounting for
treatment interruptions introduces uncertainty about when people would reach 26 cycles of treatment,
and therefore when the savings from the patient access scheme could be claimed by the NHS.”

Treatment interruptions

The Committee concluded that the mechanism of the PAS means treatment interruptions will
introduce uncertainty in the savings made by the NHS, noting that because free lenalidomide
is provided after 26 treatment cycles, any period of interrupted treatment will delay the PAS
(see ACD2 Section 4.14). Additionally, the Committee note that in the cost-effectiveness
model, treatment interruptions reduce the cost of lenalidomide but do not affect its efficacy.

We would like to raise some important limitations of this argument to raise the confidence of
the Committee in the lenalidomide PAS. Firstly, the scheme operates on the back of the
mandatory pregnancy prevention programme (PPP). Each treatment cycle prescribed is
recorded and once a patient becomes eligible for free of charge lenalidomide, this happens
automatically.

Second, the Committee note that treatment interruptions do not explicitly reduce
lenalidomide efficacy in the cost-effectiveness analysis, but do reduce its costs. However,
the key clinical outcomes derived from study MDS-004 (OS, response and time to AML)
implicitly incorporate any effect of interruptions, because patients experiencing treatment
interruptions are included in the parametric survival curves used within the model. Additional
analysis of the MDS-004 study data was conducted and showed no discernible difference in
OS estimates between MDS-004 patients who started on lenalidomide 10mg and
experienced zero, 1 or at least 2 treatment interruptions (log-rank test p=0.8508).

Finally, the delay in reaching 26 treatment cycles caused by treatment interruptions was
incorporated into the cost-effectiveness analysis. The Committee note that extending this
duration from the base case of 16 days, as derived from MDS-004 study data, to 42 days (6
weeks) increases the ICER by just £400. Treatment interruptions are therefore not a key
determinant of the final ICER; any perceived uncertainty around delays in the NHS receiving
this discount should not be considered crucial in evaluating the cost-effectiveness of
lenalidomide.

Practicalities of the scheme

The Committee raised concerns that the lenalidomide PAS would provide an administrative
burden that would reduce the cost savings realised by the NHS, although specific concerns
were not provided. This view was not shared by PASLU, who advised the Department of
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Health that the scheme does not provide an excessive burden on the NHS and is feasible,
monitorable and clinically robust.®

Full details of how the scheme will be administered, as provided to the PASLU, are provided
in Appendix 2. This describes the full process of entering and using the scheme which, in
summary, places no additional administrative burden on the dispensing pharmacy. Due to
the teratogenic nature of lenalidomide it is mandatory that pharmacies dispensing
lenalidomide register with Celgene and return a completed Prescription Authorisation Form
(PAF) for each lenalidomide treatment cycle prescribed as part of the PPP required by the
EMA. This process automatically triggers patient enrolment in the PAS. Celgene monitor the
number of treatment cycles a patient receives, and the pharmacy receives future cycles of
lenalidomide at no cost. Pharmacies are given the choice of receiving the rebate in the form
of either a credit note or free stock (typically opting for credit note in the identical multiple
myeloma scheme). The introduction of electronic PAFs which is currently in its
implementation phase in the NHS is only going to make this process more efficient.

Additionally, hospitals are likely to have experience with the PAS and this familiarity will help
in the uptake of the scheme. The same scheme is already in place for lenalidomide for the
treatment of multiple myeloma (discussed below). Over 200 hospitals currently take part in
the multiple myeloma scheme.

Identical scheme in multiple myeloma
In ACD2 the Appraisal Committee noted that UK multiple myeloma patients are currently
benefiting from an identical lenalidomide PAS (see ACD2 Section 4.13):

“The Committee considered the logistics of the patient access scheme, noting that the NHS has
experience with this patient access scheme because it is available for multiple myeloma.”

This existing, identical scheme for multiple myeloma provides further supportive evidence for
the proportion of patients reaching eligibility. A publication presenting continued analysis of
Celgene’s TCS data for multiple myeloma lenalidomide prescriptions up to 2011 shows that
15-16%"? of patients received 26 cycles of lenalidomide and therefore became eligible for
free of charge treatment, close to the expected 17% of patients in TA171. Current
information indicates that this percentage is on the increase. As shown within the TCS data
for MDS discussed above, this suggests that the proportion of patients reaching 26
treatment cycles, and becoming eligible for the PAS, can be accurately projected.

Conclusion
We hope that the points above will reduce any remaining uncertainty that the Committee
have, regarding the logistics of the PAS:

e The scheme has been assessed by PASLU via an extensive consultation process
with expert guidance as clinically robust and plausible, appropriate, feasible to
implement and monitorable

e Monitoring of lenalidomide cycles received is automated and undertaken by Celgene,
therefore the administration burden placed on pharmacies is low

e Evidence from continued monitoring of lenalidomide use, suggests that uptake of the
scheme for multiple myeloma is reflective of what was anticipated prior to NICE
recommendation
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Section 4: Other considerations

Summary:

o Regrettably, we feel that there has been a loss of focus on the patient throughout this
lengthy appraisal process, with Committee conclusions highlighting the convenience
associated with lenalidomide’s oral administration but failing to consider the full
benefit of lenalidomide.

e During previous consultation, patient groups and the Royal College of Physicians
noted additional important features of treatment with lenalidomide, highlighting its
innovative nature over and above its oral administration. Such features include:

— Alleviation of severe fatigue

— Alleviation of depression and anxiety

— Improved ability to lead a normal way of life

— The high response rate achieved with lenalidomide

— The magnitude of haemoglobin increase caused by lenalidomide.

e A discrepancy raised by the ERG regarding the duration of treatment interruptions
applied in Celgene’s updated model is explained by clarification on datasets

Context

Celgene would like to this take this opportunity to highlight other considerations raised
through the ACD2, particularly regarding an apparent general loss of a focus on the patient,
and to address one specific data issue raised by the ERG.

