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Appendix B

NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE
Single Technology Appraisal

AXxitinib for the treatment of advanced renal cell carcinoma after failure
of prior systemic treatment

Final scope

Remit/appraisal objective

To appraise the clinical and cost effectiveness of axitinib within its licensed
indication for the treatment of advanced renal cell carcinoma after failure of
prior systemic treatment.

Background

Renal cell carcinoma (RCC) is a type of kidney cancer that usually originates
in the lining of the tubules of the kidney and contains many blood vessels.
American Joint Committee on Cancer (AJCC) tumour node metastases (TNM)
system is used to grade RCC into stages | to IV. Advanced RCC, in which the
tumour is either locally advanced and/or has spread to regional lymph nodes,
is generally defined as stage Il or IV. Metastatic RCC, in which the tumour
has spread beyond the regional lymph nodes to other parts of the body, is
also defined as stage IV.

Early, small RCC tumours are usually asymptomatic; the diagnosis of early
RCC is usually incidental after abdominal scans for other indications. The
most common presenting symptoms of metastatic and/or advanced RCC are
blood in the urine (haematuria), a palpable mass in the flank or abdomen and
abdominal pain. Other non-specific symptoms include fever, night sweats,
malaise and weight loss.

In 2009, 8163 new kidney cancers were diagnosed in England and Wales, of
which an estimated 85 - 90% were RCC. Approximately 17% of people with
RCC present with stage IV disease. The 5-year survival rate for metastatic
RCC is approximately 10%.

The primary objectives of medical intervention are relief of physical symptoms
and maintenance of function. Metastatic and/or advanced RCC is largely
resistant to chemotherapy, radiotherapy and hormonal therapy. Current NICE
guidance recommends sunitinib as a first-line treatment for people with
advanced and/or metastatic RCC for whom immunotherapy is suitable and
have an Eastern Cooperative Oncology Group (ECOG) status of 0 or 1
(technology appraisal 169). Pazopanib is recommended as a first-line
treatment for people with advanced RCC have an ECOG status of O or 1
(Technology appraisal 215). An alternative treatment option for advanced
and/or metastatic RCC is cytokine-based immunotherapy, including
interleukin-2 (IL-2) (sometimes called aldesleukin) or interferon alfa 2-a (IFN-
alfa). Current NICE guidance does not recommend bevacizumab, sorafenib or
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temsirolimus as first-line treatments, or sorafenib or sunitinib as second-line
treatments for people with advanced and/or metastatic RCC (Technology
appraisal 178). Current NICE guidance does not recommend everolimus as
second-line treatment for people with advanced RCC (Technology appraisal
219). There is no standard treatment for people with metastatic RCC in whom
first-line treatment has failed, or is unsuitable. However, given the introduction
of targeted therapies, sunitinib and pazopanib are currently used in clinical
practice for treating people with metastatic RCC who have previously been
treated with a cytokine only. Although these technologies were not
recommended by NICE for this group of patients, their marketing
authorisations allow this use and they are established in UK clinical practice in
the prior-cytokine group.

The technology

Axitinib (Inlyta, Pfizer) is an oral multi-targeted kinase receptor inhibitor with
anti-tumour activity. Axitinib inhibits vascular endothelial growth factor
receptor (VEGFR) -1, -2 and -3, platelet-derived growth factor receptor
(PDGFR), and c-kit, which may result in inhibition of angiogenesis in tumours.

Axitinib has a UK marketing authorisation for treatment of adult patients with
advanced renal cell carcinoma after failure of prior treatment with sunitinib or
a cytokine.

Intervention Axitinib

Population Adults with advanced renal cell carcinoma who have
received prior cytokine or prior sunitinib treatment

Comparators For people who received previous cytokine therapy (that
is, people who have not received any targeted therapy
for advanced disease)

e Sunitinib
e Pazopanib
e Best supportive care
For people who received previous sunitinib therapy

e Best supportive care

Outcomes The outcome measures to be considered include:
e overall survival

e progression free survival

e response rates

e adverse effects of treatment

¢ health-related quality of life.
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Economic
analysis

The reference case stipulates that the cost effectiveness
of treatments should be expressed in terms of
incremental cost per quality-adjusted life year.

The reference case stipulates that the time horizon for
estimating clinical and cost effectiveness should be
sufficiently long to reflect any differences in costs or
outcomes between the technologies being compared.

Costs will be considered from an NHS and Personal
Social Services perspective.

Other
considerations

If evidence allows subgroups according to the following
will be considered:

e prior treatment
e prognostic score (for example, ECOG or Motzer)

Guidance will only be issued in accordance with the
marketing authorisation.

Related NICE
recommendations

Related Technology Appraisals:

Technology Appraisal, No. 178, Aug 2009.
‘Bevacizumab (first-line), sorafenib (first- and second-
line), sunitinib (second-line) and temsirolimus (first-line)
for the treatment of advanced and/or metastatic renal
cell carcinoma’. Guidance placed on static list.

Technology Appraisal, No. 169, Mar 2009. ‘Sunitinib for
the first-line treatment of advanced and/or metastatic
renal cell carcinoma’. Guidance placed on static list.

Technology Appraisal, No. 215, Feb 2011. ‘Pazopanib
for the first-line treatment of advanced renal cell
carcinoma”. Expected date of review December 2013.

Technology Appraisal, No. 219, Apr 2011. ‘Everolimus
for the second-line treatment of advanced renal cell
carcinoma’. Expected date of review February 2013.

Related Interventional Procedures:

Interventional Procedure No. 344, Jan 2007,
‘Cryotherapy for renal cancers’

NICE Interventional Procedure Guidance No. 91, Sep
2004, ‘Percutaneous radiofrequency ablation of renal
cancer’

Related Cancer Service Guidance:

NICE Cancer service guidelines, Sep 2002, ‘Improving
outcomes in urological cancer’.
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Appendix C

NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE

Single Technology Appraisal (STA)

Axitinib for the treatment of advanced renal cell carcinoma after failure of prior
systematic treatment [ID518]

Matrix of consultees and commentators

Consultees

Commentators (no right to submit or
appeal)

Manufacturers/sponsors
e Pfizer (axitinib)

Patient/carer groups

Afiya Trust

Black Health Agency

British Kidney Patient Association
Cancer Black Care

Cancer Equality

Cancer 52

Equalities National Council

Helen Rollason Heal Cancer Charity
James Whale Fund for Kidney Cancer
Kidney Alliance

Kidney Cancer UK

Kidney Cancer Support Network
Kidney Research UK

Macmillan Cancer Support
Maggie’s Centres

Marie Curie Cancer Care

Muslim Council of Britain

Muslim Health Network

National Kidney Federation

Rarer Cancers Foundation

South Asian Health Foundation
Specialised Healthcare Alliance
Tenovus

Professional groups

e Association of Cancer Physicians

e Association of Renal Industries

e Association of Renal Technologies

e British Association for Services to the
Elderly

e British Association of Urological
Nurses

General

e Board of Community Health Councils in
Wales

¢ British National Formulary

e Care Quality Commission

e Commissioning Support Appraisals
Service

e Department of Health, Social Services
and Public Safety for Northern Ireland

e Healthcare Improvement Scotland

Medicines and Healthcare products

Regulatory Agency

National Association of Primary Care

National Pharmacy Association

NHS Alliance

NHS Commercial Medicines Unit

NHS Confederation

Public Health Wales NHS Trust

Scottish Medicines Consortium

Welsh Kidney Patients Association

Welsh Urological Society

Comparator manufacturers
e Pfizer (sunitinib)
e GSK (pazopanib)

Relevant research groups

e Cochrane Renal Group

e Cochrane Prostatic Disease and
Urological Cancers Group

Institute of Cancer Research

MRC Clinical Trials Unit

National Cancer Research Institute
National Cancer Research Network
National Institute for Health Research
Research Institute of the Care of Older
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Consultees Commentators (no right to submit or
appeal)
e British Association of Urological People
Surgeons
e British Geriatrics Society Evidence Review Group
e British Institute of Radiology (BIR) e Kileijnen Systematic Reviews Ltd
e British Psychosocial Oncology Society | ® National Institute for Health Research
e British Renal Society Health Technology Assessment
e Cancer Networks Pharmacists Forum Programme
e Cancer Research UK . o
e Renal Association Associated Guideline Groups

¢ National Collaborating Centre for
Cancer

Renal Pharmacy Group

Royal College of General Practitioners
Royal College of Nursing

Royal College of Pathologists

Royal College of Physicians

Royal College of Radiologists

Royal Pharmaceutical Society

Royal Society of Medicine

Society and College of Radiographers
Society for DGH Nephrologists

The Urology Foundation

UK Renal Pharmacy Group

United Kingdom Clinical Pharmacy
Association

¢ United Kingdom Oncology Nursing
Society

Associated Public Health Groups
¢ None

Others

e Department of Health

NHS Central Manchester CCG
NHS Wakefield CCG

NHS England

Welsh Government

NICE is committed to promoting equality, eliminating unlawful discrimination and
fostering good relations between people who share a protected characteristic and
those who do not. Please let us know if we have missed any important organisations
from the lists in the matrix, and which organisations we should include that have a
particular focus on relevant equality issues.

PTO FOR DEFINITIONS OF CONSULTEES AND COMMENTATORS
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Definitions:
Consultees

Organisations that accept an invitation to participate in the appraisal; the manufacturer(s)
or sponsor(s) of the technology; national professional organisations; national patient
organisations; the Department of Health and the Welsh Government and relevant NHS
organisations in England.

The manufacturer/sponsor of the technology is invited to make an evidence submission,
respond to consultations, nominate clinical specialists and has the right to appeal against
the Final Appraisal Determination (FAD).

All non-manufacturer/sponsor consultees are invited to submit a statement?, respond to
consultations, nominate clinical specialists or patient experts and have the right to appeal
against the Final Appraisal Determination (FAD).

Commentators

Organisations that engage in the appraisal process but that are not asked to prepare an
evidence submission or statement, are able to respond to consultations and they receive
the FAD for information only, without right of appeal. These organisations are:
manufacturers of comparator technologies;

Healthcare 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 [MRC], National
Cancer Research Institute); other groups (for example, the NHS Confederation, NHS
Alliance and NHS Commercial Medicines Unit, and the British National Formulary.

All non-manufacturers/sponsors commentators are invited to nominate clinical specialists
or patient experts.

Evidence Review Group (ERG)

An independent academic group commissioned by the National Institute for Health
Research (NIHR) Health Technology Assessment Programme (HTA Programme) to
assist the Appraisal Committee in reviewing the manufacturer/sponsor evidence
submission to the Institute.

1 Non manufacturer consultees are invited to submit statements relevant to the
group they are representing.

National Institute for Health and Clinical Excellence

Provisional matrix for the proposed technology appraisal of Axitinib for the treatment of advanced renal cell
carcinoma after failure of prior systematic treatment

Issue date: June 2012 Page 3 of 3






Pfizer Limited

Walton Oaks, Dorking Road, Walton on the Hill,
Tadworth, Surrey KT20 7NS, UK

Telephone: +44 (0)1304 616161

@ Worldwide Biopharmaceutical Businesses

National Institute for Health and Care Excellence
Level 1A, City Tower

Piccadilly Plaza

Manchester

M1 4BD

BY EMAIL
8th November 2013

Axitinib for the treatment of advanced renal cell carcinoma after failure of prior systemic treatment
(ID 518) - Addendum

Dear Frances,

In response to the invitation to submit evidence on the 27th September 2013 and further e-mail
correspondence, we have included data and analyses for the prior cytokine population only as part
of the addendum below in line with your request. We hope that the information provided within this
addendum will be pertinent to the Appraisal Committee’s consideration of the comparison of
axitinib with sunitinib and pazopanib, introduced as a result of the updated scope, following upheld
appeal point 1.4. These data will allow an assessment of the comparative clinical and health
economic evidence relating to axitinib and the new comparators.

We are disappointed that despite our formal request on the 29th October 2013 we are not allowed
to submit additional analyses or new data to respond to information for the prior sunitinib
population that only became apparent during the appeal and is pertinent to the Appraisal
Committee steps to address appeal point 1.7. We maintain our view that such an approach is unfair
and unreasonable and does not properly reflect either NICE’s procedures or the appeal decision.

As explained in our letter on the 29th October, Pfizer did not intend to provide a full resubmission of
data in relation to the prior-sunitinib population. During the course of the appeal, further
information was provided by the Chair of the Appraisal Committee in relation to the reasons for
refusing to recommend axitinib in these patients, despite an ICER which fell within the range
normally viewed as cost-effective by NICE (upheld appeal point 1.7) which we have not previously
been able to comment upon. We maintain our view that in the interests of fairness, Pfizer should be
given the opportunity to comment on this information.

Registered in England: No 526209
Registered Office: Ramsgate Road
Sandwich, Kent CT13 9NJ, UK





More specifically, our intention was to respond to the Appraisal Committee’s concerns with the level
of uncertainty as clarified in the appeal. We are able to provide the results of further analyses
demonstrating that the level of uncertainty in the ICER is considerably reduced when based upon
estimates of BSC overall survival that the Appraisal Committee have already stated as being most
clinically plausible. Furthermore, new analyses and data recently presented at the European Cancer
Congress in September, 2013 are now available that provide further evidence to support the validity
of axitinib’s clinical- and cost-effectiveness versus BSC presented in our evidence submission. These
analyses and data demonstrate that any remaining uncertainty does not preclude axitinib from being
a cost-effective treatment option for a small group of patients with a very high unmet need for
whom there are no NICE recommended second-line treatments.

We strongly believe that these data along with the evidence provided in the addendum below would
allow NICE to recommend axitinib as a second-line treatment for patients with advanced/metastatic
renal cell carcinoma (mRCC) after failure of prior treatment with sunitinib or a cytokine.
Furthermore, Pfizer request that subsequent to the meeting in February, the Appraisal Committee
issues an ACD that allows Pfizer to provide further information on the prior-sunitinib population. We
believe such an action would be a reasonable approach that would enable Pfizer to consult further
on this population, whilst remaining within the NICE appraisal process.

Yours sincerely,

-

Ben Osborn

Head of Oncology Business Unit UK





NATIONAL INSTITUTE FOR HEALTH AND
CARE EXCELLENCE

Axitinib for the treatment of advanced renal
cell carcinoma after failure of prior systemic
treatment
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Abbreviations

AC Appraisal Committee

ACD Appraisal Consultation Document

AE Adverse event

BD Twice daily

BP Blood pressure

BSC Best supportive care

Cl Confidence interval

CR Complete response

Crl Credible interval

CT Computed tomography

ECOG Eastern Cooperative Oncology Group
EoL End of life

ECOG PS Eastern Cooperative Oncology Group performance status
HR Hazard ratio

HRQoL Health-related quality of life

ICER Incremental cost-effectiveness ratio
IFN-a Interferon alpha

IL-2 Interleukin-2

IPCW Inverse probability of censoring weighted
IRC Independent review committee

MRI Magnetic resonance imaging

MSKCC Memorial Sloan-Kettering Cancer Center
NA Not yet attained

NHS National Health Service

NICE National Institute for Health and Care Excellence
NR Not reported

NYHA New York Heart Association

oD Once daily

ORR Objective response rate

(O] Overall survival

PAS Patient access scheme

PFS Progression-free survival

PR Partial response

RCC Renal cell carcinoma

RCT Randomised controlled trial

RECIST Response Evaluation Criteria in Solid Tumours
RPSFT Rank preserving structural failure time
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Single Technology Appraisal

TTP

Time to progression
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Executive summary

In August 2012, Pfizer Ltd developed a Single Technology Appraisal (STA) evidence
submission for the appraisal of axitinib ‘for the treatment of adults with advanced renal cell
carcinoma (RCC) after failure of prior treatment with sunitinib or a cytokine’. Following the
Appraisal Committee’s decision not to recommend axitinib and the subsequent appeal
decision, a new scope was issued in October 2013. In addition to the comparator of best
supportive care (BSC) from the original scope, the updated scope also contains sunitinib and
pazopanib as comparators for patients who have failed prior cytokine therapy (the prior-
cytokine population).

Pfizer Ltd maintains the view that BSC should be the only relevant comparator in the prior-
cytokine population. The rationale for this position, previously expressed during the
consultation of the draft scope, is that neither sunitinib nor pazopanib have been
recommended by NICE for the second-line treatment of patients with advanced/mRCC.
Sunitinib was found not to be cost-effective as a second line treatment for mRCC (TA178),
while pazopanib was removed from the NICE work program following consideration by
Ministers of the small number of patients who may be eligible to receive pazopanib.

Nonetheless, the purpose of this addendum is to provide an assessment of the comparative
clinical and health economic evidence relating to axitinib and the comparators in the updated
scope (i.e. BSC, sunitinib and pazopanib) for the prior-cytokine population.

In the original evidence submission, an indirect comparison was conducted to compare the
relative efficacy of axitinib with BSC in the prior cytokine population, in line with the original
final scope. The network included two studies which allowed a comparison of the relative
efficacy of axitinib with BSC relevant to the prior-cytokine population: AXIS: a Phase Ill study
of axitinib vs sorafenib (the pivotal trial for axitinib, reported in the original submission) and
TARGET: a Phase Il study of sorafenib vs placebo.

For the new comparators in the updated scope, the clinical evidence for the efficacy and
safety of sunitinib in a prior-cytokine population consists of two, open-label, single-arm non-
RCT studies (Study RTKC-0511-014 and Study A6181006/NCTO00077974), both of which
demonstrated high levels of response to sunitinib in patients with metastatic RCC who had
failed treatment with cytokines. Furthermore, the evidence for the efficacy and safety of
pazopanib consists of a single Phase 11l RCT conducted vs placebo (Study VEG105192), of
which a proportion of enrolled patients had received prior-cytokine therapy. Pazopanib
demonstrated significant improvements in progression-free survival (PFS) in a prior-cytokine
population compared with placebo, however there was no significant difference in overall
survival (OS) in the ITT results. As cross-over was permitted from the placebo arm to the
pazopanib arm in the event of disease progression and 54% of placebo patients therefore
received treatment with pazopanib, this introduced significant confounding of the OS results.

The indirect comparison in the original evidence submission was updated to include the
pazopanib pivotal study in the evidence network, in order to compare the relative efficacy of
axitinib with pazopanib for PFS. The results of this comparison suggest that there is a 95%
probability that axitinib will always be superior to placebo (BSC), pazopanib and sorafenib for
the PFS endpoint. It was not possible to include sunitinib in the evidence network, as there
were no relevant RCTs available for the prior-cytokine population.
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The limitations of performing an indirect comparison for OS have been extensively discussed
in the original evidence submission, Appraisal Consultation Document (ACD) and Final
Appraisal Determination (FAD), with consensus that confounding due to unadjusted cross-
over in TARGET study (48% patients in the placebo arm crossed over to sorafenib)
substantially overestimates OS for BSC in the evidence network and therefore produces
clinically implausible results.

As an indirect comparison for OS was not considered to be a robust approach due to biased
evidence from TARGET, extension of the evidence network to include the pazopanib study
would further confound the results, a naive comparison was performed. By comparing the
median PFS and OS of each of the comparator therapies with axitinib, a naive comparison
demonstrates that axitinib would offer at least 3 months additional overall survival vs.
sunitinib and pazopanib. More specifically, the results suggest that axitinib treatment for prior
cytokine patients could be associated with an additional 3.3 months PFS (12.1 months vs.
8.8 months) and 5.5 months OS (29.4 months vs. 23.9 months) vs. sunitinib and an
additional 4.7 months PFS (12.1 months vs. 7.4 months) and 6.7 months OS (29.4 months
vs. 22.7 months) vs. pazopanib based on this naive comparison.

In our ACD response (1), the base case ICER with the revised Patient Access Scheme
(PAS) in the prior cytokine population of axitinib versus BSC was £55K per QALY gained,
assuming a median OS of 24 months for patients receiving BSC. As mentioned previously,
the ICER is an over-estimation in this population due to the limitations of the evidence
network, in particular the bias introduced in the OS analysis by the unadjusted cross-over in
the TARGET study. As discussed in section 4.12 of the FAD the Appraisal Committee,
clinical specialists and patient experts considered that the overall survival of approximately
24 months for BSC of the prior-cytokine group is not seen clinically. As described in our ACD
response, when the lower 95% CI for OS HR was used, the median OS for BSC in the prior
cytokine population was 17.6 months which is close to the 14.3 months reported in
TARGET. The ICER of axitinib versus BSC for this scenario was £33K per QALY with the
revised PAS, which is close to the base case ICER in the prior sunitinib population and
should be considered more relevant for decision making.

However, in contrast to the evidence provided in the ACD, the Appraisal Committee has
selected the median 24 months OS for BSC as the basis for the decision. Based on this
assumption and the naive comparison results, it seems that BSC from the indirect
comparison has a numerically higher median OS (24 months) than median OS data for
pazopanib (22.1 - 95% CI: 19.3-28.3) from the pivotal trial or sunitinib (23.9 - 95% CI: 14.1-
30.7) from the large Phase Il trial. Further to that, BSC has a lower cost than either of these
active treatments. Therefore in this naive comparison, BSC dominates both sunitinib and
pazopanib (i.e. has a lower cost and greater effectiveness) and as a result, there is no
economic rationale in this scenario to compare axitinib with sunitinib or pazopanib (i.e.
sunitinib and pazopanib are extendedly dominated by axitinib). In this situation given the
high median OS assumed for BSC, it can be deduced that if the ICER of axitinib compared
with BSC is £55, 000 per QALY with the revised PAS, the ICER of axitinib compared with a
treatment (sunitinib or pazopanib) which is both more expensive and less effective than BSC
will be substantially lower than £55,000 per QALY.

In conclusion, axitinib is a cost-effective treatment option for the prior-cytokine population as
it is expected to fulfil end of life criteria vs. BSC and the relevant ICERs for decision making
are lower than the accepted thresholds.

Axitinib, Pfizer Ltd.





Pfizer point out that on the 11™ November, the Scottish Medicines Consortium (SMC)
published advice that axitinib has been recommended for the treatment of adult patients with
advanced renal cell carcinoma (RCC) after failure of prior treatment with sunitinib or a
cytokine. The recommendation from the SMC for axitinib in both patient populations
demonstrates that other health technology appraisal bodies in the UK have considered the
same clinical evidence and results of the health economic analyses to be sufficiently robust
for the basis of decision making in light of the benefit expected for patients when treated with

axitinib.
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1 Introduction

In February 2012, the appraisal of axitinib ‘for the treatment of adults with advanced renal
cell carcinoma (RCC) after failure of prior treatment with sunitinib or a cytokine’ was referred
by the Department of Health to NICE. A manufacturer's submission was subsequently
developed by Pfizer Ltd and was submitted to NICE in August 2012.

Following the publication of the Final Appraisal Determination (FAD) on 23 March 2013,
Pfizer Ltd submitted an appeal against the decision to not recommend axitinib for the above
indication. The appeal was upheld on two, ground 1 points:

e Point 1.4 (The Appraisal Committee’s refusal to find that use of axitinib in post-cytokine
patients satisfied the “end of life” criteria on the basis that no comparison with sunitinib
or pazopanib had been provided was inconsistent with the Scope for this appraisal) was
upheld because the Appraisal Committee did not act in accordance with the scope for
this appraisal, resulting in unfairness to Pfizer Ltd.

e Point 1.7 (The Appraisal Committee’s final conclusions in relation to the cost-
effectiveness of axitinib are not stated and its reasons for failing to recommend second-
line treatment in patients with advanced or metastatic RCC are therefore unclear, in
circumstances where the incremental cost-effectiveness ratio (ICER) values appear to
fall within the range generally regarded as acceptable in other appraisals) was upheld
because the Appraisal Committee did not provide sufficiently clear reasons for not
recommending axitinib for use in the NHS under the end-of-life (EoL) criteria.

Subsequently, an updated scope was issued for the appraisal of the clinical and cost
effectiveness of axitinib for the treatment of adult patients with advanced RCC after failure of
prior treatment with sunitinib or a cytokine (4™ October 2013).

The comparators for the updated scope have been specified as follows:
e For people who received previous cytokine therapy (that is, people who have not
received any targeted therapy for advanced disease)
o Sunitinib
o Pazopanib
o Best supportive care (BSC)
e For people who received previous sunitinib therapy
o BSC

Pfizer Ltd maintains the view that BSC is the only relevant comparator in the prior-cytokine
population. The rationale for this position, previously expressed during the consultation of
the draft scope, is that neither sunitinib nor pazopanib have been recommended by NICE for
the second-line treatment of patients with advanced/mRCC. Sunitinib was found not to be
cost-effective as a second line treatment for mRCC (TA178) (2), while pazopanib was
removed from the NICE work program following consideration by Ministers of the small
number of patients who may be eligible to receive pazopanib.
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However, to support the Appraisal Committee in the decision problem posed by the new
scope, we present data on the additional comparators included in the updated scope of 4"
October 2013, providing a summary of the comparative evidence for pazopanib and sunitinib
in patients who have received previous cytokine therapy (from here on referred to as the
prior-cytokine population). This document is intended to serve as an addendum to the
original evidence submission (August 2012) and the Appraisal Consultation Document
(ACD) response sent to NICE on 11" January 2013. The additional economic analyses
presented in this submission have been conducted on the basis of the revised patient
access scheme (PAS) that was approved by the Department of Health in January 2013.

2 Summary of the clinical evidence for pazopanib
and sunitinib in a prior-cytokine population

2.1 Summary of the original clinical evidence

The evidence submission (dated August 2012) included a systematic literature review
conducted to identify randomised controlled trial (RCT) evidence on the efficacy and safety
of axitinib and relevant comparators for the management of advanced/metastatic RCC
(MRCC) in the second-line setting. The systematic review was conducted on 1% July 2010
and updated on 27" April 2012. In total, 25 RCTs were identified. Of these, in the second-
line setting, one reported data on axitinib, one on pazopanib and one on sunitinib:

e AXIS: a Phase Il study of axitinib vs sorafenib (the pivotal trial for axitinib, reported in
the original submission) (3)

e VEG105192: a Phase Il study of pazopanib vs placebo (4)
e Open-label Phase Il study of sunitinib (am) vs sunitinib (pm) (5)

The phase Il study comparing the use of sunitinib in the morning vs in the evening was not
utilised in the original submission as it did not include different interventions, and therefore
could not contribute information to comparative effectiveness

In addition, a systematic review was conducted on 24™ April 2012 to identify non-RCTs
reporting on the efficacy and safety of axitinib only, in the second-line setting.

2.2 Summary of additional clinical evidence

Due to the time restrictions for submission of this addendum, it was not possible to update
the RCT and non-RCT systematic reviews. In order to satisfy the requirements of the new
scope, studies reporting efficacy data for sunitinib in patients who had received previous
cytokine therapy were identified from the systematic review of a previous NICE Multi-
Technology Appraisal for first and second-line treatments (6). A non-systematic search of
Medline was also carried out to identify further publications for sunitinib in the prior cytokine
population and any publications providing updated results for the VEG105192 study.

The following studies of relevance were identified in prior-cytokine populations and are
described further in Sections 2.3 and 2.4:
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Sunitinib:

o RTKC-0511-014: A Phase Il, open-label, single-arm, multicentre study designed to
assess the efficacy and safety of sunitinib in patients (N=63) with metastatic clear-cell
RCC after failure of prior cytokine therapy (described in Section 2.3)

Relevant publications:
Motzer et al, J Clin Onc 2006; 24:16—24 (7)

e A6181006/NCTO00077974: A Phase ll, open-label, single-arm, multicentre study with
independent central review, designed to confirm the anti-tumour efficacy of sunitinib
monotherapy in patients (N=106) with metastatic clear-cell RCC after failure of prior
cytokine therapy (described in Section 2.3)

Relevant publications:
Motzer et al, JAMA 2006; 295(21):2516-2524 (8)
Motzer et al, J Urol 2007; 178:1883-1887 (9)

e Japanese study: A Phase Il study designed to assess the efficacy and safety of sunitinib
in Japanese patients with mRCC who were treatment-naive or who had previously
received cytokine therapy. This study is considered of limited relevance to the UK
population and is therefore not reported here (10).

Pazopanib:

e VEG105192: A Phase Il RCT designed to determine the efficacy and safety of
pazopanib vs placebo in patients with advanced/mRCC who were naive to treatment or
who had previously received cytokines (described in Section 2.4)

Relevant publications:
Sternberg et al, J Clin Oncol 2010; 28(6):1061-1068 (4)
Sternberg et al, Eur J Cancer 2013; 49, 1287-1296 (11)

2.3 Sunitinib in a prior-cytokine population

Relevant publications were identified that reported details on the efficacy and safety of two
single-arm, non-RCTs (RTKC-0511-014 and A6181006/NCT00077974). Details of the
methodology and results are presented in Sections 2.3.1-2.3.4.

2.3.1 Methods

Details of the methodology for the studies of sunitinib in the prior-cytokine population are
reported in Table 1. Details of the methodology for the pivotal Phase 1l axitinib study (AXIS)
are also provided for comparison.
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Table 1: Methodology — studies of sunitinib in the prior-cytokine population

Study

AXIS
®3)

RTKC-0511-014 (7)

A6181006/NCT00077974
(8:9)

Study objective

To compare the efficacy
and safety of axitinib vs
sorafenib in patients with

To assess the efficacy
and safety of sunitinib in
patients with cytokine-

To confirm the efficacy of
sunitinib as a second-line
treatment in patients with

advanced RCC who had | refractory metastatic | metastatic clear-cell RCC
disease progression | RCC
after initial  systemic
therapy.

Location 175 sites in 22 countries | USA USA

Design Phase lll, randomised, | Multicentre, phase Il, | Open-label, single-arm,
open-label, multicentre, | single-arm study multicentre study
international,  two-arm
study

Duration of study | Treatment was to | Treatment was | Treatment was continued
continue until disease | continued until disease | until disease progression,

progression, intolerable
adverse drug reactions
or withdrawal of consent

progression,
unacceptable toxicity or
withdrawal of consent

unacceptable toxicity or
withdrawal of consent

Intervention and

Axitinib (N=361),

Patients (N=63)

Patients (N=106) received

comparator administered at a | received oral sunitinib at | oral sunitinib at a starting
starting dose of 5mg BD | a starting dose of 50 | dose of 50 mg/day in 6
Sorafenib (N=362), mg/day in 6 week cycles | week cycles (4 weeks on-
administered at a | (4 weeks on-treatment, | treatment, 2 weeks off-
starting dose of 400 mg 2 weeks off-treatment). treatment).
BD
Assessments CT/MRI scans were | Objective clinical | Clinical response was
required every 6 weeks | response was assessed | assessed according to
for the first 12 weeks, | by RECIST after cycles | RECIST after each cycle
then every 8 weeks. 1, 2, and 4, and every | for the first 4 cycles and
two cycles thereafter | every other cycle
untii  the end  of | thereafter until the end of
treatment treatment
Primary PFS (as defined by the | Overall ORR (defined as | Overall ORR (defined as
outcomes IRC) the proportion of | the proportion of patients
patients with confirmed | with confirmed CR or PR)
CR or PR)
Secondary e PFS (Investigator | e Time to progression e Duration of response
outcomes assessment) e Median survival e Progression-free
e OS o Safety survival
¢ ORR e Overall survival
e Duration of response o Safety
o Safety
¢ HRQoL

Abbreviations: BD, twice daily; CR, complete response; CT, computed tomography; IRC, independent review
committee; MRI, magnetic resonance imaging; ORR, objective response rate; OS, overall survival, PFS,
progression-free survival; PR, partial response; RCC, renal cell carcinoma; RECIST, Response Evaluation
Criteria in Solid Tumours.
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2.3.2

Participants

Key inclusion/exclusion criteria for the studies of sunitinib in the prior-cytokine population
and the pivotal axitinib study (AXIS) are reported in Table 2.

Table 2: Key inclusion and exclusion criteria — studies of sunitinib in the prior-cytokine

population
Study AXIS (3) RTKC-0511-014 (7) A6181006/NCT00077974
(8;9)
Inclusion | e Histologically or cytologically | e Histologic e Patients aged = 18 years
criteria confrmed mRCC with a | confirmation of RCC with histological
clear cell subtype | ¢ Measurable disease confirmation of clear-cell
component with  evidence of RCC with metastases
e Progressive disease criteria metastasis e Prior nephrectomy
pert RECET t T_\ﬂer 1 prior | « Failure of 1 cytokine- | « Measurable disease
for mRCC which had to have o, IL-2) because of * Failure of 1 cytokine t'her.apy
contained either sunitinib ; : (IFN-a, IL-2 or combination)
: ' | disease progression | qye to disease progression
bevacizumab + IFN'(X, or unacceptab|e
temsirolimus, or cytokine(s) toxicity . EfCOOG 1performance status
¢ ECOG performance status of | 4 ECOG performance oroor
Oorl status of 0 or 1
Exclusion | e Prior treatment of MRCC with | e Presence of brain | ¢ Presence of brain
criteria more than 1 systemic first- metastases metastases
line regimen e Ongoing cardiac | e Significant cardiac events <
e Major surgery <4 weeks or dysrhythmia 12 months prior to study
radiation therapy <2 weeks | o prolongation of QTc | drug administration
before starting study | interval or  any
treatment significant  cardiac
o Evidence of brain metastases event < 12 months

Abbreviations: ECOG, Eastern Cooperative Oncology Group; IFN-a, interferon alpha; IL-2, interleukin-2; RCC,
renal cell carcinoma; RECIST, Response evaluation criteria in solid tumours .

Patient baseline characteristics for the sunitinib prior-cytokine studies and the pivotal axitinib
study (AXIS) are reported in Table 3.
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Table 3: Baseline characteristics — studies of sunitinib in the prior-cytokine population

Baseline characteristics AXIS (3) RTKC-0511-014 A6181006/
7 NCT00077974
(8:9)
Axitinib Sorafenib Sunitinib Sunitinib
(N=361) (N=362) (N=63) (N=106)
Sex, n (%)

Male 265 (73.4) 258 (71.3) 43 (68) 67 (63)
Female 96 (26.6) 104 (28.7) 20 (32) 39 (37)
Age (years), median (range) | 61.0 (20-82) | 61.0 (20-80) | 60 (24-87) 56 (32-79)

ECOG performance status
0 195 (54.0) 200 (55.2) 34 (54) 58 (55)
1 162 (44.9) 160 (44.2) 29 (46) 48 (45)
>1 1(0.3) 0 0 0
Histology
Clear cell 355 (98.3) 359 (99.2) 55 (87) 106(100)"
Papillary 0 0 4 (6) 0
Sarcomatoid variant 0 0 1(2) 0
Unspecified 1(0.3) 0 3(5) 0
NR 5(1.4) 3(0.8) 0 0
Previous nephrectomy
Yes 327 (90.6) 331 (91.4) 58(92) 106(100)
No 34 (9.4) 31 (8.6) 5(8) 0
Prior systemic treatment
Cytokines 126 (34.9) 125 (34.5) 63 (100) 106 (100)
IFN-o NR NR 35 (56) 47 (44)
IL-2 NR NR 19 (30) 50 (47)
IFN-o and IL-2 NR NR 9 (14) 9(9)
Prior radiation therapy NR NR 25 (40) 20 (19)
Main sites of metastasis
Lung 274 (75.9) 292 (80.7) 52 (81) 86 (81)
Liver 102 (28.3) 103 (28.5) 10 (16) 29 (27)
Bone 119 (33.0) 107 (29.6) 32 (51) 27 (26)
Lymph nodes 209 (57.9) 202 (55.8) - 62 (59)
No disease sites
1 NR NR 8 (13) 13 (12)
22 NR NR 55 (87) 93 (88)
MSKCC risk factors
0 100 (28) 101 (28) 34 (54) 61 (58)
21 252 (70) 250 (69) 29 (46) 45 (42)
Not applicable 9(2) 11 (3.0) 0 0

Abbreviations: ECOG, Eastern Cooperative Oncology Group; MSKCC, Memorial Sloan-Kettering Cancer Center;

NR, not reported.

1 Available from the sunitinib EPAR (12)
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2.3.3 Results

Results of the studies of sunitinib in the prior-cytokine population are reported in Table 4.

Table 4: Results — studies of sunitinib in the prior-cytokine population

RTKC-0511-014 (7)

A6181006/NCT00077974 (8:9)

Objective clinical
response: In total, 25 (40%;
95% Cl 28-53%) patients
achieved a partial response.
A total of 17 (27%) patients
experienced stable disease.

Time to progression:
Median TTP was 8.7 months
(95% Cl, 5.5-10.7 months).
Median survival: Median
survival was 16.4 months
(95% ClI, 10.8 to NA).

AEs: The most common
treatment-related adverse
events were fatigue (38% of
patients), diarrhoea (24% of
patients) and nausea (19%
of patients).

Objective clinical response: In total, 36 (34%; 95% CI 25-44%)
patients experienced a partial response and 30 (29%) patients had
stable disease according to independent third-party assessment.
According to investigator assessment, 45 (43%) patients experienced
a partial response, 1 (1%) patient experienced a complete response
and 23 (22%) patients had stable disease.

Duration of response: For the 46 patients that experienced a
response according to investigator assessment, the median duration
of response was 10 months (95% CI 8 months-not calculable).