Loss of focus on the patient

Regrettably, we feel that there has been a loss of focus on the patient throughout this
lengthy appraisal process, with uncertainties disproportionately emphasised compared to the
benefits of lenalidomide to the patient. While the Committee note that the oral administration
of lenalidomide provides an innovative treatment option in the Section 4.16 of the ACD2, the
lack of patient focus can be seen:

“The Committee discussed how innovative lenalidomide is in its potential to make a significant and
substantial impact on health-related benefits. It agreed that the convenience of a new oral treatment
and reduction in the need for blood transfusions offered a step change in treatment.”

The Committee go on to conclude that this convenience is incorporated in the QALY
calculations and economic analyses. This focus on convenience implies that the oral
administration of lenalidomide is its only innovative feature, and serves to detract from its
wider benefits.

During consultation, ahead of ACD1, the joint statement from the patient carer organisations
MDS UK Patient Support Group and Leukaemia CARE, highlighted the importance of
lenalidomide in changing the nature of treating the disease, as opposed to mere supportive
care offered by transfusions. The groups stated that independence from transfusions
alleviates severe fatigue, and symptoms of depression and anxiety caused by inability to
lead a normal way of life. All of which are unlikely to be adequately represented through the
QALY calculations alone.
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Further, during the consultation stage, the Royal College of Physicians (consultee comments
on ACD1) confirmed the innovative nature of lenalidomide for reasons other than its oral
administration with the following statements:

“Our experts believe that Lenalidomide is a step change given the very high response rate and
magnitude of haemoglobin increase in these patients.” — Royal College of Physicians

“...the magnitude of haemoglobin increase, which is sustained by lenalidomide, is not normally
achieved by alternative strategies to improve anaemia such as red cell transfusions or ESAs. Indeed
red cell transfusion produces a cyclical symptomatic benefit but peak haemoglobin concentrations are
rarely >110 g/l which are achieved for perhaps only one week in the typical four week cycle. In
contrast most responders to lenalidomide achieve sustained haemoglobin concentrations >110 g/l for
a median response duration of around 2 years” — Royal College of Physicians13

Given the above the consultation process statements from the patient and physician
community do not appear to have been adequately reflected in the Committee’s perspective
of innovative nature of the treatment benefit for lenalidomide in this orphan indication.

These benefits are recognised by national Cancer Drugs Fund decision summary scores.*
Since April 2013 an application for lenalidomide for MDS del(5qg) was the only application to
have scored maximum points for meeting an unmet need and for its HRQL benefit out of 57
applications to date.

Time points considered

Finally, we would like to take this opportunity to provide clarification to the ERG relating to
the data used in the cost-effectiveness analysis. The ERG discussed the implementation of
treatment interruptions in the updated cost-effectiveness analysis, noting discrepancies in
how they were incorporated (see ACD2 Section 3.50). These concerns may have
contributed to the Committee’s uncertainty regarding the PAS, despite the minimal impact of
interruptions on the lenalidomide ICER. This concern stems from confusion around which
MDS-004 data cut was used. In the ERG critigue dated 10 March 2014, the ERG made the
following comment:

“There appears to be a discrepancy between the length of treatment interruptions reported in the
model and those reported in the clinical study report for MDS004. In table 14.3.1.3 of the CSR, a
mean length of the first interruption of 26.8 days is reported instead of the 17.5 days in the model.
Likewise, for the second interruption a length of 23.9 days is reported in the CSR versus 13.9 in the
model.”

Importantly, the data cut reported in the CSR had an earlier cut off point compared to the
data used in the model (and therefore the additional analyses). The CSR data was assessed
following cut off in October 2010, compared to the model data cut off point of June 2011.
This explains the discrepancies in the numbers reported in the model and CSR.

Conclusion
Celgene feel that there has been a loss of focus on the patient during the progression of this
lengthy appraisal process:

e Lenalidomide is only considered to be innovative in the context of convenience due
to its method of administration.

e This fails to recognise the important input of patient carer organisations and the
Royal College of Physicians, with lenalidomide described as shifting the nature of
treatment away from mere supportive care.
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Additionally, we would like to clarify that the ERG’s concern regarding how treatment
interruptions were incorporated in the cost-effectiveness analysis should not cause undue

uncertainty. This stems from confusion around the use of a later data cut in the cost-
effectiveness analysis.
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Appendix 1 - Impact of age-related hazard ratios on cost-
effectiveness model outcomes

To evaluate the impact of changing the OS- and AML-related age profile of MDS-004
patients on the cost-effectiveness of lenalidomide, the age-related HRs from Fenaux et al
(2011) were applied (see Section 1). These were used to increase the age profile of the
MDS-004 ITT population from 68 years to 70 years, matching the mean age of patients
initiating treatment in the TCS database.

The ICER for this scenario analysis is shown to increase from the base case value of
£25,310 to £26,603/QALY gained. This is still well within the range typically considered to be
cost-effective. The ICER only exceeds £30,000/QALY gained once the MDS-004 age profile
is increased to represent 75 year old patients.

Table 2: Cost-effectiveness model results with age-related OS and AML hazard ratios
used to increase patient age to 70 years

Total Incremental
;reatment ICER
rm Costs QALYs Costs Life Years QALYs
Lenalidomide £135,724 3.51
£18,525 0.84 0.70 £26,603
BSC £117,199 2.81
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Appendix 2 — Description of each step of the lenalidomide patient
access scheme’s operation

The scheme will provide free drug to transfusion dependent low or intermediate-1 risk MDS
del(5q) patients after a fixed time point on therapy with lenalidomide (26 cycles). There are
no further criteria limiting the PAS.

The lenalidomide TCS operates alongside the existing PPP. Completion of a PAF is a
prerequisite of the PPP. The PAF must be sent to Celgene for each lenalidomide treatment
cycle. Once a pharmacy is enrolled, Celgene manages the treatment records and
pharmacies have no additional paperwork. Pharmacies are notified when eligible patients
have completed 26 cycles of lenalidomide treatment and, thereafter, automatically receive all
future cycles of lenalidomide, for that patient, free-of-charge.

Dispensing Pharmacy Registration (Mandatory Requirement): It is a requirement of the PPP
that pharmacies wishing to purchase and dispense lenalidomide are registered with
Celgene. Registration involves receiving a Healthcare Professional’'s Information Pack
(HPIP) and faxing (or posting) to Celgene a signed Pharmacy Registration Form to indicate
agreement and compliance with the content. Once a pharmacy has been registered,
Celgene will issue a unique Pharmacy Identification Number.

Enrolling on the TCS: Hospitals / Pharmacists wishing to enrol on the scheme need to
complete and return the TCS Agreement which sets out the terms under which patients will
be eligible for free treatment. Celgene will confirm in writing an acceptance onto the TCS,
and the method of supply of free-of charge lenalidomide.

Enrolling patients: Sending in the first PAF for an unregistered, eligible patient to Celgene
will automatically trigger patient enrolment. Celgene will confirm in writing that a new patient
has been enrolled into the TCS and provide a unique Patient Identification Number. This will
enable Celgene to track the number of PAFs received for each patient, and to supply free-of-
charge lenalidomide for patients continuing treatment beyond cycle 26.

Cycle management: For Cycles 1 to 26, Celgene will use the PAFs to confirm which cycle of
treatment a patient is on. When a pharmacist receives a PAF and prescription for
lenalidomide from a physician, it needs to be checked for completion and a copy returned to
Celgene. The original copy can be retained within the pharmacy.

Celgene will track the number of PAFs received for each patient; receipt of the 26th PAF for
an eligible patient will trigger notification from Celgene that the patient will now receive
lenalidomide free-of-charge.

Continuing treatment beyond cycle 26: Pharmacies must continue to send all completed
PAFs to Celgene in order to receive free-of-charge lenalidomide for eligible patients.
Celgene will provide quarterly and annual reports, using anonymised data of patients
registered on the TCS and those who have become eligible to receive lenalidomide free-of-
charge, patients’ cycle status and doses used. The annual report will also summarise
patients’ PAF histories over the previous calendar year.

26






Patrons

W
2 MDS uk

Supporting Patients with I
Bone Marrow Failure

www.mdspatientsupport.org.uk

Chief Executive

Tel

NICE
Attn of Committee C, Frances Sutcliffe, Meindert Boyson, Nicole Fisher
Level 1A, City Tower
Piccadilly Plaza
Manchester M1 4BT
04/06/14

Re. Lenalidomide for the treatment of myelodysplastic syndromes associated with a deletion
5g cytogenic abnormality in people with red blood cell transfusion dependence [ID480]

Dear Committee C, Frances, Meindert, Nicole,

Please see below our response to the latest ACD for this appraisal. As we are addressing a variety
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A. ACD Comments
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PAS administration issue (ACD 4.13)
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A. 1. Survival Benefit Issue

We were very surprised to read the NICE press release regarding the draft guidance:

“Commenting on the draft guidance, Sir Andrew Dillon, NICE Chief Executive, said: “The committee heard
from clinical experts that lenalidomide is an effective therapy. However, the data provided by the company
showed uncertainty about whether lenalidomide actually extended lives.”

Firstly - as mentioned in our original submission, and in the azacitidine STA, for such MDS patients , the
quality of life gained through transfusion independence is of equal importance to survival — if not more
important for some patients, due to their older age.

As per our main submission and patient statements, lenalidomide is a drug that, through transfusion
independence, drastically improves the quality of life of this group of del5q patients, who would otherwise
be destined for supportive care only, and therefore be extremely limited in their daily activities.

Therefore — placing the emphasis on survival, and not approving the drug because it may not increase
survival, is not a valid argument in this group of patients.

Secondly, the French randomised trial has shown a survival benefit for responders to the treatment.
The trial shows a background transformation rate to AML of about 25% and less transformation and better
survival for cytogenetic responders and those who become transfusion independent on lenalidomide.

The topic of survival was previously discussed in the FAD, where the Committee seemed to agree on a
survival benefit due to transfusion independence:

FAD - http://www.nice.org.uk/nicemedia/live/13555/65538/65538.pdf

3.42 The manufacturer submitted the results of a systematic literature review to support its rationale that transfusion
dependence is a prognostic factor for overall survival and rate of progression to AML. Sixteen of the 17 studies (mainly
retrospective case series or registry populations, also one study describing the results of a randomised controlled trial
and one post-hoc analysis of randomised controlled trial data — 5000 patients in total) meeting the inclusion criteria
reported statistically significant associations between transfusion status and overall survival. This association was
explained by:

e transfusion dependence and anaemia leading to increased non-leukaemic death (particularly cardiac death)

e transfusion dependence and anaemia leading to increased risk of AML and leukaemic death

e transfusion independence after dependency at baseline improving overall survival because of reduced

complications from chronic anaemia.

The manufacturer also cited literature that examined the relationship between AML and both transfusion status and
erythroid response, arguing that lenalidomide triggers programmed cell death in the deletion (5q) clone, and that the
MDS-004 trial showed significant reductions in progression to AML for patients whose condition responded to
lenalidomide

3.44 The ERG considered the additional information submitted by the manufacturer. It agreed that this information,
combined with the results of the MDS-004 trial, suggested that it was reasonable to assume a 2-step relationship,
first between lenalidomide response and transfusion independence, and then transfusion independence and overall
survival.

3.46 and 4.6 of the FAD - “Overall the Committee concluded that it was reasonable to assume a relationship
between lenalidomide and transfusion independence, and transfusion independence and overall survival, although
there remained uncertainty about the exact strength of the relationship and whether the relationship diminished
over time.”
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We read the many sources of evidence in Table 1 in Evidence 03, which seem to have been overlooked
by the committee? http://www.nice.org.uk/nicemedia/live/13555/67708/67708.pdf

We also noted that NICE recognises and values the benefit of transfusion independence on QOL and
potentially survival —in the following Guidance from April 2014:

National Institute for Health and Care Excellence- Appraisal consultation document — Erythropoiesis-stimulating agents
(epoetin and darbepoetin) for treating anaemia in people having cancer treatment (including review of TA142) - Issue
date: April 2014

Current practice

4.3.1Clinical need of patients, including the availability of alternative treatments

The Committee heard from the patient expert that symptomatic anaemia is associated with fatigue and the inability to
perform everyday tasks. It also heard from the clinical specialists that standard treatment for anaemia in people having
cancer treatment includes blood transfusions, which could worsen quality of life and potentially shorten survival.