Progression-free survival: Median PFS based on independent
assessment was 8.3 months (95% CI 7.8-14.5 months). Median PFS
based on investigator assessment was 8.1 months (95% CI 5.5-10.4
months).

Overall survival: Median overall survival was 23.9 months (95% CI
14.1-30.7). A total of 43/105 patients had survived at a median follow-
up of 29.7 months

AEs: The most common treatment-related AEs were fatigue (28% of
patients), diarrhoea (20% of patients), dyspepsia and hypertension
(18% of patients each).

Abbreviations: AE, adverse event; Cl, confidence interval; NA, not yet attained; OS, overall survival; PFS,
progression-free survival; TTP, time-to-progression.

2.3.4

Study RTKC-0511-014 and Study A6181006/NCT00077974 demonstrated high levels of
response to sunitinib in patients with metastatic RCC who had failed treatment with
cytokines (40% and 34% of patients, respectively responded to treatment). In addition,
overall survival in Study RTKC-0511-014 and Study A6181006/NCT00077974 was 16.4
months and 23.9 months, respectively (7-9).

Conclusions

2.4

The evidence for the efficacy and safety of pazopanib in a prior-cytokine population is taken
from a single RCT; VEG105192. Results from this study were initially published in 2010
(Sternberg et al, 2010 (4)), and results of the mature OS analysis were published in 2013
(Sternberg et al, 2013 (11)).

Pazopanib in a prior-cytokine population

2.4.1 Methods

Details of the methodology for Study VEG105192 are provided in Table 5. Details of the
methodology for the pivotal Phase Il axitinib study (AXIS) are also provided for comparison.
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Table 5: Methodology — Study VEG105192
Trial AXIS(3) VEG105192 (4;11)
To compare the efficacy and | To determine the efficacy and safety of
safety of axitinib vs sorafenib in | pazopanib in treatment-naive or
Study objective patients with advanced RCC who | cytokine pre-treated patients with
had disease progression after | advanced RCC
initial systemic therapy.
. 175 sites in 22 countries Europe, N. America, S. America, Asia,
Location . .
Australasia, Africa
Phase lll, randomised, open- | Randomised, placebo-controlled,
Design label, multicentre, international, | double-blind, global, multicentre phase

two-arm study.

[l study. Cross-over was permitted.

Duration of study

Treatment was to continue until
disease progression, intolerable
adverse drug reactions or
withdrawal of consent.

Until disease progression, death,
unacceptable toxicity or withdrawal of
consent for any reason.

Patients who progressed were un-
blinded and if on placebo were allowed
to cross-over to receive pazopanib via
an open-label study.

Method of
randomisation

Stratified on the basis of ECOG
PS (0 or 1) and prior systemic
treatment. Randomised in a 1:1
ratio.

Stratified on the basis of ECOG PS (0
or 1), prior nephrectomy (yes or no) and
prior systemic treatment (naive or
cytokine pre-treated) Randomised in a
2:1 ratio.

Method of blinding

Double-blind

Double-blind

Axitinib (N=361), administered at

Pazopanib 800 mg OD (n=290)

Intervention and | a starting dose of 5 mg BD Placebo OD (n=145)
comparator Sorafenib (N=362), administered
at a starting dose of 400 mg BD
CT/MRI scans were required | Disease assessments were performed
every 6 weeks for the first 12 | at baseline, every 6 weeks until week
weeks, then every 8 weeks. 24, and every 8 weeks thereafter until
Assessments progression. Bone scans  were
performed at least every 24 weeks in all
patients and on confirmation of
objective response.
Primary outcomes | PFS (as defined by the IRC) PFS (the time interval between the date
(including scoring of random assignment and the date of

methods and timings
of assessments)

progression or death).

Secondary outcomes
(including scoring
methods and timings
of assessments)

e PFS
assessment)

[ ] OS

¢ ORR

¢ Duration of response
o Safety

(Investigator

e OS
e Response rate (CR + PR)
o Safety
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Trial

AXIS(3)

VEG105192 (4;11)

Duration of follow-up

Patients were followed until
disease progression, intolerable
adverse drug reactions or
withdrawal of consent. The final
assessment was performed 28
days after the last dose of study
drug. All patients were followed
for survival at least every 3
months after discontinuing study
treatment until at least 3 years
after randomisation of the last
patient.

Until disease progression, death,
unacceptable toxicity or withdrawal of
consent. Subsequent anticancer
therapy for patients with progressive
disease was at the discretion of the
patients and their physicians. Patients
who experienced disease progression
were un-blinded, and if found to be on
placebo, had the option of receiving
pazopanib via an open-label study.

Abbreviations: CR, complete response; ECOG PS, Eastern Cooperative Oncology Group performance status;
HRQoL, health-related quality of life; OD, once daily; OR, objective response; OS, overall survival; PFS,
progression-free survival; PR, partial response; RCC, renal cell carcinoma.

2.4.2

Participants

Inclusion and exclusion criteria for Study VEG105192 and the pivotal axitinib study (AXIS)
are presented in Table 6.

Table 6: Inclusion/exclusion criteria — Study VEG105192

AXIS (3) VEG105192 (4;11)
Inclusion e Histologically or cytologically | e Clear cell or predominantly clear cell
criteria confirmed mRCC with a clear cell histology
subtype component o Measurable disease as per RECIST
e Progressive disease criteria per e >18 vears
RECIST after 1 prior systemic first- =10y
line regimen for mRCC which had to | ® ECOG PS <1
have contained either sunitinib, | ¢« Adequate renal, hepatic and
bevacizumab + IFN-a, temsirolimus, haematological function
or cytokine(s)
¢ ECOG performance status of 0 or 1
Exclusion e Prior treatment of mMRCC with more | ¢ CNS metastasis
criteria than 1 systemic first-line regimen

e Major surgery <4 weeks or radiation
therapy <2 weeks before starting
study treatment

e Evidence of brain metastases

Leptomeningeal lesions

Poorly controlled hypertension (systolic
BP of 2 140 mmHg or diastolic BP of =
90 mmHg, despite anti-hypertensive
therapy)

QTc interval 2 470 ms

A history of class Ill/IV congestive heart
failure per NYHA classification, cardiac
angioplasty or stenting, myocardial
infarction, unstable angina or
cerebrovascular accident

Abbreviations: BP, blood pressure; ECOG PS, Eastern Cooperative Oncology Group performance status; mRCC,
metastatic renal cell carcinoma; NYHA, New York Heart Association; RECIST, Response Evaluation Criteria in

Solid Tumours.

Details of patient characteristics for Study VEG105192 and the pivotal axitinib study (AXIS)
are presented in Table 7.
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Table 7: Patient characteristics — Study VEG105192

AXIS (3) VEG105192 (4)
Axitinib Sorafenib Pazopanib Placebo
(N=361) (N=362) N=290 N=145
Age, median (range) 61.0 (20-82) 61.0 (20-80) 59 (28-85) 60 (25-81)
Male, n (%) 265 (73.4) 258 (71.3) 198 (68) 109 (75)
ECOG performance status, n (%)
0 195 (54.0) 200 (55.2) 123 (42) 60 (41)
1 162 (44.9) 160 (44.2) 167 (58) 85 (59)
>1 1(0.3) 0 0 0
MSKCC risk score, n (%)
Favourable 100 (27.7) 101 (27.9) 113 (39) 57 (39)
Intermediate 134 (37.1) 130 (35.9) 159 (55) 77 (53)
Poor 118 (32.7) 120 (33.1) 9 (3) 5 (3)
Missing data 9 (2.5) 11 (3.0) 9(3) 6 (4)
Previous nephrectomy, n (%) 327 (90.6) 331 (91.4) 258 (89) 127 (88)
Previous cytokine therapy, n (%) | 126 (34.9) 125 (34.5) 135 (47) 67 (46)
Common metastatic sites
Lung 274 (75.9) 292 (80.7) 214 (74) 106 (73)
Liver 102 (28.3) 103 (28.5) 75 (26) 32 (22)
Bone 119 (33.0) 107 (29.6) 81 (28) 38 (26)
Lymph node 209 (57.9) 202 (55.8) 157 (54) 86 (59)
Kidney 81 (22.4) 77 (21.3) 66 (23) 36 (25)

Abbreviations: ECOG, Eastern Cooperative Oncology Group; MSKCC, Memorial Sloan-Kettering Cancer Centre;
NR, not reported.

2.4.3 Results
Results for Study VEG105192 are presented in Table 8.
Table 8: Results — Study VEG105192 (11)

VEG105192 (2, 7)

Progression-free survival (PFS): Pazopanib significantly prolonged PFS compared with placebo in
the prior-cytokine population (7.4 months vs 4.2 months, respectively; [HR 0.54; 95% CI 0.35-0.84]
p<0.001).

Overall survival (OS): At the time of the final PFS analysis, the OS data for VEG105192 were not
mature (2). Final OS data were subsequently published (7). The difference in OS was not statistically
significant between pazopanib and placebo (22.7 months vs 18.7 months, respectively; (HR 0.82;
[95% CI 0.57-1.16]). Post-hoc analyses to assess the impact of crossover using IPCW and RPSFT
models resulted in a reduction in the HR from 0.82 to 0.53 (Cl 0.315-1.112) and 0.53 (0.341-4.849),
respectively, although the additional uncertainty inherent in the crossover corrected HR meant that no
statistically significant difference in survival was shown between pazopanib and placebo.

Response rate: For prior-cytokine patients, the response rate was 29% in the pazopanib group (95%
Cl21.2 - 36.5) vs 4% in the placebo group (95% CI 0.0-7.1).

AEs: The most common AEs in the pazopanib group were diarrhoea (52%), hypertension (40%), hair
colour changes (38%), nausea (26%), anorexia (22%) and vomiting (21%); most were mild or
moderate.

Abbreviations: AE, Adverse Event; Cl, confidence interval; HR, Hazard Ratio; IPCW, inverse probability of
censor weighting; PFS, Progression Free Survival; RPSFT, rank preserving structural failure time.
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244 Conclusion

Pazopanib demonstrated significant improvements in PFS in a prior-cytokine population
compared with placebo, however there was no significant difference in OS.

3 Summary of the indirect evidence for pazopanib
and sunitinib in a prior-cytokine population

3.1 Summary of the indirect comparison for the PFS endpoint

In the evidence submission, an indirect comparison was conducted to compare the relative
efficacy of axitinib with BSC, in line with the original NICE scope. Evidence from other RCTs
of second-line treatments of MRCC was used to link the AXIS trial (3) to BSC in the
evidence network.

PFS and OS were chosen as the endpoints for the indirect comparison in line with the
requirements of the economic model and the key outcome measures in the axitinib clinical
trial programme. The analysis utilised hazard ratio (HR) data and therefore studies identified
from the systematic review were considered for inclusion if they contained HR data (or data
from which a HR could be estimated).

In the original evidence submission, two studies were identified that were relevant to the
prior-cytokine population and allowed a comparison of the relative efficacy of axitinib with
BSC:

o AXIS: a Phase Il study of axitinib vs sorafenib (the pivotal trial for axitinib, reported in
the original submission) (3)

e TARGET: a Phase lll study of sorafenib vs placebo (13)

A study, reporting on the efficacy and safety of pazopanib, identified as part of the
systematic literature review conducted in 2012, has now been included to reflect the new
scope issued by NICE: VEG105192: a Phase lll study of pazopanib vs placebo (4). This
study is included in the publication of the indirect comparison of second line treatments in
the management of advanced RCC using a fixed effects Bayesian model to assess the
relative effectiveness of treatment and reported as hazard ratio (HR) and 95% credible
intervals (Crl) (14).

A summary of the network diagram for the PFS endpoint is provided in Figure 1.

11
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Figure 1: Network diagram for the PFS endpoint

1 trial
1 trial 1 trial AXIS
VEG105192 TARGET

The HR values for PFS for those patients who have received prior treatment with a cytokine
regimen from the relevant studies are detailed in Table 9.

Table 9: Indirect comparison input data (14)

AXIS TARGET VEG105192
(axitinib vs sorafenib) (sorafenib vs placebo) (pazopanib vs placebo)
HR (95% CI)
PFS Cytokine refractory | Cytokine refractory | Cytokine refractory
(IRC) population: population: population:
0.464 (0.318-0.676) 0.54 (0.45-0.64) 0.54 (0.35-0.84)

Abbreviations: Cl, confidence interval; IRC, independent review committee; PFS, progression-free survival.

Due to the fact that the existing sunitinib studies were either single-arm or compared
sunitinib with itself (administered at different times of the day(3) it was not possible to
incorporate sunitinib into the network of evidence.

3.2 Indirect comparison results for the PFS endpoint

Results from the Bayesian fixed-effects model for the PFS endpoint are presented in Table
10. The results suggest that there is a 95% probability that axitinib will always be superior to
placebo, pazopanib and sorafenib.
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Table 10: PFS — prior-cytokine patients (14)

Treatment comparison Median HR 95% Crl

Axitinib vs placebo 0.251* 0.165-0.379
Axitinib vs pazopanib 0.465* 0.255-0.852
Sorafenib vs pazopanib 1.002 0.626-1.608
Axitinib vs sorafenib 0.464%t 0.318-0.676

* Axitinib has a 95% chance that it will always be superior in these pairwise comparisons; tConsistent with
results from the AXIS trial as would be expected as the model only had one set of direct trial data for the

treatment comparison.

Abbreviations: Crl, credible interval; HR, hazard ratio; PFS, progression-free survival.

Figure 2 shows the results of the Bayesian analysis reported in a forest plot.

Figure 2: Forest plot of PFS in the prior-cytokine subgroup

Treatment comparison

Treatment 1 vs. Treatment 2

Hazard ratio

(95% Credible interval)

Axitinib vs. placebo  ——

Axitinib vs. pazopanib

Axitinib vs. sorafenib —_—

Sorafenib vs. pazopanib

0.25 (0.17 — 0.38)
0.47 (0.26 — 0.85)

0.46 (0.32 — 0.68)

1.00 (0.63 — 1.61)

T
0

I
0.5

Favours 1st treatment

2

Favours 2nd treatment

Based on the data produced by the Baysesian model, axitinib was ranked as the most likely
intervention (99% chance) of being the best treatment, followed by pazopanib, sorafenib and

placebo (Table 11).
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Table 11: Probability of best treatment for pre-treated cytokine-regimen PFS

Therapy Bayesian model

Axitinib 99%

Pazopanib 1%

Sorafenib 0%

Placebo 0%

3.3 Challenges in performing an indirect comparison for OS

The inevitable limitations of performing indirect comparison for OS for the prior cytokine
population have been extensively discussed in our evidence submission and ACD response.
In addition, the Appraisal Committee, clinical specialists and patient experts all expressed
the view that the median OS of approximately 24 months (in the base case) for the BSC
group of the prior-cytokine group with the indirect comparison is not seen clinically. It was
noted in the ACD and FAD the manufacturer's comment that the implausibility observed may
have resulted from the median OS of 14.3 months in the placebo arm of TARGET which was
not properly adjusted for crossover. The Appraisal Committee considered that this possible
over-estimation of the OS of BSC in TARGET was carried over into the OS results in the
indirect comparison and ultimately affected the model results for the best supportive care
group.(15).

The final ITT analysis in the prior-cytokine population of the VEG105192 study reported a
median OS of 18.7 months for the BSC arm. This analysis was, however, confounded by an
early and high rate of patient cross-over (54% from as early as six weeks) from the BSC arm
to the pazopanib arm. Although HRs adjusted for cross-over by IPCW and RPSFT were
reported, estimates of median OS were not available. Therefore, given that the HR for
pazopanib in each of the crossover adjusted analyses, was 0.53, it could be inferred that
the adjusted median overall survival for the BSC arm of the VEG105192 study could be
lower than unadjusted median OS of 14.3 months from the TARGET trial (7). A comparison
of the median OS for BSC from the indirect comparison (i.e. 24 months) with the BSC
estimate from the pazopanib trial (i.e. 18.7 with cross-over and potentially less than 14
months), is suggestive of significant heterogeneity that would be introduced if the evidence
network was extended to the VEG105192 study.

Performing an indirect comparison on the basis of the above limitations was therefore not
considered to be robust was therefore prone to considerable biases (and there was
consensus that it was generating clinically implausible results for BSC (15). As a result,
extending the evidence network for OS to include the pazopanib study (VEG105192), which
also allowed patients to cross-over to active therapy if they progressed on placebo, would
add significant additional biases to the approach and the results would inevitable lack clinical
plausibility.
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4 Naive comparison of survival data for axitinib,
sunitinib and pazopanib

A naive comparison of survival data for axitinib, sunitinib and pazopanib was performed.

Table 12 presents a summary of median PFS and median OS results for axitinib and other

comparators from the updated scope for the prior-cytokine population (i.e. BSC, sunitinib
and pazopanib).

Table 12: Naive presentation of results for therapies for the second-line treatment of advanced RCC

(prior-cytokine)
'ggr']:g‘:rison AXIS TARGET VEG105192(4;11) Sunitinib
Axitinib  |[BSC AXitinib BSC BSC Pazopanib
Censored Cros
IAXIS: Rini| analysis in [ With S- Motzer,
et al, 2011] Escudier Cross- over g/loooté:r(,net al, et al.
(3) et al, | over adju 2006b(9)
2009(13) sted
Zat'e”ts’ - 5 126 452 672 1352 63 106
PFS
' 11.5 3.7 12.1 2 2 8.7 8.8 (7.8-
month ; . 2.8 4.2(NR 7.4 (NR
(9530 cS|) (Weibull) [(Weibull) 10.1-13.9) (NR) (NR) (5.5-10.7) 13.5)
(O 23.9
' 33.3 24 29.4 (24.5 — 18.7(14. 22.7 (19.3
months . . 14.3 NR 16.4(10.8-NA) | (14.1-
(95% Cl) (Weibull) |(Weibull) [NE) 2-26.3) 28.3) 30.7)

1: Sternberg et al, 2013 2; Sternberg et al, 2010
Abbreviations: Cl, confidence interval; IPCW, inverse probability of censor weighting; NA, not attained; NE, not estimable;NR,
not reported; OS, overall survival; PFS, progression-free survival; RPSFT, rank preserving structural failure time.

As presented in Table 12, based on a naive comparison axitinib demonstrates a PFS and
OS benefit of more than 3 months compared to BSC, sunitinib and pazopanib.

With respect to OS, the naive comparison demonstrates that axitinib may be associated
with:

¢ an additional 5.5 months survival vs sunitinib (using the mature results of the larger phase
Il study)

e an additional 6.7 months survival vs pazopanib.

In addition, axitinib may be associated with a PFS benéefit of:
e an additional 3.3 months vs sunitinib (using larger phase Il study)
e an additional 4.7 months vs pazopanib

Together with the evidence previously submitted by Pfizer demonstrating that axitinib
provides at least 3 months OS when compared to BSC in the prior-cytokine population,
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these data support the view that axitinib provides at least 3 months OS or PFS benefit in the
prior-cytokine population compared with all comparators in the updated scope.

It is important to note that there were key differences between the two phase Il studies for
sunitinib in terms of eligibility criteria. Specifically, Study RTKC-0511-014 differed in that
prior nephrectomy was not required and any RCC tumour histology was allowed, Absence of
nephrectomy is a poor prognostic indicator, and patients with non-clear cell tumour
histologies are expected to have a lower treatment response.

It would be preferable to use the median OS of 23.9 months as this is from a larger study, in
a full clear cell population, a more mature dataset, and was considered the pivotal study in
the original regulatory submission in the absence of the availability of the phase Il data for
sunitinib.

5 Naive economic analysis of axitinib, best
supportive care, sunitinib and pazopanib

In our evidence submission, the base case ICER in the prior cytokine population of axitinib
versus BSC was £55K per QALY gained, assuming a median OS of 24 months for patients
receiving BSC. As mentioned previously, the ICER is an over-estimation in this population
due to the limitations of the evidence network such as the bias introduced in the OS analysis
by the cross-over in the TARGET study. As discussed in section 4.12 of the FAD the
Appraisal Committee, clinical specialists and patient experts considered that the overall
survival of approximately 24 months (in the base case of our evidence submission) for the
BSC group of the prior-cytokine group is not seen clinically(15).

Therefore, the overestimation of the OS in the BSC arm of TARGET in the base case, which
was due to 48% of patients crossing over to sorafenib, resulted in an underestimation of the
OS gain of axitinib versus BSC in the base case.

As described in our ACD response, when the lower 95% CI for OS HR was used, the
median OS for BSC in the prior cytokine population was 17.6 months which is close to the
14.3 months reported in TARGET. The ICER of axitinib versus BSC for this scenario was
£33K per QALY with the revised PAS, which is close to the base case ICER in the prior
sunitinib population and should be considered more relevant for decision making as it is
based on more clinically plausible results for BSC.

However, in contrast to the evidence provided in the ACD, the Appraisal Committee has
selected the 24 months median OS for BSC as the basis for the decision. Based on this
assumption, and the results presented in Table 12Error! Reference source not found., it seems
that BSC from the indirect comparison has a numerically higher median OS (24 months)
than the trial data for pazopanib (22.1 - 95% CI: 19.3-28.3) or sunitinib (23.9 - 95% CI: 14.1-
30.7). Further to that, BSC has a lower cost than either of these active treatments. Therefore
in this naive comparison, BSC dominates both sunitinib and pazopanib (i.e. has a lower cost
and great effectiveness) (see Table 13) and as a result in this scenario there is no economic
rationale to compare axitinib with sunitinib or pazopanib (i.e. sunitinib and pazopanib are
extendedly dominated by axitinib). In this situation given the high median OS assumed for
BSC, it can be deduced that if the ICER of axitinib compared with BSC is £55, 000 per QALY
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with the revised PAS, the ICER of axitinib compared with a treatment (sunitinib or
pazopanib) which is both more expensive and less effective than BSC will be substantially
lower than £55,000 per QALY. (see Table 13).

Table 13: Cost-effectiveness results for prior cytokine population

Comparison ICER per QALY gained
Median OS BSC = 24| Median OS BSC = 17.6
months months

Axitinib vs. BSC £55K £33K

Axitinib vs. Sunitinib Extended dominance < £55K

Axitinib vs. Pazopanib Extended dominance < £55K

As previously mentioned, we believe that BSC should be the only relevant comparator in the
prior-cytokine population. Therefore, in conclusion, axitinib is a cost-effective treatment
option in the prior cytokine population as it is expected to fulfil end of life criteria vs. BSC and
the relevant ICERs for decision making are lower than the accepted thresholds for other end
of life treatments.

In relation to the end of life criteria:

e Axitinib is expected to offer more than 3 months additional survival over BSC based
on the information previously submitted by Pfizer. The naive comparison presented
in this addendum shows a greater than three month PFS and OS benefit over
sunitinib and pazopanib (see Table 12).

o Patients with advanced/mRCC have a very poor prognosis if untreated after
progression on first line therapy, and are expected to survive less than 24 months in
the prior cytokine population (as shown in Table 12). For prior cytokine patients who
are treated with sunitinib and pazopanib, the trial data presented in Table 12
indicate an expected overall survival of around 24 months.

e Advanced/mRCC patients who have received prior treatment with cytokines
constitute a small patient population (less than 20 patients).

6 Interpretation of the evidence

In determining its final conclusions for cost-effectiveness in the FAD, the Appraisal
Committee assumed that a PFS:OS gain relationship of 1:1 for axitinib compared with BSC
was clinically plausible for the prior-cytokine population and applied the same underlying
assumption in the prior sunitinib population results. This was based on the inevitable biases
around the median OS estimate from the indirect comparison for BSC previously presented
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by Pfizer, which as discussed above, has been recognised as a clear overestimation which
markedly weakens the PFS:0OS gain relationship as emphasised in our ACD response and
clinical expert opinion during the appraisal process.

Furthermore, the lack of clinical plausibility of this BSC median OS estimate is further
highlighted when compared with the median OS data presented in Table 12 from patients
treated with sunitinib (23.9 - 95% CI: 14.1-30.7), pazopanib (22.7 - 95% CI:19.3-28.3) or
placebo (14.3 to 18.7 months) in the prior cytokine population. As discussed above, we
believe a more realistic estimate of median OS for BSC patients is 17.6 months, a value
which corresponds to a PFS:OS gain of 1:1.8 compared with axitinib, and results in an ICER
of £33K per QALY gained. Such a relationship is reflective of what would be expected when
comparing an active therapy with a placebo/BSC.

In the 2009 abstract publication, the meta-analysis by Delea et al, included a total of 21
studies representing 6,182 patients, 52 treatment groups, and 35 comparisons(16). In
addition, a subgroup analysis was conducted including studies with patients treated with
prior therapies. In this subgroup the reported relationship estimated a 1 month gain in PFS
with an associated 1.4 month gain in OS (1:1.4).

The meta-analysis by Delea et al was updated in 2012 and included 31 studies representing
10,943 patients, 75 treatment groups, and 41 comparisons and in the prior treatment
subgroup, the reported relationship estimated that a 1 month gain in PFS was associated
with a 1.04 month gain in OS (17). The addition of 10 new studies in the analysis of the
absolute differences between the treatment groups in median PFS/TTP (in months) vs. the
absolute differences between groups in median OS (in months) included key studies such as
Sternberg et al (4) and Motzer et al (18), specifically in the updated subgroup analysis of
prior treatments, data from the above key studies were included. Of note, in these studies
comparing targeted therapy with placebo/BSC cross-over occurred in 54% (11) and 80%
(19) respectively. The authors have highlighted that it is well established that crossover from
control to active treatment may attenuate observed treatment effects on OS relative to what
would have been observed in the absence of such crossover and to include results of
studies with extensive crossover without controlling for it would add no useful information to
the analyses.

A serious limitation in this analysis is that median OS estimates unadjusted for cross-over
from the Sternberg et al study were used in the updated subgroup analysis as adjusted
median OS estimates were not available as previously described (see table 1 note k) (17).
More specifically, the input values from Sternberg et al, 2009/2010 (4;20) were 5.0 months
absolute difference between the treatment groups in median PFS and 2.4 months of
absolute difference between groups in median OS resulting in a 1:0.48 median PFS:0S gain
relationship for this study. The inclusion of the median OS estimates unadjusted for cross-
over from this study introduces bias in the updated analysis results and inevitably weakens
the PFS:OS gain relationship which decreased to 1:1.04 compared from 1:1.4 from the
original analysis (21). The relatively large size of the study compared to other new studies in
the updated analysis, means that this study makes a large contribution to the results of the
meta-analysis. Excluding this study from the updated meta-analysis or including the median
OS estimates adjusted for cross-over would result in a similar or even stronger PFS:OS gain
relationship respectively, compared to the 1:1.4 in the original analysis (21).
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Recognising the limitations of analyses including cross-over, the investigators explored the
relationship in those studies where cross-over was not permitted. In the original analysis, the
reported PFS:0OS gain relationship was 1:1.61 for this subgroup of studies (21) with an
updated analysis in 2012 reporting a PFS:0OS gain relationship of 1:1.29 (17).

In the updated analysis for studies where cross-over was not permitted, one of the new
studies included was Rini et al, 2010 (22). In this study, patients with previously untreated,
metastatic clear cell RCC were randomly assigned to receive either bevacizumab plus IFN-
alpha or the same dose and schedule of IFN-alpha monotherapy in a multicenter phase |l
trial. Based on the updated Delea analysis, the input values used from Rini et al, 2010
(CALGB 90206) were 3.3 months absolute median PFS difference and 0.9 absolute median
OS difference (PFS:0OS gain relationship 1:0.27), which clearly demonstrates that this large
study (N for comparison = 732) substantially contributed to a weakened PFS:OS gain
relationship of 1:1.29 vs. 1.61 in the original analysis.

In addition, although cross-over was not pre-planned in Rini et al, 2010 study, the authors
suggested that there were confounding effects of the emergence of multiple active
therapeutic options during the conduct of this trial. The majority of patients on this trial
received one or more active therapies on disease progression before death. Therefore, they
concluded that it was possible that the initial impact of more favourable disease control with
bevacizumab plus IFN-alpha (as reflected by the PFS advantage) did not translate into a
statistically significant OS advantage for this reason.

Importantly this trial compares two active treatments, albeit interferon is not considered as
active as targeted therapy, however it is nonetheless anticipated that the survival gain
relationship will differ when comparing two active treatments versus comparing an active
treatment versus placebo. This was conveyed to the Appraisal Committee in response to
their reliance on the observed PFS:0S gain relationship of two targeted therapies axitinib
versus sorafenib in the AXIS trial to support their rationale for supporting a 1:1 gain
relationship in both populations. As outlined in the ACD response and also asserted by
clinical expert opinion throughout the appraisal process a strong PFS:0S gain relationship
(i.e. substantially greater than 1:1) is particularly evident when comparing an active
treatment with placebo/BSC whereby a survival benefit in the post progression survival
period is certainly anticipated over no active treatment.

The evidence above suggest that the updated Delea meta-analysis provides less reliable
results in the comparison of absolute differences in the relationship between the median
PFS and OS compared to the original analysis. This is due to a number of biases described
above that have been introduced with the addition of new studies since the original analysis.
Most importantly, we believe that the PFS:0OS gain relationship of 1:1.04 from the updated
analysis in the prior therapy subgroup is substantially confounded by the use of median OS
estimates from the Sternberg et al, 2009/2010 study which were unadjusted for cross-over..

The Appraisal Committee relied upon this flawed relationship of 1:1 which underpins the
ICER of around £50K per QALY for both the prior cytokine and prior sunitinib populations.
This was predominantly justified by the PFS:0OS gain relationship observed by the
confounded results generated in the indirect comparison for the prior cytokine analysis and
the gain relationship of 1:1.04 in the updated Delea analysis. In this addendum we provided
evidence which suggests that both of those justifications were inappropriate and should not
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be relied upon in determining the final conclusions about cost effectiveness for both
populations. We strongly believe that the subgroup analysis PFS:OS gain relationship from
the Delea meta-analysis that included trials with no cross-over should be relied upon (1.61
in the original analysis and 1.29 in the updated analysis) or the prior treatment subgroup
analysis from the original Delea meta-analysis (i.e.1:1.42 .. Relying upon these results
which are also in-line with clinical opinion will result in plausible ICERs with the revised PAS
close to the £30K per QALY threshold and ultimately remove most of the uncertainty around
axitinib cost-effectiveness in the prior cytokine population and also in the prior sunitinib
population.
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Single Technology Appraisal (STA)

Axitinib for the treatment of advanced renal cell carcinoma after failure of prior
systemic treatment — (ID-518)

Dear I

The Evidence Review Group, Kleijnen Systematic Reviews, and the technical team at NICE
have now had an opportunity to take a look at the submission received on the 8 November
by Pfizer. The ERG and the NICE technical team would like further clarification relating to
the clinical and cost effectiveness data.

Both the ERG and the technical team at NICE will be addressing these issues in their
reports.

We request you to provide a written response to this letter to the Institute by 5pm,
Wednesday 4 December. Two versions of this written response should be submitted; one
with academic/commercial in confidence information clearly marked and one from which this
information is removed.

Please underline all confidential information, and separately highlight information that is
submitted under ‘commercial in confidence’ in turquoise, and all information submitted under
‘academic in confidence’ in yellow.

If you present data that is not already referenced in the main body of your submission and
that data is seen to be academic/commercial in confidence information, please complete the
attached checklist for in confidence information.

Please do not ‘embed’ documents (i.e. PDFs, spreadsheets) within your response as this
may result in your information being displaced or unreadable. Any supporting documents
should be emailed to us separately as attachments or sent on a CD.

If you have any further queries on the technical issues raised in this letter then please
contact Nwamaka Umeweni, Technical Lead (Nwamaka.umeweni@nice.org.uk). Any
procedural questions should be addressed to Nicole Fisher, Project Manager
(Nicole.Fisher@nice.org.uk) in the first instance.

Yours sincerely

Nicola Hay
Technical Adviser

www.nice.org.uk



mailto:Nwamaka.umeweni@nice.org.uk

mailto:Nicole.Fisher@nice.org.uk



N I c E National Institute for
Health and Care Excellence

On behalf of Dr Frances Sutcliffe
Associate Director — Appraisals
Centre for Health Technology Evaluation

Encl. checklist for in confidence information

Level 1A

City Tower
Manchester

M1 4BT

United Kingdom

+44 (0)845 003 7780

www.nice.org.uk





Level 1A

N I C E National Institute for City Tower
Health and Care Excellence Manchester

M1 4BT
United Kingdom

+44 (0)845 003 7780

Section A: Clarification on effectiveness data

Section 2.3.3

1. Priority request: Please clarify the discrepancy in median PFS for sunitinib from the
A6181006/NCT00077974 trial reported in tables 4 and 12 of the addendum. In table 4,
second column, median PFS of 8.3 (7.8-14.5) and 8.1 (5.5-10.4) are reported while
table 12, last column, reports a median PFS of 8.8 (7.8-13.5).

Section 2.4.2

2. Please provide the baseline patient characteristics for the prior cytokine population in
the VEG105192 study (the data provided in table 7 [page 10 of the addendum] is for the
ITT population).

Section 2.4.3

3. Priority request: Please explain, based on the underlying assumptions of each method,
which one of the two methods to assess the impact of crossover (IPCW and RPSFT)
stated in table 8 (page 10 of the addendum) is Pfizer’'s preferred approach to estimating
the hazard ratio.

4. Please explain whether all results in Table 8 (including adverse reactions) are only for
the prior cytokine population. If not, please provide data for the prior cytokine population
separately.

Section 3.1

5. Please provide further details on the methods used in the indirect comparison in section
3 of the addendum. In particular, please highlight any differences in the methods for the
analysis in the addendum compared with the methods used in the original submission.

6. Based on the similarities and differences between the AXIS and VEG105192 trials,
please explain whether an indirect comparison of axitinib and pazopanib is considered
appropriate?

7. Priority request: Please explain whether the assessment of PFS was comparable in
the AXIS and VEG105192 trials

Section 3.2
8. Please clarify the following sentence on page 12 of the addendum: “The results suggest
that there is a 95% probability that axitinib will always be superior to placebo, pazopanib
and sorafenib.”
o For example, it is not clear what is meant by a 95% probability of always being
superior. Please clarify whether this is a simultaneous probability, that is, does it
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represent the probability that axitinib will simultaneously be superior to placebo and
pazopanib and sorafenib?

o A similar sentence is indicated as a footnote in Table 10, referring to placebo and
pazopanib. Please clarify whether this sentence also refers to sorafenib.

Section 3.3

9a. Priority request: Please provide further explanation to support the following assumption
on page 14 of the addendum. “Given that the hazard ratio for pazopanib in each of the
crossover - adjusted analyses, was 0.53, it could be inferred that the adjusted median
overall survival for the BSC arm of the VEG105192 study could be lower than
unadjusted median overall survival of 14.3 months from the TARGET trial”. The ERG
assumes that inferred in this sentence should be interpreted as statistically inferred.

9h. Priority request: If the reasoning for the above question was as follows: 22.7*0.53 =
12.03, then please explain why the two hazard ratios on page 10 of the addendum are
being considered as equal, without taking into account the uncertainty around them.

9c. Priority request: Please the assumption of a “lower” median overall survival is clinically
plausible.

Section 4
10. Priority request: Please explain what is meant by a ‘naive comparison’ in section 4 and
5 of the addendum submission and how this was performed.

11. Priority request: Please provide the confidence intervals for all the estimates presented
in Table 12, or if not available, please state that this is the case

12. Priority request: Please clarify which median PFS and overall survival values for
axitinib are considered in the conclusions from Table 12 on page 15 of the addendum.

o The sentence “As presented in Table 12, based on a naive comparison, axitinib
demonstrates a PFS and overall survival benefit of more than 3 months compared
to BSC, sunitinib and pazopanib” suggests that the median PFS and overall survival
are those provided by AXIS. Please confirm or provide further clarification.

¢ If the median PFS and overall survival are those from AXIS, then please explain
why the simulated values are disregarded in this section.

13a. Priority request: The sentence on page 15 of the addendum “an additional 5.5 months
survival vs sunitinib (using the mature results of the larger phase Il study)” suggests that
the overall survival median from AXIS and the study from Motzer et al 2006b are being
compared. Please explain how it is established that the two populations of these two
studies are similar / comparable.
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13b. Priority request: The sentence on page 15 of the addendum “an additional 6.7 months
survival vs pazopanib” suggests that the overall survival median from AXIS and the
VEG105192 study are being compared. Please explain how it is established that the two
populations of these two studies are similar / comparable.

14. Priority request: All the differences in median PFS and overall survival are measured
against the medians provided by the AXIS trial. This could suggest that Pfizer believes
that the results from the indirect comparison should not be used. Please clarify whether
this is true or not.

Section B: Clarification on cost-effectiveness data

Section 5
15. Priority request: In the discussion on page 16 of the addendum, it is implied that the
median overall survival estimated from the indirect comparison for best supportive care
is not valid, Please explain why the results from the indirect comparison are valid for the
axitinib arm and not the best supportive care arm.
¢ |f the results of the indirect comparison are valid for axitinib, then clarify whether
section 4 should be adjusted to use these results rather than the medians from the
AXIS trial.
e Otherwise, if the AXIS trial is used as reference, then the ICER of £55K per QALY
gained would not be valid since the median overall survival in AXIS is lower than
33.3 months estimated in the indirect comparison.

16. Priority request: Please justify further, the assumption that the median overall survival
for best supportive care in the prior cytokine population of 17.6 months is a valid.