The Committee concluded that people with anaemia who have cancer treatment need treatment options that
potentially reduce the need for a blood transfusion and which improve quality of life.

4.3.3 Estimate of the size of the clinical effectiveness including strength of supporting evidence
The Committee concluded that ESAs were effective in increasing haemoglobin concentrations, improving haematological
responses and reducing the need for blood transfusions.

4.3.4 Based on the available evidence, the Committee concluded that it could not assume that ESA treatment either
prolonged or shortened survival compared with treatments that did not include ESAs.

4.3.5 The Committee concluded that the available evidence suggests that ESA treatment improves health-related quality
of life compared with treatment without ESAs.

4.3.9 Uncertainties around and plausibility of assumptions and inputs in the economic model. The Committee was
concerned that the Assessment Group did not include disutilities associated with adverse reactions in the QALY
calculation given that most adverse reactions occurred more frequently in the ESA arms. However, it recognised that
there would be minimal effect on the incremental cost effectiveness ratios (ICERs) given that the adverse reactions in the
study were rare.

4.3.9 The Committee concluded that the QALY gain with ESAs may have been underestimated given that the potential
benefits of ESAs associated with avoiding blood transfusions and reducing the need for hospital visits were not captured
in the QALY calculation.

Reference to the fact that the drug may progress transformation to AML should no longer be relevant. The
EMA having licensed the drug for del 5q as a single abnormality should be evidence enough that this topic is
no longer an issue.

A further paper, based on a subset of the MDS 004 trial also highlights the following results amongst the
isolated del 5g patients, demonstrating longer overall survival in this group of patients:

Results: Rates of red blood cell-transfusion independence (RBCTI) 2182 days were higher in the
lenalidomide 10 mg (57.4%; P < 0.0001) and 5 mg (37.2%;P = 0.0001) groups versus placebo (2.2%).
Cytogenetic response rates (major + minor responses) were 56.8% (P < 0.0001), 23.1% (P = 0.0299),
and 0%, respectively. Two-year cumulative risk of acute myeloid leukaemia progression was 12.6%,
17.4%, and 16.7% in the lenalidomide 10 mg, 5 mg, and placebo groups, respectively. In a 6-month
landmark analysis, overall survival was longer in lenalidomide-treated patients with RBC-TI 2182 days

Progression to AML by randomized treatment group is presented in Figure 2A. The estimated 2-year
cumulative risk of progression to AML was 12.6% (95%CI: 5.4-27.7), 17.4% (95%CI: 8.7-33.3), and
16.7% (95%Cl: 8.3—-32.0) in the lenalidomide 10 mg, lenalidomide 5 mg, and placebo groups,
respectively.
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The estimated 4-year cumulative risk of progression to AML was 30.6% (95%CI: 18.1-48.8), 35.4%
(95%CI: 21.4-54.6), and 43.3% (95%CI: 27.6—63.1) in the lenalidomide 10 mg, lenalidomide 5 mg, and
placebo groups, respectively.

Overall survival

Median OS was 4.0 years (95%Cl: 2.5-NR), 3.5 years (95%CI: 1.7-4.8), and 2.9 years (95%Cl: 2.2-4.2)
in the lenalidomide 10 mg, lenalidomide 5 mg, and placebo groups, respectively (Figure 3A). Of the 7
patients randomized to placebo who did not crossover to lenalidomide 5 mg, 6 (85.7%) died. In a 6-
month landmark analysis, median OS was significantly longer in patients who achieved RBC-TI 2182
days (5.7 years; 95%CI: 3.2-NR) compared with non-responders (2.7 years; 95%CI: 1.5-4.8; log-rank
test P = 0.0072.

Median OS was similar in patients who achieved a major or minor cytogenetic response (4.3 years;
95%Cl: 2.3—NR) compared with non-responders (3.7 years; 95%CI: 2.0-4.7; logrank test P = 0.4073;
Figure 3C).

In a study of untreated RBC transfusion-dependent patients with IPSS-defined Low- or Int-1-risk MDS
and del(5q), median OS was approximately 3.7 years; 82% of the patients had isolated del(5q) (5). In the
same study, RBC transfusion dependency was associated with shorter OS (HR 2.260; P = 0.001) in a
Cox proportional hazards model of MDS patients with isolated del(5q). In the current analysis, median
OS was significantly longer in patients who achieved RBC-TI 2182 days compared with non-responders.
Although OS by cytogenetic response was not significantly different between responders and non-
responders, this lack of significance may have been due to the limited number of events and patients in
this subset analysis.

Extracts from “Outcomes in RBC transfusion-dependent patients with Low-/Intermediate-1-risk
myelodysplastic syndromes with isolated deletion 5q treated with lenalidomide: a subset
analysis from the MDS-004 study.”

European Journal of Haematology, Article first published online: 9 JUN 2014, DOI: 10.1111/ejh.12380
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2. PAS Scheme ACD 4.13

4.13 The Committee questioned whether all the savings would be realised in practice for every patient
because of the administration process involved. The Committee concluded that this added to the uncertainty
of the cost reductions associated with the patient access scheme

Based on the official remit of PASLU, they are responsible for assessing the feasibility and administration
burden of all patient access schemes for the NHS, not the committees, nor the ERG.

We believe this topic should not have been raised.

The PAS for lenalidomide was recommended as feasible, given the level of administration it requires.

As per NICE documentation, PASLU is described as issuing robust advice:

“1.6 The process for advising whether implementing a patient access scheme is feasible in the NHS in England
and Wales has been specifically designed to provide robust advice to the Department of Health. This advice
will inform ministerial decisions on whether NICE should consider a patient access scheme as part of its
technology appraisals programme.