17. Priority request: In general, when multiple treatments are compared, results should be
presented as a full incremental analysis, rather than pairwise comparisons. Therefore,
please present the results in a table like the one shown below, including the expected
costs and expected QALYs for both pazopanib and sunitinib. Also include information on
costs of treatment with pazopanib and sunitinib (including any associated patient access
scheme), and the costs of treating adverse effects associated with all treatments.

Expected QALYs Expected costs Incr. QALY | Incr. costs ICER

Pazopanib
Sunitinib
BSC
Axitinib
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18. Priority request: In table 13, page 17 of the addendum, it is indicated that the ICERSs of
axitinib compared with sunitinib and axitinib compared with pazopanib are smaller than
£55,000 per QALY gained. Please quantify how much smaller they are expected to be.

19. Priority request: All the results presented in table 13 are based on median estimates.
Please provide analyses of the associated uncertainty.

20. Priority request: Please provide the evidence to support the following statement on

page 17 of the addendum. “Advanced/mRCC patients who have received prior
treatment with cytokines constitute a small patient population (less than 20 patients)”.

Section C: Additional points

Section 2.2
21. Priority request: Please provide more details on how the non-systematic search of
Medline was performed.

22. Priority request: Please provide details of any new publications on VEG105192
identified through updated searches.

23. Please provide more information on how the two sunitinib studies were identified. Also
explain the steps taken to ensure that all relevant sunitinib studies have been identified.
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Single Technology Appraisal (STA)

Axitinib for the treatment of advanced renal cell carcinoma after failure of prior
systemic treatment — (ID-518): Pfizer responses to clarification questions

Section A: Clarification on effectiveness data

Section 2.3.3

1. Priority request: Please clarify the discrepancy in median PFS for sunitinib from the
A6181006/NCT00077974 trial reported in tables 4 and 12 of the addendum. In table 4,
second column, median PFS of 8.3 (7.8-14.5) and 8.1 (5.5-10.4) are reported while
table 12, last column, reports a median PFS of 8.8 (7.8-13.5).

The objectives of A6181006/NCTO00077974 trial were as follows:

e Primary objective: to determine the antitumor efficacy (response rate) of single-agent
sunitinib in patients with metastatic RCC refractory to 1 prior cytokine therapy
(interferon-alfa, IL-2, or the combination).

e Secondary objectives: evaluations of duration of response, progression free survival
(PFS), overall survival (OS), and safety data.

Analysis of PFS were reported in two publications:

1. Motzer et al 2006b(1), which presented the results of the primary end point also
included an initial assessment of PFS.

2. Motzer et al 2007(2) which presented results of a more mature data set, included an
analysis of OS together with an updated analysis of PFS.

The data presented in Table 4 of the addendum for PFS are from the earlier publication
presenting results from the datacut used for the analysis of the primary outcome (Motzer et
al 2006b(1)).The PFS data presented in Table 12 relate to the same population, although
these results are based on analyses of the more mature dataset used for the analysis of OS,
published in Motzer et al 2007(2).

Section 2.4.2

2. Please provide the baseline patient characteristics for the prior cytokine population in
the VEG105192 study (the data provided in table 7 [page 10 of the addendum] is for the
ITT population).

No baseline patient characteristics of the prior cytokine population in the VEG105192 study

were available when the systematic review for the indirect comparison was performed for the
original NICE submission (search performed April, 2012). No additional publications that
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provided these data for the prior cytokine population were identified in the non-systematic
literature search conducted by Pfizer in October 2013 prior to submission of the addendum.

Section 2.4.3

3. Priority request: Please explain, based on the underlying assumptions of each method,
which one of the two methods to assess the impact of crossover (IPCW and RPSFT)
stated in table 8 (page 10 of the addendum) is Pfizer’s preferred approach to estimating
the hazard ratio.

As published in Sternberg et al, (2013), both methodologies for correction of crossover
resulted in the same point estimates (IPCW: 0.53 and RPSFT:0.53) and similar lower 95%
confidence intervals (IPCW: 0.315 and RPSFT: 0.341) for the hazard ratio (3). We do not
consider it necessary to differentiate a preferred approach in this instance, as the main
difference between the results of the methodologies was the upper 95% confidence interval
for the hazard ratio. More specifically, the upper 95% confidence interval for the hazard ratio
after correction for cross over remained similar the ITT estimate (1.16) in the case of the
IPCW (1.112), and substantially higher for the RPSFT (4.849).

4. Please explain whether all results in Table 8 (including adverse reactions) are only for
the prior cytokine population. If not, please provide data for the prior cytokine population
separately.

The data in Table 8 relate to the prior cytokine population for PFS, OS and response rate, as
reported by Sternberg et al 2010 (4) and Sternberg et al 2013(3). Safety data for the
pazopanib were only reported for the overall ITT population.

Section 3.1

5. Please provide further details on the methods used in the indirect comparison in section
3 of the addendum. In particular, please highlight any differences in the methods for the
analysis in the addendum compared with the methods used in the original submission.

The methods used in the indirect comparison in section 3 of the addendum are the same as
those included in the main submission, with the exception that the VEG105192 study was
added to the network to enable the comparison with pazopanib. WinBUGS code for
continuous outcomes, adapted from the NICE Technology support documents (5), was used
for the analysis of hazard ratios (HRs) and the associated standard errors (SEs). Further
details can be found in section 6.7 of the original submission.
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6. Based on the similarities and differences between the AXIS and VEG105192 trials,
please explain whether an indirect comparison of axitinib and pazopanib is considered
appropriate?

The results of the indirect comparison of PFS between axitinib and pazopanib have been
previously published (6). The AXIS (7) and the VEG105192 trials (3;4) included a subgroup
of 35% and approximately 47% patients who had failed prior cytokine therapy respectively.
Based on available data of the ITT populations, similarities in the baseline characteristics
include median age, gender and prior nephrectomy status, although differences were also
noted:

¢ In terms of performance status, in the AXIS trial approximately 55% of patients on
enrolment had an ECOG PS of 0 and approximately 45% had an ECOG of 1. In the
VEG105192 trial fewer patients had an ECOG PS of 0 (approximately 42%) on
enrolment and more had an ECOG of 1 (approximately 59%).

e The widely accepted MSKCC prognostic score, important in understanding
prognostic differences between populations, was defined differently in the AXIS trial
compared with the VEG105192 due to the predominant study population (treatment
naive vs. pre-treated). Hence, comparing these important scores, which would be
crucial in interpreting comparative overall survival data in a given advanced RCC
population, would be inappropriate.

7. Priority request: Please explain whether the assessment of PFS was comparable in
the AXIS and VEG105192 trials

PFS in the VEG105192 trial was defined as the time interval between the date of random
assignment and the date of progression or death. Disease assessments were performed
using computed tomography or magnetic resonance imaging. All imaging scans were
evaluated by an independent imaging-review committee (IRC) blinded to study treatment.
Tumor response evaluations by the investigators and the IRC were based on Response
Evaluation Criteria in Solid Tumors (RECIST criteria version 1.0) (4).

In the AXIS trial, PFS was defined as the time from randomization to first documentation of
objective tumour progression or to death due to any cause, whichever occurred first.
Evaluations were performed using data from CT/MRI assessed by a blinded IRC. Tumour
response evaluations were performed using RECIST criteria (version 1.0) (7)

The assessment of PFS was considered to be comparable between the two studies.

Section 3.2
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8. Please clarify the following sentence on page 12 of the addendum: “The results suggest
that there is a 95% probability that axitinib will always be superior to placebo, pazopanib
and sorafenib.”

e For example, it is not clear what is meant by a 95% probability of always being
superior. Please clarify whether this is a simultaneous probability, that is, does it
represent the probability that axitinib will simultaneously be superior to placebo and
pazopanib and sorafenib?

This sentence is trying to convey the fact that the 95% credible intervals (Crls) for these
treatment comparisons do not cross 1.0, the point at which the treatments have equal
efficacy. Since this is a Bayesian analysis, we have tried to avoid using the phrase
“statistically significant result” since this would suggest there was an associated frequentist
p-value. There does not seem to be a consensus in the literature on how Bayesian results
should be described. Since the 95% Crl is the region where there is a 95% chance that the
effect will lie, we used this description to try and highlight the fact that the 95% Cirl for the
comparison between axitinib and placebo, axitinib and pazopanib and axitinib and sorafenib
each in turn favour axitinib and do not cross 1.0. Therefore, the 95% is not a simultaneous
probability but relates back to the credible interval for each of the pairwise comparisons.

o A similar sentence is indicated as a footnote in Table 10, referring to placebo and
pazopanib. Please clarify whether this sentence also refers to sorafenib.

The footnote under Table 10 is applicable to the comparison between axitinib and sorafenib
as well. However, on the basis of the confidence interval of the direct trial data (AXIS) we
could also claim that “axitinib statistically significantly prolongs PFS compared with
sorafenib”.

Section 3.3

9a. Priority request: Please provide further explanation to support the following assumption
on page 14 of the addendum. “Given that the hazard ratio for pazopanib in each of the
crossover - adjusted analyses, was 0.53, it could be inferred that the adjusted median
overall survival for the BSC arm of the VEG105192 study could be lower than
unadjusted median overall survival of 14.3 months from the TARGET trial”. The ERG
assumes that inferred in this sentence should be interpreted as statistically inferred.

In the absence of a point estimate of the median OS from the BSC arm of the VEG105192,

an alternative approach had to be used to provide some measure of the median OS
excluding the effect of crossover. The objective of this analysis was to provide some form of
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a qualitative measure of how the cross over corrected median OS of BSC treated patients in
VEG105192 would compare with those from the TARGET trial.

9b. Priority request: If the reasoning for the above question was as follows: 22.7*0.53 =
12.03, then please explain why the two hazard ratios on page 10 of the addendum are
being considered as equal, without taking into account the uncertainty around them.

The analysis employed to explore the BSC OS estimate from the VEG105192 trial utilised
the point estimate of the median OS, along with the point estimate of the crossover corrected
HR. This approach was adequate for the purposes of the point being made, without the need
to incorporate uncertainty into the results of the calculation.

9c. Priority request: “Please state and justify whether the assumption of a “lower” median
overall survival is clinically plausible.”

As described in our addendum and our ACD response, we consider the 17.6 months a more
plausible, but potentially high, estimate for the median OS for BSC in the prior cytokine
population based on the available evidence from TARGET, VEG105192 and other RCTs in
the prior cytokine population.

The Appraisal Committee, clinical specialists and patient experts all expressed the view that
the median OS of approximately 24 months (in the base case) for the BSC group of the
prior-cytokine group with the indirect comparison is not seen clinically (see FAD, section
4.12)..

Section 4
10. Priority request: Please explain what is meant by a ‘naive comparison’ in section 4 and
5 of the addendum submission and how this was performed.

The use of the term naive comparison (also referred to as an unadjusted comparison in the
literature) in section 4 and 5 of the addendum describes the approach adopted in the
addendum whereby the results of individual arms from the AXIS, TARGET, VEG105192 and
sunitinib trials were directly compared with each other.

11. Priority request: Please provide the confidence intervals for all the estimates presented
in Table 12, or if not available, please state that this is the case

The results of the TARGET trial were published in Escudier et al, 2007 and 2009(8;9). These

publications did not provide confidence intervals for the PFS and OS estimates for the
placebo treated patients. An updated table is presented below including the indication of
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whether the confidence intervals were not reported for the TARGET trial (additional text
italicised).

'C“gr']:ﬁ‘:ri con AXIS TARGET VEG105192 (3;4) Sunitinib
Axitinib  |BSC AXitinib BSC BSC Pazopanib
Censored
. ol analysis in - Cros
':tXIj' 2%'{'1' Escudier \é\:gssov :r;ove Motzer, et al, (I\e/Itotzer,aI
7 g; dal, 2007 | & i 2006a (10) e
2009(8:9) Stz
ratients, | ! 126 452 67 1352 63 106
PFS
' 11.5 3.7 12.1 2 2 8.7 8.8 (7.8-
h . . 2.8 (NR . .
gg{,};cﬁ) (Weibull)  [(wWeibull) |(10.1-13.9) 8 (NR) 4.2(NR) 7.4 (NR) (5.5-10.7) 13.5)
os 23.9
' 33.3 24 29.4 (24.5 - 18.7(14. 027 (19.3]
months . . 14.3 (NR) NR 16.4(10.8-NA) | (14.1-
(059 0y | Weibuil) [Weibul) NE) 2-26.3) b8.3) o

1: Sternberg et al, 2013(3) 2; Sternberg et al, 2010(4)
Abbreviations: Cl, confidence interval; IPCW, inverse probability of censor weighting; NA, not attained; NE, not estimable;NR,
not reported; OS, overall survival; PFS, progression-free survival; RPSFT, rank preserving structural failure time.

12. Priority request: Please clarify which median PFS and overall survival values for
axitinib are considered in the conclusions from Table 12 on page 15 of the addendum.

e The sentence “As presented in Table 12, based on a naive comparison, axitinib
demonstrates a PFS and overall survival benefit of more than 3 months compared
to BSC, sunitinib and pazopanib” suggests that the median PFS and overall survival
are those provided by AXIS. Please confirm or provide further clarification.

¢ |f the median PFS and overall survival are those from AXIS, then please explain
why the simulated values are disregarded in this section.

The median PFS and OS values being considered for axitinib are 12.1 (10.1-13.9) and 29.4
(24.5 — NE) respectively, as reported from the AXIS trial. The trial data from AXIS were used
in the naive comparison to ensure consistency of approach between the measurement of
PFS and OS outcomes and also between all comparators.
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13a. Priority request: The sentence on page 15 of the addendum “an additional 5.5 months
survival vs sunitinib (using the mature results of the larger phase Il study)” suggests that
the overall survival median from AXIS and the study from Motzer et al 2006b are being
compared. Please explain how it is established that the two populations of these two
studies are similar / comparable.

Table 3 of the addendum describes the baseline characteristics of the population in the
A6181006/ NCT00077974 and the overall population in the AXIS trial. There are similarities
in baseline characteristics between the populations in terms of sex, age, gender, ECOG PS
and histology and differences in the populations with regards two important prognostic
characteristics, prior nephrectomy status (100% v 90.6%) and MSKCC prognostic risk
factors whereby the prognostic characteristics are more favourable for the population in the
A6181006/ NCT00077974 study (= 1 MSKCC risk factor was 70% in the AXIS trial versus
42% in the A6181006/ NCT0O0077974 study).

13b. Priority request: The sentence on page 15 of the addendum “an additional 6.7 months
survival vs pazopanib” suggests that the overall survival median from AXIS and the
VEG105192 study are being compared. Please explain how it is established that the two
populations of these two studies are similar / comparable.

As outlined in question 6 above, there are both similarities and differences between the
populations. For the purposes of this comparison as requested by NICE, it is recognised that
there are limitations to the naive comparison, however this was the only option available to
ensure a consistent approach could be adopted for all comparators and outcomes.

14. Priority request: All the differences in median PFS and overall survival are measured
against the medians provided by the AXIS trial. This could suggest that Pfizer believes
that the results from the indirect comparison should not be used. Please clarify whether
this is true or not.

Due to the limitations of the available evidence, the indirect comparison for axitinib could
be performed only for the PFS endpoint versus BSC and pazopanib. Although, the
results from the indirect comparison could be used to estimate the differences between
axitinib, BSC and pazopanib for PFS, we have estimated the differences in median PFS
and overall survival against the medians provided by the AXIS trial using a naive
comparison to ensure consistency across the different outcomes and comparators.

Section B: Clarification on cost-effectiveness data

Section 5

www.nice.org.uk





Level 1A

N I C E National Institute for City Tower
Health and Care Excellence Manchester

M1 4BT

United Kingdom

+44 (0)845 003 7780

15. Priority request: In the discussion on page 16 of the addendum, it is implied that the
median overall survival estimated from the indirect comparison for best supportive care
is not valid, Please explain why the results from the indirect comparison are valid for the
axitinib arm and not the best supportive care arm.

¢ |f the results of the indirect comparison are valid for axitinib, then clarify whether
section 4 should be adjusted to use these results rather than the medians from the
AXIS trial.

e Otherwise, if the AXIS trial is used as reference, then the ICER of £55K per QALY
gained would not be valid since the median overall survival in AXIS is lower than
33.3 months estimated in the indirect comparison.

We have used parametric survival models to extrapolate axitinib PFS and OS data from
AXIS to a lifetime horizon for our economic modelling (see section 7.3.2.1 of evidence
submission). As the Weibull parametric model was used as a base case for the prior
cytokine population in our economic model, any small differences in median PFS and OS
versus the Kaplan-Meier data from AXIS were only due to limitations of the parametric fit
around the median time point. Therefore, we considered the median OS estimate with the
Weibull model valid as it reflects the axitinib data from AXIS.

However, as explained in our evidence submission, in our ACD response and in our
addendum for the prior cytokine population, the median BSC OS estimates from the indirect
comparison were considered biased due to the known limitations of the evidence network
and clinically implausible based on the available clinical evidence.

Although, the Weibull median OS estimate for axitinib could be used for the purposes of the
naive comparison, we have estimated the differences in median OS using the medians
reported in clinical trials to ensure consistency of approach across the different comparators.
In addition, we believe that the ICER of £55K per QALY gained would be valid since the
differences between the estimates of median OS with the Kaplan-Meier method in AXIS and
the Weibull parametric model only reflect the limitation of the parametric model fit around the
median time point but are ultimately based on the same RCT data for axitinib.

16. Priority request: Please justify further, the assumption that the median overall survival
for best supportive care in the prior cytokine population of 17.6 months is a valid.

We consider the 17.6 months a more plausible but potentially high estimate for the median
OS for BSC in the prior cytokine population based on the available evidence from TARGET,
VEG105192 and the totality of evidence in the prior cytokine population (see section 6 of the
Addendum and section 2.3 of the response to the ACD).

17. Priority request: In general, when multiple treatments are compared, results should be
presented as a full incremental analysis, rather than pairwise comparisons. Therefore,
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please present the results in a table like the one shown below, including the expected
costs and expected QALYs for both pazopanib and sunitinib. Also include information on
costs of treatment with pazopanib and sunitinib (including any associated patient access
scheme), and the costs of treating adverse effects associated with all treatments.

Due to the limitations of the evidence base for the comparisons of axitinib with sunitinib and
pazopanib in the prior cytokine population, we have not estimated absolute QALYs and
costs for pazopanib and sunitinib.

18. Priority request: In table 13, page 17 of the addendum, it is indicated that the ICERs of
axitinib compared with sunitinib and axitinib compared with pazopanib are smaller than
£55,000 per QALY gained. Please quantify how much smaller they are expected to be.

As mentioned above, due to the limitations of the evidence base for the comparisons of
axitinib with sunitinib and pazopanib in the prior cytokine population we have not estimated
precise ICERs for these comparisons. In addition, we believe that BSC should be the only
relevant comparator in the prior-cytokine population.

19. Priority request: All the results presented in table 13 are based on median estimates.
Please provide analyses of the associated uncertainty.

In our evidence submission and our ACD response, we have provided extensive sensitivity
analysis for the comparison with BSC in the prior cytokine population which could be
assessed along with the evidence and analysis provided in the addendum.

As mentioned above, due to the limitations of the evidence base for the comparisons of
axitinib with sunitinib and pazopanib in the prior cytokine population we did not consider it
appropriate to perform further analyses of the associated uncertainty.

20. Priority request: Please provide the evidence to support the following statement on
page 17 of the addendum. “Advanced/mRCC patients who have received prior
treatment with cytokines constitute a small patient population (less than 20 patients)”.

In responding to this question, we wish to make a clarification to the sentence referred to
above, which should have read as below (additional text indicated in italics):
“Advanced/mRCC patients who have received prior treatment with cytokines, and are
eligible for second line treatment, constitute a small patient population (less than 20
patients)”.

The evidence supporting the number of MRCC patients previously treated with cytokines

who would be eligible for second line treatment was previously presented in Section 8 (Table
69) of the evidence submission. On the assumption that 5% of first line patients are
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expected to receive cytokines, this concluded that 96 patients would go on to receive second
line therapy after cytokine treatment.

Comments from clinicians sent to NICE during the consultation on the new draft scope in
September, 2013, suggest that less than 1% of patients with advanced RCC receive
cytokines as a first line treatment, compared to the 5% previously estimated (see Appendix
D — NICE’s response to consultee and commentator comments on the updated scope and
provisional matrix).

On the basis of this information, we concluded that the number of patients eligible for second
line treatment after previous cytokine therapy is likely to be less than 20.
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Section C: Additional points

Section 2.2

21. Priority request: Please provide more details on how the non-systematic search of
Medline was performed.
A search was also carried out to identify further publications for sunitinib in the prior
cytokine population and any publications providing updated results for the VEG105192
study. The search was run on the 9" October, 2013 using OVID, and included the
following databases:
* Medline
* Embase
* Medline (R) In-Process

As the searches for the systematic review of the evidence submission was run on in April
2012, the non-systematic search was restricted to the following dates: 1* January, 2012
to 9" October, 2013.

The details of the search string used are below:

1. exp Carcinoma, Renal Cell/

2. exp Kidney Neoplasms/

3.1or2

4. (sunitinib or su?10398 or su ?10398 or sutent).mp. [mp=ti, ab, ot, nm, hw, kf, ps,
rs, ui, sh, tn, dm, mf, dv, kw]

5. (temsirolimus or cci 779 or cci779 or nsc 683864 or hsc683864 or torisel).mp.
[mp=ti, ab, ot, nm, hw, kf, ps, rs, ui, sh, tn, dm, mf, dv, kw]

6. (sorafenib or bay 439006 or bay439006 or nexavar).mp. [mp=ti, ab, ot, nm, hw, kf,
ps, rs, ui, sh, tn, dm, mf, dv, kw]

7. (bevacizumab or nsc 704865 or nsc704865 or avastin).mp. [mp=ti, ab, ot, nm, hw,
kf, ps, rs, ui, sh, tn, dm, mf, dv, kw]

8. (pazopanib or armala or gw 786034* or gw786034* or sb710468* or sb
710468*).mp. [mp=ti, ab, ot, nm, hw, kf, ps, rs, ui, sh, tn, dm, mf, dv, kw]

9. (everolimus or certican or rad001* or rad 001*).mp. [mp=ti, ab, ot, nm, hw, kf, ps,
rs, ui, sh, tn, dm, mf, dv, kw]

10. (axitinib or ag13736 or ag 13736).mp. [mp=ti, ab, ot, nm, hw, kf, ps, rs, ui, sh, tn,
dm, mf, dv, kw]

11. exp Interleukin-2/

12. ((alpha adj2 interferon) or alferon or cilferon or kemron or veldona).mp. [mp=ti,
ab, ot, nm, hw, kf, ps, rs, ui, sh, tn, dm, mf, dv, kw]
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13.4or50r60r70or8o0r9orl0orllorl2
14. 3 and 13

15. limit 14 to randomized controlled trial

16. limit 15 to english language

17. limit 16 to human

18. limit 17 to yr="2012 -Current"

The search retrieved 45 hits after removal of duplicates within OVID. Evaluation of
search results to assess relevance to the use of pazopanib or sunitinib after previous
cytokine treatment of metastatic renal cell carcinoma was based on the title and abstract.
A single publication of relevance was identified (Sternberg et al, 2013) (3).

22. Priority request: Please provide details of any new publications on VEG105192
identified through updated searches.

Sternberg CN, Hawkins RE, Wagstaff J, Salman P, Mardiak J, Barrios CH, et al. A
randomised, double-blind phase Il study of pazopanib in patients with advanced and/or
metastatic renal cell carcinoma: final overall survival results and safety update. Eur J Cancer
2013 Apr;49(6):1287-96.

23. Please provide more information on how the two sunitinib studies were identified. Also
explain the steps taken to ensure that all relevant sunitinib studies have been identified.

The two sunitinib studies were identified from the results of the systematic review previously
performed by the Assessment Group for the NICE MTA appraisal in mRCC (TA178) (11).
Internal subject experts were consulted to determine the existence of other relevant Pfizer-
sponsored trials, none were identified.
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Axitinib for the treatment of advanced renal cell carcinoma after failure of
prior systematic treatment

Thank you for agreeing to give us your views on the technology and the way it should
be used in the NHS.

Patients and patient advocates can provide a unique perspective on the technology,
which is not typically available from the published literature.

To help you give your views, we have provided a template. The questions are there
as prompts to guide you. You do not have to answer every question. Please do not
exceed the 8-page limit.

About you

vour name: | NEEEN I I

Name of your organisation: James Whale Fund for Kidney Cancer

Are you (tick all that apply):
- a patient with the condition for which NICE is considering this technology?

- acarer of a patient with the condition for which NICE is considering this
technology?

v/ an employee of a patient organisation that represents patients with the
condition for which NICE is considering the technology? If so, give your

position in the organisation where appropriate (e.g. policy officer, trustee,
member, etc) IS NN N I

- other? (please specify)
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What do patients and/or carers consider to be the advantages and
disadvantages of the technology for the condition?

1. Advantages

(a) Please list the specific aspect(s) of the condition that you expect the technology to
help with. For each aspect you list please describe, if possible, what difference you
expect the technology to make.

There are three main aspects of kidney cancer that patients, carers and family
members see axitinib as helping to make a difference:

1. Progression free survival. This is the main benefit of survival from a lethal disease
with about 50% mortality. Although not a cure for kidney cancer, axitinib has been
shown to extend progression free survival by more than 40% compared to sorafenib
in a second line setting, whilst offering good quality of life.

2. Improved side effect profile. Existing first and second line drugs, such as sunitinib,
pazopanib and sorafenib can have severe side effects, which affect quality of life and
sometimes limit the ability of patients to tolerate the treatment. Although side effects
to axitinib can also be severe, they are generally easier to manage and better
tolerated than side effects to sorafenib when used as a second line treatment.

3. Access to second line treatment. For those patients unable to tolerate first line
treatment with sunitinib or pazopanib due to side effects, or whose disease has
stopped responding to first line treatment, a second line treatment is needed on the
NHS. Patients unable to access second line treatment due to lack of funding are left
without any treatment options, other than palliative care. Axitinib offers hope to
patients for a second line treatment available on the NHS.

(b) Please list any short-term and/or long-term benefits that patients expect to gain
from using the technology. These might include the effect of the technology on:
- the course and/or outcome of the condition

- physical symptoms

- pain

- level of disability

- mental health

- quality of life (lifestyle, work, social functioning etc.)

- other quality of life issues not listed above

- other people (for example family, friends, employers)

- other issues not listed above

Beyond the advantages listed above, the technology offers hope to patients and
carers for extended life with all the advantages that it can bring to the morale and
well being of the patient, carer and family.

The technology also offers the hope of extending working life and the ability to
interact socially with family and friends.
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The drug is orally administered, which is huge advantage to patients, carers and the
NHS since it can be taken at home without the need for hospital appointments.

These benefits all help to improve the quality of life for patients with advanced kidney
cancer and offer them some hope of a normal life for many months or even years to
come.

2. Disadvantages

Please list any problems with or concerns you have about the technology.

Disadvantages might include:

- aspects of the condition that the technology cannot help with or might make worse

- difficulties in taking or using the technology

- side effects (please describe which side effects patients might be willing to accept
or tolerate and which would be difficult to accept or tolerate)

- impact on others (for example family, friends, employers)

- financial impact on the patient and/or thier family (for example cost of travel needed
to access the technology, or the cost of paying a carer)

The side effects of axitinib can be concerning, but the study reports suggest that the
side effect profile for axitinib is superior to that for sorafenib, another second line
treatment for advanced kidney cancer. There is a higher incidence of high blood
pressure for axitinib compared to sorafenib; however, this side effect can be well
controlled with medication, significantly reducing the impact of axitinib on quality of
life. Side effects, such as hand-foot syndrome, rash and alopecia are more common
with sorafenib, these side effects having a greater impact on quality of life. Patient
support groups confirm the willingness of patients to tolerate the impact of the drug
and the known methods to reduce that impact.

3. Are there differences in opinion between patients about the usefulness or
otherwise of this technology? If so, please describe them.

All patients want extended life, which is promised by axitinib. Side effects can be a
concern but will be tolerated by the vast majority of patients and offer improved
guality of life compared to alternative second line treatments, such as sorafenib.

4. Are there any groups of patients who might benefit more from the technology than
others? Are there any groups of patients who might benefit less from the technology
than others?

Patients with a positive commitment to new technology and the access to strong
support from carers and family might benefit more from axitinib. The converse
applies.
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Comparing the technology with alternative available treatments or
technologies

NICE is interested in your views on how the technology compares with existing
treatments for this condition in the UK.

(i) Please list any current standard practice (alternatives if any) used in the UK.

Standard practice for the treatment of advanced (metastatic) renal cell carcinoma
(RCC) is surgery followed by first line treatment with sunitinib or pazopanib. These
treatments have given advanced RCC patients hope but at the cost of severe side
effects and limited progression free survival. For those patients who are unable to
tolerate the side effects to these first line drugs, or those for whom their disease no
longer responds to treatment, there are no second line treatments available on the
NHS other than palliative care.

Second line treatments, such as everolimus or sorafenib, are available through the
Cancer Drugs Fund in England, but patients are increasingly concerned about what
happens when the Cancer Drugs Fund comes to an end. For patients in Scotland,
Wales and Northern Ireland, there is no Cancer Drugs Fund to fund second line
treatment and patients have to apply for funding to their PCT, a long and
bureaucratic process which, for many, is too much to take during their last months of
life. Alternatively, second line drugs can be accessed through participation in clinical
trials, which requires a high degree of commitment from patients in terms of clinic
visits and patient monitoring.

A small proportion of patients (less than 5%) respond well to the immunotherapy,
interleukin-2; however, due to the toxic nature of this drug, patients are preselected
for this treatment and it is only suitable for those who are relatively young and fit.
Interferon-a is also still used as first line treatment for advanced RCC, but usually in
patients who are not well enough to tolerate the side effects of the targeted therapies.

Other drugs for the treatment of advanced RCC include bevacizumab in combination
with interferon-a and temsirolimus, which is given to patients with a poor prognostic
score. These drugs are both administered intravenously and are not often used in the
UK.

Advanced RCC does not respond to traditional cancer treatments, such as
chemotherapy or radiotherapy.

(i) If you think that the new technology has any advantages for patients over other
current standard practice, please describe them. Advantages might include:

- improvement of the condition overall

- improvement in certain aspects of the condition

- ease of use (for example tablets rather than injection)

- where the technology has to be used (for example at home rather than in hospital)
- side effects (please describe nature and number of problems, frequency, duration,
severity etc)
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Axitinib has been shown to be associated with improved progression-free survival
compared with sorafenib while generally maintaining health-related quality of life.
Progression-free survival was increased by more than 40% compared to sorafenib in
a second-line setting.

Studies suggest that the side effect profile for axitinib is superior to that for sorafenib.
Although there is a higher incidence of high blood pressure for axitinib compared to
sorafenib, this side effect can be well controlled with medication, significantly
reducing the impact of axitinib on quality of life. Side effects, such as hand-foot
syndrome, rash and alopecia are more common with sorafenib, these side effects
having a greater impact on quality of life.

The opportunity for extended life and a more acceptable side effect profile PLUS
home oral administration gives axitinib an advantage over existing second-line
treatments.

(iii) If you think that the new technology has any disadvantages for patients
compared with current standard practice, please describe them. Disadvantages
might include:

- worsening of the condition overall

- worsening of specific aspects of the condition
- difficulty in use (for example injection rather than tablets)

- where the technology has to be used (for example in hospital rather than at home)
- side effects (for example nature or number of problems, how often, for how long,
how severe).

None.

Research evidence on patient or carer views of the technology

If you are familiar with the evidence base for the technology, please comment on
whether patients’ experience of using the technology as part of their routine NHS
care reflects that observed under clinical trial conditions.

N/A

Are there any adverse effects that were not apparent in the clinical trials but have
come to light since, during routine NHS care?

N/A
Are you aware of any research carried out on patient or carer views of the condition
or existing treatments that is relevant to an appraisal of this technology? If yes,

please provide references to the relevant studies.

N/A
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Availability of this technology to patients in the NHS
What key differences, if any, would it make to patients and/or carers if this technology
was made available on the NHS?

The main differences to patients and/or carers brought about by availability of a
second line treatment for advanced RCC on the NHS include the following:

1. A second line treatment option for those patients who are no longer responding to
first line treatment or who are unable to tolerate the side effects from first line
treatment. Currently, this option is not available to NHS patients, unless they go
through the bureaucratic process of applying for funding through either the Cancer
Drugs Fund or their PCT, or participate in a clinical trial.

2. A second line treatment option offers increased progression free survival of more
than 40% compared to current second line options.

3. A more acceptable side effect profile than current second line treatments resulting
in improved quality of life for patients on second line treatment.

4. Oral administration of axitinib enables home administration and ease of
management of second line treatment, also benefiting quality of life for the patient
and their carer/family.

5. Access to an affordable treatment option for advanced RCC patients.

What implications would it have for patients and/or carers if the technology was not
made available to patients on the NHS?

If axitinib was not made available to patients on the NHS, it would have the following
implications for patients and/or carers:

1. Lack of options for second line treatment when first line treatment fails or is not
tolerated by the patient. Patients will be required to apply to the Cancer Drugs Fund
for funding or to their PCT when the Cancer Drugs Fund is closed, a lengthy and
bureaucratic process that many patients do not have the energy or ability to go
through in their last months of life. This leaves some patients without any treatment
options available to them, other than palliative care.

2. Without a second line treatment option, overall survival of advanced RCC patients
will be reduced.

3. The less acceptable side effect profile of current second line treatments will impact
the quality of life and compliance with medication schedules of advanced RCC
patients in the last months of their lives. When compliance is reduced, drug
effectiveness is sub-optimal.

4. The costs of second line treatment could potentially be passed on to the patients
and their families causing stress and anxiety during an already difficult and stressful
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time for the families of cancer patients. This also has a negative impact on the quality
of life of advanced RCC patients.

Are there groups of patients that have difficulties using the technology?
Not known.

Equality

NICE is committed to promoting equality of opportunity, eliminating unlawful
discrimination and fostering good relations between people with particular protected
characteristics and others. Please let us know if you think that this appraisal:

- could exclude from full consideration any people protected by the equality
legislation who fall within the patient population for which [the treatment(s)] is/are/will
be licensed,;

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

- could lead to recommendations that have any adverse impact on people with a
particular disability or disabilities.

Please tell us what evidence should be obtained to enable the Committee to identify
and consider such impacts.

Approval of axitinib as a second line treatment for advanced RCC would negate the
need for clinicians and patients to apply to the Cancer Drugs Fund or their PCT for
second line treatment funding. This would avoid the current perceived postcode
lottery aspect of cancer drug availability and the subsequent inequalities of access to
drugs brought about by this process.

Other Issues
Please consider here any other issues you would like the Appraisal Committee to
consider when appraising this technology.

Advanced or metastatic RCC is a terminal disease and survival beyond 5 years is
rare. It is important that the committee recognises the huge boost to patient and carer
morale brought about by their encouragement of new and effective drugs with more
tolerable side effect profiles.

In the last year, the James Whale Fund for Kidney Cancer has witnessed many
deaths from advanced RCC. This is a depressing and upsetting experience for all.
The drugs are improving and the clinicians are learning to manage the side effects.
Axitinib is another large step along the road to making RCC a chronic disease rather
than a death sentence.

Below is a statement from a patient carer, which summarises the feelings of patients
and their families with respect to access to second line treatment for advanced RCC;
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“When my husband was first diagnosed with kidney cancer, we were told his life
expectancy was probably around 12 months. Unfortunately, after having his kidney
removed, we were told that suitable drug treatment was not available via the NHS.
After campaigning to gain access to these drugs, unsuccessfully, we were offered the
opportunity of taking part in a clinical trial, which would include my husband being
given the drug we had been denied through the NHS. His body responded well to
these drugs for 2 years. When we were told his body had stopped responding, we
had to absorb this news and face, with trepidation, the daunting thought that we
would once again have to fight to gain access to second-line treatment. When faced
with the news we had been given, the last thing you need is to know that there is an
alternative treatment that your body could very possibly respond well to, but you
would not be able to access the drugs without a fight. Luckily, we were successfully
accepted onto another clinical trial, and my husband survived for another 14 months.
This meant he saw 2 grandchildren born which would not have happened if we hadn't
have been given this opportunity of second-line treatment. It is crucial that second-
line treatment is readily accessible when needed for kidney cancer patients. The
treatment options are limited enough, without having the stress of being denied
second-line treatment when the need arises. It gave us the chance to enjoy another
14 months together, and believe me, that is priceless.”
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Thank you for agreeing to give us your views on the technology and the way it should

be used in the NHS.

Patients and patient advocates can provide a unique perspective on the technology,
which is not typically available from the published literature.

To help you give your views, we have provided a template. The questions are there
as prompts to guide you. You do not have to answer every question. Please do not
exceed the 8-page limit.