1.9 Most of the evidence that the PASLU needs to advise on whether a scheme is feasible is submitted by the
manufacturer or sponsor of the technology. A review of the submitted information is produced by the PASLU,
and if necessary the PASLU asks for further clarification (see 2.4.2). Further input is provided by the members
of the independent Expert Panel and co-optees to the panel (see table 1). The PASLU asks for advice from
within or outside NICE when necessary.

Schemes should be clinically robust, clinically plausible, appropriate and monitorable (e.q. if it is a responder
scheme, there must be a relatively straightforward way to measure a patient’s clinical response). “

The description of the PASLU remit adds:

“The more systematic use of such schemes will need to be reviewed in light of experience. The timing of such
a review will be jointly agreed but will be initiated not later than 2 years after the commencement of this
agreement. “

We would welcome such a timed review, which should then show the drug in practice, further clinical
benefits and the benefits for the NHS.
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3. Potential sub-group of patients for lenalidomide:

A portion of del5q patients are known (those with a P53 mutation) to have a sub-optimal response to
lenalidomide. 18% of del5q patients have this mutation, based on paper referenced below.

We suggest investigating further with MDS experts to check whether looking at only non P53 del5q patients
would help reduce the cost-effectiveness “uncertainty” in this appraisal.

Reference paper:

J Clin Oncol. 2011 May 20;29(15):1971-9. doi: 10.1200/JC0.2010.31.8576. Epub 2011 Apr 25.

TP53 mutations in low-risk myelodysplastic syndromes with del(5q) predict disease progression.

Jadersten M1, Saft L, Smith A, Kulasekararaj A, Pomplun S, Gohring G, Hedlund A, Hast R, Schlegelberger B, Porwit A, Hellstro m-
Lindberg E, Mufti GJ.

“The probability of a complete cytogenetic response to lenalidomide was lower in mutated patients (0 of 7 v
12 of 24; P =.024).

CONCLUSION: Importantly, mutations were present years before disease progression and were associated
with an increased risk of leukemic evolution. Our findings indicate a previously unrecognized heterogeneity
of the disease which may significantly affect clinical decision making.”

4. Iron Chelation treatment (ACD 3.37)

Deferiprone was added to the cost calculations by the ERG.

However this drug is not a licensed medication in this setting — this should have been checked with MDS
experts before being added to the model.
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B.
1. Additional patient statements, highlighting specifically:

A - Length of use of the drug

B — Treatment Interruptions

C - Other treatments/transfusions needed whilst on Lenalidomide
D — Any other comment

Fiona Pirilla — Lenalidomide patient in UK

A - How long you have been using the drug (in months or cycles please — or years):

| am currently on cycle 54 of treatment this time round. | originally started on Lenalidomide on a drug trial
at Kings College from 2006 — 2007 and took 17 cycles of the drug with a great response. Then the trial ended
and the drug supply stopped.

B - Whether you had any treatment interruptions (treatment postponed for any reasons) — and for how
long (months) ?

As highlighted above after my initial trial finished, so did my drug treatment.

| was left a bit high and dry with no access to the drug for over 2 years — effectively because of the cost.

| applied to my local primary care trust (as it was then) but they would not fund the drug as it was not
licenced. It was not until January 2010 that | was able to have access to the drug again, by which time my
condition had noticeably deteriorated again. | have now been taking it continuously since then till the
present date and as stated am now on cycle 54.

C - Whether you needed any other treatments alongside lenalidomide (such as transfusions, iron
chelation) and for how long?

Both on the initial drug trial and now | have to take GCSF injections to boost my white cell and neutrophil
counts. | currently use an injection every three days. | also take an aspirin daily to avoid potential blood
clotting.

D - Please feel free to make any other comment regarding the benefits of the drug:

Given the length of time | have taken the drug | have been totally transfusion free which is a massive benefit
to me. | have also been able to resume normal levels of exercise due to the normal counts of my HGB. |
would not be achieving this without this treatment, so my quality of life is massively improved.

--— Lenalidomide patient in UK

A - | started Lenalidomide in January 2010 and | am currently on cycle 54.

B - | had no interruptions since | started my first cycle.
| was on 10mg for a few months and then the dose was lowered to 5mg which is what | have been on since
and doing really well.

C - From the very first cycle, | have not required any blood transfusions which | had been having every 6
weeks, nor have | required any other treatment alongside lenalidomide.

D - | have been transfusion free since | started the drug.

The transfusions barely did anything but with the drug, the quality of my life is just as good as before
anaemia set in, bringing my HB down to 7.

| started running and training about 9 months after starting on the drug and it was great to be able to do it (I
would get out of breath just walking up the road prior to taking the drug).

| can now run over 8k which is no small feat for me!

Being healthy also enabled my husband and | to adopt another child which was simply amazing.
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| was also able to go back to work 4 days a week.

Prior to my treatment, it was a struggle getting up, going to work or doing very much, and | had awful
headaches.

The chronic anaemia affected my personality too as | had no energy.

| could fill up a whole page on the benefits of the drug to my life but | will leave it at that.

I B - :lidomide patient treated in Spain, also overseen in France
A and B - | am taking REVLIMID 10g/day 3weeks and one week rest since August 2005, without interruption.

C -l didn't need any other treatment. | received red cells transfusions before | began the treatment, but
nothing since | have Revlimid. My haemoglobin has been between 12,5 and 13,5 since then.

No side effects, no complications in my case.

D - Of course, | am very happy with my treatment.

.- lenalidomide patient in Northern Ireland.

A -1 am mid way through the 6th cycle of lenalidomide having the drug on 13/12/2013. The first
four cycles were provided by Celgene on a compassionate basis and as a consequence of my good
response | have been granted funding for one year, IFR’s having been turned down on numerous
previous occasions.

B - My treatment was stopped for 2 weeks to allow my platelets to rise from 24x109/1 to 51x109/I,
to allow me to have some dental work done.

C - My last blood transfusion was on 6/2/2014 when my Hb was 71g/I. My Hb has now risen to
123g/l. (1 had previously required transfusions every 4-5 weeks).

D - After struggling with the side-effects of the drug for 8 — 10 weeks | began to feel the benefits of
the drug during the 4th cycle and now with my Hb at 123g/l, | feel like a new person!

My wife is treating me to a river cruise on the Danube in a few weeks’ time to celebrate my 70th
birthday; something which would not be possible without lenalidomide.
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Further patient statement — in direct response to ACD:

My name is I ¢ | am 69 years old. | was first diagnosed with MDS 5¢ minus in
2008 and at the time my haemoglobin was 12. | was advised that | had a good prognosis and it was possible
that the MDS would lay dormant, possibly never affecting my life. The Hb remained constant through to
2010 when it started to fall and by early 2013 it was down to 7.

I had always maintained a healthy and fit lifestyle, running regularly, playing tennis, walking and swimming.
By 2013 I was unable to do any of these leisure activities and found great difficulty in walking 100 yards on
an incline. | was totally fatigued, could no longer concentrate and it became very difficult for me to maintain
my business activity. At this time ||| | TN I ¢ | : B o0olicd to the
Cancer Drug Trust, to have Lenalidomide-Revlimid. During this period, | was having regular blood
transfusions on a monthly basis. They helped a little but for no more than two weeks of the month and at no
time did my Hb climb into double figures. Furthermore, the blood transfusions led to me having antibodies
within my blood.

Eventually, [} I referred me to | N = I B B o succeeded

in getting me onto a trial with Revlimid which | started taking in October 2013. After three months, | began
to experience a remarkable transformation with my haemoglobin rising each month and last month it was in
excess of 12. 1 am now able to lead a very normal and active life, running, walking, swimming and playing
tennis regularly. | work a full day without any problems and | am now able to lead a normal fulfilling life
with my wife, children and grandchildren. For this, | will be forever grateful to Lenalidomide and
I od his team of Consultants.

Through my occupation, | have been able to talk with senior Haematologists in the US, Asia and Australia, all
of whom have the highest regard for the drug and prescribe Revlimid to those who suffer MDS 5q minus. It
would be tragic if this drug was not maintained as available in this country for all those in need, both present
and future and | sincerely hope that in due course NICE approve Lenalidomide for use in England.
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Further patient statement — in direct response to ACD:

— Northern Ireland statement
Unlike the rest of the United Kingdom, Northern Ireland does not have a cancer drug fund. Instead
application for funding is made by means of Individual Funding Requests which are submitted by
the consultant with the approval of the trust. Over the last 2-3 years at least 4 IFR’s have been
submitted on my behalf but have been refused because my consultant was not able to show
exceptionality. This was very puzzling since 5qg- is very rare in a population the size of Northern
Ireland (I have yet to meet another patient with 5g- in NI which | think is pretty exceptional).
Knowing that had | lived anywhere else in the British Isles (GB and ROI) | would have had access to
the drug was very frustrating. Having been proud to work 40 years in the NHS, | could not believe
the service would let me down when | needed it most. The unfairness of this situation led to a
mixture of feelings such as bewilderment, disillusionment even anger and depression.

Thanks to the work of my - at - and my _— at --

who would not take “no” for an answer | have at last acquired lenalidomide, as a result of
4 cycles provided by Celgene leading to funding for 1 year, which has completely turned my life
around. Without the drug | was struggling with fatigue, loss of appetite, continually feeling cold,
depression and loss of self esteem. | was a keen golfer but had to resign from the golf club. My
quality of life was enhanced every 4 weeks by the wonderful blood donors of the United Kingdom
who freely donate their blood to help others.

My wife has been absolutely wonderful throughout my illness, looking after the garden, mowing
the lawns, driving the car, all areas which | felt were my responsibility but which | was largely
unable to cope with. Recently she said to me “I know you have had a hard time, but you have no
idea what | have been going through”. So it is not just the patient who suffers but their loved ones
as well. And knowing there is a drug capable of reversing all of this, (as | now benefit from), but is
not available because it has not been given NICE approval is totally incomprehensible. Thanks to
this drug my Hb level has increased by 50g/I and | feel | have been given my life back.

| have attached a copy of Hansard for the NI Assembly (6/5/2014) where under Private Member’s
Business Cancer Drugs Funding _ has used my case history to highlight the human side
of the lack of funding for rare cancers in Northern Ireland.

Regards
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2. Northern Ireland

Northern Ireland MP | BBl recently took partin a Northern Ireland Assembly presentation about
access to treatment for rarer cancers.

He called on ministers to address the issue of the severe lack of crucial drugs for cancer patients in this part
of the country which does not benefit from the Cancer Drug Fund.

We urge NICE and the committee to take these views into consideration.

Private Members’ Business — Cancer Drugs: Funding

Topic: The difficulties faced by patients obtaining funding for cancer drugs; concern about the
varying policy positions throughout the UK and Ireland regarding the accessibility of cancer drugs;
calls on the Minister of Health, Social Services and Public Safety to undertake a review into the
practices in Northern Ireland to provide greater clarity for patients trying to obtain funding for
cancer drugs.

Comment extracted:

“: Thank you. I welcome the intervention. It is a point that 1 will expand on in just a moment.
In England, as we are aware, a cancer drugs fund (CDF) is in operation that provides direct access
for cancer sufferers to cancer drugs. In Scotland, just this month, the peer-approved clinical system
has been put in place. That has replaced the IFR model and the clear inequalities in access that it
was producing. In Wales, the All Wales Medicines Strategy Group is in place to appraise medicines
before NICE. Consequently, that, too, improves access for cancer patients. However, a recent study
by Bristol University uncovered that cancer sufferers in England are seven times more likely to
receive the drug than those in Wales. There are varying journeys towards greater access to cancer
drugs in the UK. We, however, are not yet at the starting line. When the SDLP has asked the Minister
about that inequality, he has deflected it by bringing up the viability of the IFR process or even the
issue of prescription charges or welfare reform.