About you

vour name: [N NN

Name of your organisation: Kidney Cancer Support Network

Are you (tick all that apply):
a patient with the condition for which NICE is considering this technology?

a carer of a patient with the condition for which NICE is considering this
technology?

v'an employee of a patient organisation that represents patients with the condition
for which NICE is considering the technology? If so, give your position in the
organisation where appropriate (e.g. policy officer, trustee, member, etc)

v other? (please specify)

Response: | am a ten-year renal cancer survivor (non-metastatic disease)
and | of the Kidney Cancer Support Network. We are a purely
voluntary group; we do not have employees or paid staff. Our Group was
founded in 2006 to offer a cancer buddy scheme to help patients come to
terms with a diagnosis of kidney cancer and to advocate for improved
access to licensed treatments. We offer our members a safe confidential one-
to-one support facility and a UK wide network of kidney cancer patients,
carers and family members via our online forum and private social networking
pages. Our kidney cancer patient/carer community now has many hundred
members who share experiences and insights daily. We provide reliable
information and offer emotional support & friendship to each other. We also
advocate on behalf of our kidney cancer patient community to ensure kidney
cancer patients have access to the best care and clinically effective treatment
options the NHS can offer.
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We have discussed this submission for Axitinib at length across our KCSN membership
to make sure we properly represent patient and carer views. We know that when NI C E
appraises a cancer drug, it consults with many people: professional bodies representing
clinicians, nurses, researchers, academics. Also NHS managers & commissioners, GP’s
and primary care funders, health economists, medicines managers, pharmacists,
epidemiologists etc.

Given the unpredictable nature of this disease, it is not possible for a Patient Group like
the KCSN to put forward the name of a patient with mRCC ( & eligible for Axitinib) with
any certainty that he/she will be able to attend a committee meeting in Manchester in
three of four months’ time. We feel it is fair in our patient centred NHS, that renal cancer
patients (and their primary carers) have the opportunity to talk to you direct. Here, in our
submission, you can read in their own words, patients describing how they feel about the
N | C E process and the effect a N | C E decision about Axitinib will have on them.

The input into this appraisal will be varied and will come from many different viewpoints
and experiences; we suggest that none are as important as the thoughts and
experiences of the cancer patients who are diagnosed with this difficult disease and who
rely on the care and treatment they receive from the NHS for their very life. Currently
patients have specialist centres for surgery and waiting time guidelines to ensure we
receive timely high quality surgery from experienced surgeons; resecting metastatic
disease is becoming more accepted and highly skilled surgeons carry out partial &
laparoscopic nephrectomy as the new norm. New & more effective scanning techniques
and regular monitoring can help take away the constant fear of recurrence. But for
kidney cancer patients with aggressive high grade disease, or patients diagnosed at an
advanced stage, there are far less options available to them than other more common
cancers. Radiation therapy and chemotherapy are not effective. Metastatic disease in the
lungs, liver or bone may be impossible to treat with anything other than targeted
therapies.

And at that point, the life of a kidney cancer patient becomes precarious. Patients with
difficult metastatic disease or those patients unlucky enough to be diagnosed with a rarer
sub type (of which there are several) must rely on two approved 1% line only, targeted
therapies to extend their lives. This despite the fact that there is now a range of clinically
effective licensed treatments available. Since the first targeted therapy was approved for
mMRCC patients in March 2009, the outlook for this group of patients has changed
dramatically. Internationally we see patients able to extend their lives by an additional
6/7/8 years, something that a decade ago would have been unheard of. To do this
patients rely on sequential and individually chosen treatments, an option some cancer
patient with more common cancers expect to have available as a matter of course as
part of their care pathway. At the moment, there are no biomarkers available for renal
cancer.

Patients find it difficult to understand a process which denies them alternative licensed
targeted therapies such as Axitinib which is available at a very similar monthly cost,
simply because of intolerability issues or histology. The language and methodology used
in the appraisal are impenetrable to most patients. If the NHS considers the cost of a
laparoscopic partial nephrectomy valuable and cost effective, why we ask, would the
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NHS then refuse access to drugs which would make that investment worthwhile. It is like
paying up front for a train ticket to travel from Euston all the way to Edinburgh and then
kicking the patient off at Manchester!

This N | C E template (appendix G) for Patient Groups is rather prescriptive and
assumes all Patient Groups can fund expert help to interpret clinical trial data &
research papers. We receive £400 from N | C E to enable us to take part which does not
allow us to consult with epidemiologists or health economists or carry out professional
patient surveys. We know N | C E will already have the sought opinions from Clinicians,
Directors of Public Health, Research Scientists, commissioners etc. We sincerely hope
that the following patient statements will answer the points N | C E has suggested we
should observe.........

Advantages of the technology

Disadvantages of the technology

Differences in opinion

Patients who might benefit more or less

Comparing the technology with alternative available treatments
Advantages for patients over other current standard practice
Disadvantages for patients compared with current standard practice
Research evidence on patient or carer views of the technology
Any adverse effects that were not apparent in the clinical trials
Patient or carer views of the condition

Availability of this technology to patients in the NHS

Implications for patients/carers if not made available on the NHS?
Difficulties using the technology?

Equality

NICE is committed to promoting equality of opportunity

Other issues for the Appraisal Committee to consider.

........ but in our own words.

The Kidney Cancer Support Network has learned from patient experiences with targeted
therapies that there are serious implementation and practicality issues with a
recommendation that relies on failure of one specific treatment to which a significant
number of patients are intolerant. A recommendation that is reliant on the failure or
intolerability of a very specific prior treatment i.e. cytokines or sunitinib, is unfair and does
not reflect the current clinical situation faced by both patients and clinicians. In practice,
patients with rarer subtypes or comorbidities may have been treated at second line with
additional targeted therapies made available via funding from the Cancer Drugs Fund
(but not approved by N | C E for routine NHS funding). Any mRCC patient treated via
the CDF route will not now meet the “eligibility criteria” for treatment with Axitinib.

To the best of our knowledge, there is no medical evidence to support conditional use of
Axitinib/Inlyta only to those patients who are unable to tolerate or have a contraindication
to cytokines or sunitinib. If there is an evidence base for this restriction we would like to
make it available to our patient community.

It seems perverse that patients are required to have a treatment and demonstrate an

3
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unacceptable level of toxicity so that they can progress to a drug which their clinicians
feels will be of a benefit to them The current recommendation narrows options for our
patients rather than facilitates ‘a basket of choice’ for individual patients in consultation
with their oncologists.

For patients, having to prove that they cannot tolerate a particular treatment or that a
particular treatment is not effective for their subtype, means that, by virtue of having
taken even one tablet, they have “burned through” another line of therapy and may find
themselves excluded from further treatments. For a patient to be told they are funded for
a treatment with a drug that doesn’t work for them, but they are not funded with a drug
that may work & extend their life, seems at best unreasonable and at worst iniquitous.

For rarer cancers such as renal cell carcinoma, the requirement for direct comparison
trials is, we fee, unrealistic, especially in a rapidly evolving field. Until there are reliable
bio markers available for renal cancer, we need to provide clinicians with an array of
treatment options from which they can choose a drug which will be clinically effective for
particular patients based on a particular subtype, especially if those drugs are from
within a comparable price range i.e. invoiced total monthly cost.

Patients, Clinicians and Researchers know that renal cancer is not a homogenous
disease. Many subtypes of this disease exist. What works well for one patient will not
work for the patient sitting beside them in the clinic. Limiting the treatment options
available to clinicians to treat different subtypes of the same disease is unfair and says
very bluntly to the unfortunate patient who has not responded to an approved first-line
treatment “You have the wrong type of kidney cancer, the NHS will not provide funding
for your particular type of kidney cancer”

Patient/carer statements “In Our Own Words...”

B B | = 2 36 year old mum of 3 young school age children & a RCC patient
(papillary type 1/clear cell component - histology reports have not been consistant). | was
diagnosed nearly 5 years ago. Last year | was totally out of options after previous drug
therapies had failed, | was then fortunate enough to gain access to Axitinib which has
extended my life so far by over 12 months & is still continuing to do so, with relatively
easy to manage side effects.

| also run a support group for RCC patients and carers & | see first-hand what impact
having Axitinib as a treatment option can offer other patients, | know patients currently
receiving Axitinib who are doing very well & | have also lost dear friends to this disease
who had received this treatment prior to & had their lives extended by it, in order to
spend valuable time with their loved ones.

Axitinib can enable a patient who is fully aware that they are going to die from their
disease, the option of living with it for a period of time & | & my family know how
precious that time can be.

B . i< of the late | - 'y husband Il and | were

living in a beautiful 400 year old cottage in Norfolk which he had lovingly restored. He
was getting treatment for kidney cancer from our local hospital. [JJJlif had managed 13
cycles of sutent before being told that it was no longer working and they would be looking
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into a 2nd line treatment for him. We did a bit of research ourselves, to see what
treatment options were available to him. He was told that the only drug available was
Everolimus and this would have to be applied for at the local CDF. Fortunately the drug
was approved and [JJJli] spent the next 6 months on this drug. But the side effects were
horrific. We then found out that he now had active TB. The Hospital gave up on him, said
there was no more treatment that he could have and he probably only had a couple of
months at best.

Meanwhile talking to other members of the Kidney Cancer Support Network, other
people were doing well on a drug called Axitinib after they too had failed on Everolimus,
but not in the area that we lived in. We found out that XXXX hospital was using this drug
with success and we managed to get an appointment with XXXX. |l was told he
would have to apply to his local CDF, but he would stand a good chance. Meanwhile we
had to relocate and fast! We put the cottage on the market well below the market value
for a quick sale, sold and rented a house near the new Hospital.

Axitinib was approved! [JJlij had been given a lifeline. He managed the drug very well
with little side effects, but unfortunately he battled on with the TB and with a weakened
immune system it all took its toll and | lost him on 14th September 2013: thanks to
Axitinib, | believe that my husband & | had another precious six months together.

Ending on the "what ifs" and "maybe's"... If everyone had access to Axitinib as a 2nd line
treatment and it wasn't a "postcode lottery”" maybe my husband would still be here today!

I B | chink it is important that NICE starts to recognize that kidney
cancer is not a homogeneous condition which can be successfully treated by a single or
a limited number of agents. There are many sub-types of kidney cancer as in Clear Cell,
Chromophobe, Papillary type | and Il, Collecting Duct Carcinoma and which may or may
not be hereditary. Response for patients within each sub-type also varies considerably
with each agent, from zero or stable or tumour shrinkage and for a few patients, to be in
remission. To not approve Axitinib ( Inlyta) is denying some patients the opportunity of
continuing to live.

Il B These comments relating to Axitinib are those of a husband who has seen his wife
battle a nasty and debilitating disease for the past four years. She underwent a
nephrectomy of her kidney and adrenal gland in March 2009 and initial scans were clear
but the cancer had returned by December that year. Originally she was referred privately
to an oncologist who put her onto Sutent as the first line treatment which started in
January 2010. That was initially successful but she was taken off after ten months due to
side effects severely affecting her quality of life. From then until December 2012 she was
treated with four further chemotherapy drugs which either did not work or, like the Sutent,
caused major issues in terms of quality of life. At that point she was put onto Axitinib as
that was the last licensed treatment available, with the only remaining option being trials.
Since then we have seen a constant response to the drug which has, at this time,
provided stability in her condition. The biggest factor with this stability has been the
reduction in side effects that she has experienced which in turn have added to her well-
being.

| would argue that a drug that is effective in treating people but which has a lesser impact
in terms of side effects, gives huge benefits in terms of quality of life. That is something
that cannot be measured in monetary terms and something that, as a loved one, cannot
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put a price on. When my wife was diagnosed with the secondary kidney cancer we were
told by the oncologist that we were lucky as, if it had been six or seven years earlier, then
there was no chemotherapy available. We were fortunate because people had taken the
choices to make Sutent and subsequent drugs available to those who needed it. Axitinib
falls under the same category and people deserve to access to it, not because they
happen to be fortunate to have private medical cover, but because it is a treatment that
works and should be available to all

I B @) | s diagnosed with kidney cancer in July 2007 and despite a
nephrectomy it later spread to my lungs and to various other parts of my body including

my brain. In total | have had ten tumours removed by conventional surgery, including
three in my brain. A further thirty one tumours in my brain have been treated with
Stereotactic Radio Surgery (Gamma Knife) by the excellent team in Sheffield on five
occasions. However, | had to find £30,000 from my pension and life savings to pay for
two of these. | have been prescribed Sutent (Sunitinib) for the last two and a half years
which my Oncologist confirms has stabilised my cancer for the time being with minimal
side effects. My Quality of Life is excellent in spite of the fact that | have to cope on my
own without a carer or any help and support since the recent death of my wife from a
rare form of breast cancer.

However, | am fearful that my long fight for survival will come to nought if NICE decides
not to authorise the availability of Axitinib on the NHS, as it is known that Sutent like most
cancer drugs has a limited efficacy after a time. Itis common knowledge within the
cancer fraternity that sequential treatment is the gold standard which we all must strive to
attain if we are ever to win this on-going battle for the future generations. So | urge you
to authorise this drug as a second line treatment for kidney cancer as | will be unable to
pay for this drug without having to remortgage or sell my house. | consider | have paid
enough in taxes over my lifetime to the NHS together with the above mentioned £30,000
to justify better treatment the for many thousands of cancer patients like me.

I hope to soon be celebrating my granddaughter’s first birthday and am grateful to NICE
for eventually authorising Sutent which has made this possible. We cannot continue to
rely on the Cancer Drugs Fund and it's about time NICE gave cancer patients a little
more support without having to fight for drugs which clearly can extend Quality of Life.

B B : | am my husband’s carer, following a brain tumour (secondary) it was found he
had kidney cancer (primary). During this traumatic diagnosis my husband, for the first
time in our married life of over 30 years sobbed his heart out saying he did not want to
die, he wasn’t ready. He was put on a drug Pazopanib as 1st line of defence with an
option of another drug as a 2nd line, this gave us both hope, the first drug shrunk his
tumour and as of yet he does not need the 2nd line BUT the important thing is, the
knowing it is available is a lifer saver in itself.....

It's not just about the cost value of drugs — people making the decisions on behalf of any
cancer patient should remember........... “Every human life has a value”

My name is ||} }]] I ' live with my wife and two sons and was diagnosed with
Clear Cell Renal Cell Carcinoma (G4 pT2) at the age of 40 in 2010. | have never
smoked, | drank alcohol rarely (now tee total) and was otherwise fit and well. A 14.5cm
tumour was removed surgically along with my right kidney. In early 2013 the cancer was
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found to have metastasised and a further operation was carried out to remove a tumour
from my right lung. So far my treatment has not involved taking any drugs.

Whilst the two major surgical procedures | have undergone have taken their toll
physically, it is the psychological impact of living with the prospect of further metastases
that is most difficult for me, my family, friends and colleagues. | have been told that
having had such a large primary tumour and an instance of spread puts me at a high risk
of recurrence.

I have continued to work full time as a Wholesale Director working for a magazine
marketing and distribution company and apart for a couple of months off to recover from
the two surgeries | have continued to work full time and like many cancer patients |
continue to make a full contribution to society .

I have become very active with Kidney Cancer support groups since my diagnosis, partly
in an effort to better understand my prognosis and to learn from others affected the
various treatment options that | may have to consider if the worst was to happen. It is
from seeing the incredibly effective impact drugs such as Axitinib is having on some of
the people around me where life is extended and crucially quality of life is significantly
improved that helps me and those around me cope with the uncertainty ahead. Without
access to these drugs my prospects may be severely damaged greatly amplifying my
already high levels of stress.

I B : - (case find here my intended email in support of Axitinib. | have
Kidney Cancer. In 2011 my kidney and a very large tumour was removed. On review |
was told my cancer was very aggressive, but no further treatment at that point was
available. | did however enter the Sorce Sorafenib trial. After two years nodules were
found and removed.

No further treatment is on offer. So | have a situation where, | will most likely need, later
in my prognosis, further assistance, and | would pray that some will be available. | would
on this basis implore you to make available Axitinib, and other drugs or treatments that
are available at this time.

We are at present on the fulcrum of great advances with this disease and its
treatment/cure. The [l name is synonymous with fighting Cancer. Therefore grant
the right to use what has been found.

Part of the Hippocratic Oath (Modern version) states: "I will remember that | do not treat
a fever chart, a cancerous growth, but a sick human being, whose illness may affect the
person's family and economic stability. My responsibility includes these related problems,
if | am to care adequately for the sick. “

In short that means we treat humans not illnesses. Please be human. Give us the tools.

I B sioted Axitinib in January 2013, after failure of Sutent and
disease progression in spinal and lung metastases. Still taking it. Dosage: 10 mg per

day (5mg twice a day) for the first 9 months, 12 mg per day since end of September
(6mg twice a day).

Efficacy: Mixed. 1st CT, after 8 weeks, showed stability in all mets. Subsequent scans
have shown stability in spinal met (however, also having monthly infusions of Zometa)
but small though steady increases in lung nodules.

Effects: Easy to tolerate to start with, but became increasingly difficult to live with. We are
beyond delighted that the spinal tumour is keeping nice and quiet, even if that's down to
the combined effects of Axitinib plus Zometa. We also feel that, as mRCC is such an
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unpredictable and tricky beast, there cannot be too many drugs to combat it in the
armoury and it's well worth having Axitinib amongst what are really quite limited options.

I 7he decision as to whether Axitinib should be available as a second line drug
for Kidney Cancer is, to many, a matter of life and death. Not only life and death but also,
sadly, an example of the ever increasing schism between health care available to the
rich and the poor.

| discovered | had Kidney cancer 10 years ago and have been fighting against the
disease ever since. I've had one Kidney, 2 lung lobes, an adrenal gland removed and the
other ablated plus half a rib removed to date. I've won every battle so far. Two years ago
we discovered inoperable mets in my both lungs and pancreas and we took the hard
decision to start on a course of Sunitinib. Trust me, no one WANTS to take these drugs,
it's a matter of need. | have 2 miserable weeks in every cycle but it's worth it for the 4
good weeks and the ever improving scan results. My last CT Scan showed no apparent
evidence of disease.

My daughter and her husband are trying for a baby and having Sutent available to me
means | will be able to meet my first grandchild. But what happens if Sutent stops
working? Should | be written off after all that the NHS has invested in my treatment and
which has been so worthwhile? Should | remortgage my house to pay for the drugs that
would only be available to me privately? With a 10 year history of cancer, health
insurance is certainly no longer an option to me. Patients are in no doubt about the true
value of Axitinib

The NHS has a limited budget, that is a clear and unchangeable fact, and why should
you make continuing care available to cancer patients? The CDF includes funding for
Axitinib at 2nd line. We should be in a position to use CDF data and reassess the true
cost of Axitinib to patients and the NHS, based on this new evidence.

s

Thank you for the opportunity to take part in this appraisal.

For and On Behalf of the Membership of the Kidney Cancer Support Network
www.kidneycancersupportnetwork.co.uk




http://www.kidneycancersupportnetwork.co.uk/
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Thank you for agreeing to give us your views on the technology and the way it should
be used in the NHS.