The Rarer Cancers Foundation and others have undertaken research about the cost of a CDF model
here. It ranges between £5 million and £6 million. That is significantly less than the amounts needed
in England, and it is feasible, we argue, if the Minister wants it to be. It is also important to note
that, due to sophisticated molecular testing, improved diagnosis is available. Clinicians are
available to accurately pinpoint which drug will work for a particular individual. So a cancer drugs
fund model will cost more but will be much more refined and accurate than initially imagined.*

Northern Ireland and Wales are at an incredible disadvantage — as the Cancer Drug Fund is not available to
those regions, therefore creating a post-code lottery — yet again.

This issue also creates severe problems of cross regional referrals — causing a further and artificial strain on
the NHS.
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3. Small population size

This group of patients in this appraisal is extremely small — and therefore additional evidence from abroad
must be considered to help reduce the uncertainty the Committee still struggles with.

We strongly request that the Committee engages with as many MDS experts as possible, in order to gather
further clinical evidence, as opposed to requesting additional data from the manufacturer.

To date, only one MDS expert was consulted internally at NICE, which we insist is neither satisfactory, nor
objective or conclusive.

We request specifically that the 31.9% survival estimate at 26 cycles of treatment be validated by several
experts in the UK and abroad. We strongly believe this would assist in reducing uncertainty.

Previous NICE appraisals benefitted from the “small population criterion” as in the HTA below.
We believe that lenalidomide fits in with this particular concept.
http://publications.nice.org.uk/pemetrexed-maintenance-treatment-following-induction-therapy-with-

pemetrexed-and-cisplatin-for-ta309/consideration-of-the-evidence

4.21 The Committee discussed the small patient population criterion. It heard from NICE that, for treatments
for small groups of patients, higher prices, and therefore reduced cost effectiveness, were more likely to be
justified given the need to recoup costs of development of the product if the licensed indications only apply to
a small potentially eligible patient population. It further heard that the case for reduced cost effectiveness
weakens as the potential total population for a product increases. Therefore, taking into account the
cumulative population covered by all the indications in the marketing authorisation needs to be considered.
The Committee understood that the small patient population criterion was intended to recognise the
long-term benefits to the NHS of innovation.

4. Scotland and SMC appraisal

The SMC was satisfied with the data provided for their appraisal of this same drug and was able to approve
the drug for Scotland. The process and work by this HTA group was just as rigorous as NICE.

Following the approval in Scotland, patients are once again facing a post-code lottery.

This is again increasing issues of regional cross referrals.
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C.

1. Insufficient involvement with Patient group consultees.

Since the publication of the FAD, we requested more ample involvement, in order to assist with the
validation of clinical data. Despite regular communication, this did not take place and we as patient groups,
nor the clinical expert groups were fully informed about the additional data requested from the
manufacturer.

This unfortunately also reflects the experience gathered in the recent NICE Patient Expert Report 2012,
which was released recently — extracts below.

We would again urge NICE and committees to take this opportunity to engage more fully with patient group
consultees at every stage of the appraisal.

2. Report — NICE Patient Expert Survey

The results of a NICE survey amongst patient experts conducted in 2012 shows that unfortunately, two years
later, NICE committees have still not taken up the opportunity to work more closely with patient experts,
and use their knowledge and experience to improve and assist in the appraisals.

We find ourselves facing similar issues in this lenalidomide appraisal.

National Institute for Health and Care Excellence - Technology Appraisal Patient Expert Survey 2012 Report.
By Lizzie Amis and Heidi Livingstone - Public Involvement Programme
Experiences during the committee meeting - overall experience

“Not only did the patient experts find the slide presentation more difficult to understand, but also only just
under half the patient experts (48%) thought that the slides addressed the key patient issues, with over a
third (33%) saying that they thought they were not addressed.

“The slide presentation did not properly address patient needs and the reasons why one of the technologies
appraised was more beneficial to some patients than others. This had to be explained by the clinical experts.”
“There was patient experience as far as goes side effects etc. however the patient experience is far more than
this. My overriding feeling with NICE TAs is that it is hard science driven, and the wider patient issues have
little consideration/value to the determination.”

“The cost effectiveness Committee 'lead team' member addressed issues that could not be described as 'key
patient issues' but were rather (broadly) NHS resources issues. There are generally a large number of slides in
his presentation

Only 65% of patient experts were aware that there is a lay member of the committee responsible for that
particular appraisal topic.

The comments about the lay members and the lay lead role vary and show that there could be an
improvement in awareness of and understanding of the lay members of the committee and the lay lead role.
There is considerable room for improvement; only about 40% said that they understood the slide
presentations and could follow and participate in the discussions. Just under half thought that the patient
issues were represented in the slides.

There were comments about the patients presence being ‘tokenistic’ and that the patient experience has little
to do with the committee’s overall determination

Although 65% knew that there was a lead lay member responsible for their topic, there was a lack of clarity
about what their role is.

Other patient experts thought that although some of the key issues were addressed some still were not and
point out what they see as the flaws regarding NICE’s methodology for including patient issues.

“Obviously some key patient issues were addressed but not all. | fail to understand how NICE can be a partner
in an initiative like the Technology Strategy Board (TSB) 'Stratified Medicine Innovation Platform' which
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accepts that randomised clinical trial (RCT) evidence is not exhaustive, although not without value, whilst
simultaneously elevating RCT evidence via inclusion/exclusion criteria, to be the sole clinical evidence on
which economic models are built. The key patient issue is that clinically speaking not all patients, even though
they have the same diagnosis, are the same. The modelling effectively shuts out evidence that might offer
redress to that relied upon.”

What is most important to patient experts?

The most important issues for patients are:

1. Being able to raise relevant issues at the committee meeting
2. Feeling that their contribution made a difference

Feeling that their contribution made a difference

This is one of the top two issues of important to patient experts and thus another key area for improvement.
Although the majority of the patient experts felt their contribution made a difference, there were issues of: a
feeling of tokenism; the organisational statement being more relevant than the patient expert presence;
feeling that not all patient issues were addressed; feeling that patient issues and evidence are not viewed
equally with the RCT evidence and the health economics.

Final comments

We firmly believe there is a possibility to reduce the uncertainty in this STA by involving all stake holders and
consultees, given the issues we raised in our comments, and the information we provided — if used by the
committee.

We urge NICE to pursue this consultation further to come to an acceptable outcome in order to make the
drug available — and therefore remove the current unacceptable regional discrepancy.

We remain at the Committee’s disposal for any additional information.

We look forward to hearing from you.

Kindest regards,

I B B - /DS UK Patient Support Group

I D - B B - DS UK Patient Support Group

Leukaemia CARE (Joint Consultee with MDS UK)
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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 lenalidomide for the treatment of myelodysplastic syndromes
associated with a deletion 5q cytogenic abnormality in people with red blood cell
transfusion dependence [ID480]

1. The decision of the Committee might legitimately be perceived to be discriminatory to
individuals who choose not to receive blood products on religious grounds, notably Jehovah’s
Witnesses, which as far as | can see have not been considered as a patient group in this
consultation. For such individuals with 5g- syndrome who are refractory to erythropoietin, the
decision to refuse blood products leaves them with little alternative therapeutic options. The
use of Lenalidomide in this situation would be justifiable both medically and morally and, if so,
then withholding Lenalidomide on economic grounds from other patient groups could
potentially be considered discriminatory in a court of law.

2. There is an apparent inconsistency of recommendation here between the use of Lenalidomide
in 5g- syndrome and in multiple myeloma that is not clearly explained. These are both
malignant haematological conditions for which Lenalidomide is a highly effective therapy and
yet the few patients with 5g- syndrome are clearly being treated differently to the many patients
with myeloma for whom Lenalidomide is offered in the United Kingdom as third line
treatment. On face value this appears to be discriminatory by valuing patients with one form of
cancer above another despite good evidence to show similar levels of efficacy and
improvements in quality of life for both conditions treated with Lenalidomide. This is particularly
unfair given the orphan disease status of 5q- syndrome, which is not clearly apparent in the
Committees considerations.

3. The Scottish Medical Consortium has recently approved an identical Patient Access Scheme
that now operates in Scotland. This decision clearly challenges the conclusion of NICE not to
grant funding to Lenalidomide in this clinical setting and creates a potentially serious problem
of regional geographic inequalities within the NHS.

4. The Committee question the estimate of patients continuing for more than 26 months on
Lenalidomide at 27% at which point the funding of the treatment by the NHS becomes cost
effective. In my professional opinion, the company Celgene has provided extremely clear
evidence that this is a very reasonable (and in some regard conservative) estimate that has
been arrived at using published real world data from a Spanish study. Moreover, the Scottish
Medical Consortium has accepted the advice of its own consultants that this estimate is indeed
representative of the clinical practice population.

5. The Committee appear to question the link between transfusion independence and overall
survival in 5g- syndrome which is clearly well established and provides a good argument in
favour of Lenalidomide cost effectiveness even without consideration of the enormous
improvements in quality of life that are also seen in responsive patients.
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6. The current access to Lenalidomide in 5g-syndrome via the National Cancer Drugs Fund
complicates and largely obviates the current NICE Appraisal Consultation Document. In light
of this, a cost-sharing Patient Access Scheme, as proposed by the marketing company
Celgene, appears to be a pragmatic way forward in terms of making this treatment available to
eligible patients within its current marketing authorisation and along similarly lines to
Lenalidomide funding in relapsed multiple myeloma. The Committee has also disregarded the
fact that, according to the company’s own TCS database, a significant number of patients in
the UK are currently receiving Lenalidomide, some up to as many as 70 cycles of treatment,
that is presently being funded by the NHS but who would have this cost covered by Celgene
were the proposed Patient Access Scheme to be adopted.

MA FRCP FRCPath PhD

Representing the Royal College of Pathologists and the British Committee for Standards in
Haematology
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Comments on the ACD Received from the Public through the NICE

Website

Name

Role

NHS Professional

Other role

Location

Conflict

Notes

I B has provided consultancy to the manufacturer

Comments on individual sections of the ACD:

Section 1
(Appraisal Committee's
preliminary
recommendations)

As I B s--ci2lising in myelodysplasia
and other myeloid malignancies and as representatives of the
B B - chaiity representing expert opinion and
funding education and research among scientists and
physicians with an interest in myelodysplasia, we wish to
express our concern at the recent NICE ruling on lenalidomide.

We are of the opinion that the published data from the MDS-
004 and other studies strongly supports the use of lenalidomide
as first line treatment in patients with transfusion dependent
myelodysplasia associated with the isolated 5q deletion. A More
than two-thirds of patients will have a significant, meaningful
improvement in transfusion requirements with an
unprecedented improvement in quality of life. A Patients are
protected from adverse complications of blood transfusion,
including infection, alloimmunisation and iron loading, and so
avoid costs associated with these conditions.

Section 2
(The technology)

Primarily we are concerned that transfusion dependence and
iron loading are both associated with a shortened survival
outcome in patents with myelodysplasia and that this is
alleviated by using lenalidomide. A Patients responding to
lenalidomide can have excess iron removed through
venesection which is much cheaper and much more effective
than subcutaneous or oral iron chelation therapy. A When
started sulfficiently early in the patient?s journey, significant iron
loading may be avoided completely.

Concern has been raised regarding the number of patients
reaching 26 weeks therapy. A It is my view that sufficient
numbers reach this end point as to merit an interim ruling by
NICE that allows patients to be treated in a national surveillance
database with a review of these data after a five year follow up,
after which a further ruling could be made as to cost
effectiveness.

We would urge NICE to reconsider the recent interim ruling and
allow patients with this malignant and crippling orphan condition
access to a life changing and disease altering medication which
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has been shown, in randomised studies, to impact favourable
on transfusion need, quality of life, and survival outcomes.

Section 3
(The manufacturer’s
submission)

Section 4
( Consideration of the
evidence)

Section 5
( Implementation)

Section 6
(Proposed
recommendations for
further research)

Section 7
( Related NICE guidance)

With careful national surveillance, review could be undertaken
between three and five years after commencement of drug
availability to ascertain number of patients remaining on drug.

Section 8
(Proposed date of review
of guidance)

Date

6/11/2014 4:02:00 PM
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