Patients and patient advocates can provide a unique perspective on the technology,
which is not typically available from the published literature.

To help you give your views, we have provided a template. The questions are there
as prompts to guide you. You do not have to answer every question. Please do not
exceed the 8-page limit.

About you

Your name: Pat Hanlon

Name of your organisation: Kidney Cancer UK

Are you (tick all that apply):
- a patient with the condition for which NICE is considering this technology?

- acarer of a patient with the condition for which NICE is considering this
technology?

- an employee of a patient organisation that represents patients with the
condition for which NICE is considering the technology? If so, give your
position in the organisation where appropriate (e.g. policy officer, trustee,
member,)

X a patient with transitional cell carcinoma (TCC)

National Institute for Health and Care Excellence
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Single Technology Appraisal of Axitinib for the treatment of advanced renal cell carcinoma
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What do patients and/or carers consider to be the advantages and
disadvantages of the technology for the condition?

1. Advantages

(a) Please list the specific aspect(s) of the condition that you expect the technology to
help with. For each aspect you list please describe, if possible, what difference you
expect the technology to make.

Metastatic renal cell carcinoma (mRCC) is very largely resistant to radiotherapy,
chemotherapy and hormone therapy. Consequently, in treating it, a lot of reliance has
to be placed upon new classes of targeted drugs, such as TKils, of which axitinib is
one. Axitinib aims to slow down, halt or even reverse tumour growth; and it has been
shown to lead to significant increase in progression-free survival as compared with
other targeted drugs.

(b) Please list any short-term and/or long-term benefits that patients expect to gain
from using the technology. These might include the effect of the technology on:

- the course and/or outcome of the condition

- physical symptoms

- pain

- level of disability

- mental health

- quality of life (lifestyle, work, social functioning etc.)

- other quality of life issues not listed above

- other people (for example family, friends, employers)

- other issues not listed above.

In second —line treatment axitinb has the potential to extend progression-free survival
by several months and thus delay the need for best supportive palliative care. In this
way the drug produces some important psychological benefits for patients in giving
them more time with their families at the end of their lives, something that is very
highly valued by both patients and their carers.

In addition to greater potency in slowing tumour growth, axitinib appears to be more
easily tolerated than other drugs. Its side effects are less severe, being classified as
‘mild’ to ‘moderate’. And some side effects which patients find especially difficult to
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cope with (eg blisters on hands and feet) are much less pronounced with axitinib than
with other TKI drugs.

What do patients and/or carers consider to be the advantages and
disadvantages of the technology for the condition? (continued)

2. Disadvantages
Please list any problems with or concerns you have about the technology.
Disadvantages might include:
- aspects of the condition that the technology cannot help with or might make
worse.
- difficulties in taking or using the technology
- side effects (please describe which side effects patients might be willing to
accept or tolerate and which would be difficult to accept or tolerate)
- impact on others (for example family, friends, employers)
- financial impact on the patient and/or their family (for example cost of travel
needed to access the technology, or the cost of paying a carer).

Axitinb does not lead to a curative outcome. It can only delay the advance of
tumours. And some patients may find the anxiety engendered by this difficult to come
to terms with.

Not all patients respond equally well; and axitinib still has some serious side effects,
like diarrhoea, fatigue nausea and vomiting. Although most side effects can be
controlled by appropriate medication and life-style changes, it may take some time
before the correct medication and dose is found.

There are a few potentially serious adverse events (SAEs). These are more likely to
pose problems to patients with the conditions of hypothyroidism and hypertension.
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3. Are there differences in opinion between patients about the usefulness or
otherwise of this technology? If so, please describe them.

I's often a matter of personal choice. Some patients look upon the use of the
technology of axitinib as ‘putting off the inevitable’ and manage their disease in other
ways. But the vast majority welcome this development in the treatment of mRCC.

4. Are there any groups of patients who might benefit more from the technology
than others? Are there any groups of patients who might benefit less from the
technology than others?

As with many conditions, younger and fitter patients may benefit more than older
patients presenting with a multiplicity of other health issues. The latter might be
expected to find the side effects more difficult to deal with
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Comparing the technology with alternative available treatments or
technologies

NICE is interested in your views on how the technology compares with with existing
treatments for this condition in the UK.

() Please list any current standard practice (alternatives if any) used in the
UK.

There is currently no drug approved by NICE for second-line treatment of mRCC.
Everolimus has been quite widely used, but was not recommended on the ground
that it is not considered cost-effective. Both everolimus and axitinib are included on
the list of drugs eligible for support from the Cancer Drugs Fund. But this only applies
in England. The recent decision of the Scottish Medicines Consortium to approve
axitininb for funding by NHS Scotland is most warmly welcomed. But patients in
Wales and Northern Ireland currently have access to no publicly funded drug for
second-line treatment of mMRCC

[ (i

(i) If you think that the new technology has any advantages for patients over other
current standard practice, please describe them. Advantages might include:
- improvement in the condition overall
- improvement in certain aspects of the condition
- ease of use (for example tablets rather than injection)
- where the technology has to be used (for example at home rather than in
hospital)
- side effects (please describe nature and number of problems, frequency,
duration, severity etc.)

The main advantages of axitinib over current standard practice are greater potency
(leading to longer patient survival) and fewer and less severe side effects.
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(iii) If you think that the new technology has any disadvantages for patients
compared with current standard practice, please describe them. Disadvantages
might include:
- worsening of the condition overall
- worsening of specific aspects of the condition
- difficulty in use (for example injection rather than tablets)
- where the technology has to be used (for example in hospital rather than at
home)
- side effects (for example nature or number of problems, how often, for how
long, how severe).

The disadvantages of axitinib are no more than the disadvantages associated
with drugs in current standard use

Equality and Diversity

NICE is committed to promoting equality of opportunity, eliminating unlawful
discrimination and fostering good relations between people with particular protected
characteristics and others. Please let us know if you think that this appraisal:

- Could exclude from full consideration any people protected by the equality
legislation who fall within the patient population for which [the treatment(s)] is/are/will
be licensed;

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

- Could lead to recommendations that have any adverse impact on people with
a particular disability or disabilities

Please tell us what evidence should be obtained to enable the Committee to identify
and consider such impacts

We have no particular reasons to suggest that the axitinib technology would
do anything to impair equality and diversity
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Research evidence on patient or carer views of the technology

If you are familiar with the evidence base for the technology, please comment on
whether patients’ experience of using the technology as part of their routine NHS
care reflects that observed under clinical trial conditions.

Not known

Are there any adverse effects that were not apparent in the clinical trials but have
come to light since, during routine NHS care?

None that we are aware of
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Are you aware of any research carried out on patient or carer views of the condition
or existing treatments that is relevant to an appraisal of this technology? If yes,
please provide references to the relevant studies.

No
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Availability of this technology to patients in the NHS

What key differences, if any, would it make to patients and/or carers if this technology
was made available on the NHS?

What implications would it have for patients and/or carers if the technology was not
made available to patients on the NHS?

Are there groups of patients that have difficulties using the technology?
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Other Issues

Please include here any other issues you would like the Appraisal Committee to
consider when appraising this technology.
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Physicians
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1. Introduction

The Evidence Review Group (ERG) was requested by NICE to provide a critique of the
additional evidence submitted by the manufacturer following upheld appeal point 1.4.

Pfizer’s submission addendum post appeal included data and analyses for the prior-cytokine
population only. Pfizer’s submission addendum post appeal is aimed to allow the comparison
of axitinib with sunitinib and pazopanib in terms of clinical effectiveness and cost-
effectiveness in adults with advanced renal cell carcinoma who have received prior-cytokine
treatment, as specified in the updated scope.

Pfizer’s submission addendum post appeal consists of two documents: “Section A — decision
problem”, and a main addendum report; together with an economic model in Excel. The first
document, “Section A — decision problem” is more or less the same as the original
submission with some parts updated to reflect the new scope. The decision problem does
address the final updated scope as issued by NICE. This critique will focus on the main
addendum report and the updated economic model.
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2. Clinical effectiveness

The purpose of this addendum to the ERG report is to provide an assessment of the
comparative clinical and cost effectiveness evidence relating to axitinib and the comparators
in the updated scope (i.e. BSC, sunitinib and pazopanib) for the prior-cytokine population.

In the manufacturer’s original evidence submission, an indirect comparison was conducted to
compare the relative efficacy of axitinib with Best Supportive Care (BSC) in the prior-
cytokine population, in line with the original final scope. The network included two studies
which allowed a comparison of the relative efficacy of axitinib with BSC relevant to the
prior-cytokine population:

e AXIS: a Phase Ill study of axitinib versus sorafenib (the pivotal trial for axitinib,

reported in the original submission) and
e TARGET: a Phase Il study of sorafenib versus placebo.

For the comparators in the updated final scope (pazopanib, sunitinib and BSC), the clinical
evidence for the efficacy and safety of sunitinib in a prior-cytokine population consists of
two, open-label, single-arm non-RCT studies (Study RTKC-0511-014 and Study
A6181006/NCT00077974), both of which demonstrated response to sunitinib in patients with
metastatic RCC who had failed treatment with cytokines. Furthermore, the evidence for the
efficacy and safety of pazopanib consists of a single Phase 111 RCT conducted versus placebo
(Study VEG105192), of which a proportion of enrolled patients had received prior-cytokine
therapy. Pazopanib demonstrated significant improvements in progression-free survival
(PFS) in a prior-cytokine population compared with placebo, however there was no
significant difference in overall survival (OS) in the ITT results. As cross-over was permitted
from the placebo arm to the pazopanib arm in the event of disease progression and 54% of
placebo patients (ITT population) therefore received treatment with pazopanib, this
introduced significant confounding of the OS results. However, results are presented based on
the Inverse Probability of Censor Weighting (IPCW) and the Rank Preserving Structural
Failure Time (RPSFT) methods as well the ITT-analysis.

The indirect comparison in the original evidence submission was updated in Pfizer’s
submission addendum post appeal to include the pazopanib study in the evidence network, in
order to compare the relative efficacy of axitinib with pazopanib for PFS. According to the
manufacturer, “the results of this comparison suggest that there is a 95% probability that
axitinib will always be superior to placebo (BSC), pazopanib and sorafenib for the PFS
endpoint”. In addition the manufacturer stated that “it was not possible to include sunitinib in
the evidence network, as there were no relevant RCTs available for the prior-cytokine
population.”

2.1  Search strategy

The manufacturer did not update the RCT and non-RCT systematic reviews. Therefore, the
searches were last performed in April 2012. In addition, a non-systematic search of Medline*
was carried out to identify further publications for sunitinib in the prior-cytokine population
and any publications providing updated results for the VEG105192 study.
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Based on these searches the following studies were identified in the prior-cytokine
population:

e For sunitinib, two phase Il, open-label, single-arm, multicentre studies (Study RTKC-
0511-014 and Study A6181006/NCT00077974; N=63 and N=106, respectively)
designed to assess the efficacy and safety of sunitinib in patients with metastatic clear-
cell RCC after failure of prior-cytokine therapy;** and one phase Il study designed to
assess the efficacy and safety of sunitinib in Japanese patients with mRCC who were
treatment-naive or who had previously received cytokine therapy.> According to the
manufacturer, this study is considered of limited relevance to the UK population and is
therefore not used in Pfizer’s submission addendum post appeal.

e For pazopanib, one phase Il RCT designed to determine the efficacy and safety of
pazopanib versus placebo in patients with advanced/mRCC who were naive to treatment
or who had previously received cytokines (VEG105192).%

ERG Comment

Pfizer’s submission addendum post appeal® reported that studies of sunitinib efficacy were
identified from a prior NICE MTA report.® As the last RCT searches for this report® were
undertaken in September/October 2007, the ERG considered this justification inadequate and
the searches outdated. The ERG was unable to update these searches or screen the results for
missed references; therefore the ERG was not aware of any other relevant studies.

The ERG noted a paucity of free-text terminology and synonyms in the search strategy for
renal cell or kidney cancer or tumours. This may have resulted in a lack of sensitivity in the
Manufacturer Submission (MS) strategy’ which might have limited recall of relevant
references. There was a similar absence of Emtree indexing terms and CAS registry numbers
for the intervention of interest and all comparators. The ERG noted this lack of sensitivity in
the strategy, however it was not possible to replicate the search or to screen for possible
missed references.

Based on the evidence presented in the Pfizer’s submission addendum post appeal, the ERG
agrees that the available information for sunitinib is not suitable for a comparison with
axitinib, because the data for sunitinib are derived from single arm studies. Therefore, a
comparison between axitinib and sunitinib is not appropriate.

To enable an indirect comparison between axitinib and pazopanib, the manufacturer
identified one relevant RCT of pazopanib versus placebo (VEG105192), which was already
identified in the manufacturer’s original evidence submission. This study will be discussed
further below.

The network diagram for the comparison of axitinib with pazopanib is provided in the figure
below (see Pfizer’s submission addendum post appeal, Figure 1, page 12).
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Figure 1: Network diagram for the comparison of axitinib with pazopanib

VEG105192

1 trial

1 trial
TARGET

1 trial
AXIS

2.2

Axitinib versus pazopanib in a prior-cytokine population

The manufacturer presented details of the methodology of the AXIS trial and the
VEG105192 trial in Pfizer’s submission addendum post appeal (see Table 5, page 8). This
table is copied below. Additional information was added by the ERG when relevant and
important (underlined).

Table 1: Methodology — AXIS and VEG105192 studies

Trial AXIS™ VEG105192°*

Study objective To compare the efficacy and To determine the efficacy and safety of
safety of axitinib vs sorafenib in | pazopanib in treatment-naive or
patients with advanced RCC who | cytokine pre-treated patients with
had disease progression after advanced RCC
initial systemic therapy.

Location 175 sites in 22 countries: Europe, | Europe, N. America, S. America, Asia,
N. America, S. America, Asia, Australasia, Africa
Australia. (49 patients at 10
centres in the UK were treated)

Design Phase 111, randomised, open- Randomised, placebo-controlled,

label, multicentre, international,
two-arm study.

double-blind, global, multicentre phase
111 study. Cross-over was permitted.

Duration of study

Treatment was to continue until
disease progression, intolerable
adverse drug reactions or
withdrawal of consent.

Until disease progression, death,
unacceptable toxicity or withdrawal of
consent for any reason.

Patients who progressed were un-
blinded and if on placebo were allowed
to cross-over to receive pazopanib via
an open-label study.
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Method of
randomisation

Stratified on the basis of ECOG
PS (0 or 1) and prior systemic
treatment. Randomised ina 1:1
ratio.

Stratified on the basis of ECOG PS (0
or 1), prior nephrectomy (yes or no) and
prior systemic treatment (naive or
cytokine pre-treated) Randomised in a
2:1 ratio.

Method of blinding

Double-blind

Double-blind

Intervention and

Axitinib (N=361; Prior-

Pazopanib 800 mg OD (n=290; Prior-

comparator cytokines: n=126, 35%), cytokines: n=135, 47%)
administered at a starting dose of | Placebo OD (n=145; Prior-cytokines:
5mg BD n=67, 46%)
Sorafenib (N=362; Prior-
cytokines: n=125, 35%),
administered at a starting dose of
400 mg BD
Assessments CT/MRI scans were required Disease assessments were performed at

every 6 weeks for the first 12
weeks, then every 8 weeks.

baseline, every 6 weeks until week 24,
and every 8 weeks thereafter until
progression. Bone scans were
performed at least every 24 weeks in all
patients and on confirmation of
objective response.

Primary outcomes
(including scoring
methods and timings
of assessments)

PFS (as defined by the IRC) (the
time from randomisation to
tumour progression or to death)

PFS (the time interval between the date
of random assignment and the date of
progression or death).

Secondary outcomes
(including scoring
methods and timings
of assessments)

o PFS (Investigator
assessment)

0s

ORR

Duration of response
Safety

e OS
¢ Response rate (CR + PR)
o Safety

Duration of follow-up

Patients were followed until
disease progression, intolerable
adverse drug reactions or
withdrawal of consent. The final
assessment was performed 28
days after the last dose of study
drug. All patients were followed
for survival at least every 3
months after discontinuing study
treatment until at least 3 years
after randomisation of the last
patient.

Until disease progression, death,
unacceptable toxicity or withdrawal of
consent. Subsequent anticancer therapy
for patients with progressive disease
was at the discretion of the patients and
their physicians. Patients who
experienced disease progression were
un-blinded, and if found to be on
placebo, had the option of receiving
pazopanib via an open-label study.

Abbreviations: CR, complete response; ECOG PS, Eastern Cooperative Oncology Group performance status;
HRQoL, health-related quality of life; OD, once daily; OR, objective response; OS, overall survival; PFS,
progression-free survival; PR, partial response; RCC, renal cell carcinoma.

The main difference between the two trials is that cross-over from placebo to pazopanib was
allowed in the VEG105192 trial after progression of disease. A comparison of the AXIS trial
with the TARGET trial was already described in the original manufacturer’s submission and
critiqued in the original ERG report.
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Inclusion and exclusion criteria for the AXIS and VEG105192 trials are presented in Table 6
of the MS (see MS, Table 6, page 9), see also table below.

Table 2: Inclusion/exclusion criteria — AXIS and VEG105192 studies

AXI1S" VEG105192° '
Inclusion « Histologically or cytologically e Clear cell or predominantly clear cell
criteria confirmed mRCC with a clear cell histology
subtype component e Measurable disease as per RECIST
e Progressive disease criteria per e > 18 years
RECIST after 1 prior systemic first- | ¢ ECOGPS <1
line regimen for mRCC which had ° Adequate renal, hepatic and
to have contained either sunitinib, haematological function
bevacizumab + IFN-a, temsirolimus,
or cytokine(s)
o ECOG performance status of 0 or 1
Exclusion o Prior treatment of mMRCC with more | e CNS metastasis
criteria than 1 systemic first-line regimen e Leptomeningeal lesions

o Major surgery <4 weeks or radiation
therapy <2 weeks before starting

e Poorly controlled hypertension (systolic
BP of > 140 mmHg or diastolic BP of >

study treatment
e Evidence of brain metastases

90 mmHg, despite anti-hypertensive
therapy)

e QTc interval > 470 ms

o A history of class I11/1VV congestive
heart failure per NYHA classification,
cardiac angioplasty or stenting,
myocardial infarction, unstable angina
or cerebrovascular accident

Abbreviations: BP, blood pressure; ECOG PS, Eastern Cooperative Oncology Group performance status;
mRCC, metastatic renal cell carcinoma; NYHA, New York Heart Association; RECIST, Response Evaluation
Criteria in Solid Tumours.

Details of patient characteristics for Study VEG105192 and the axitinib study (AXIS) are
presented in Table 3.

Table 3: Patient characteristics — AXIS and VEG105192 studies (ITT Population)

AXIS"Y VEG105192°
Axitinib Sorafenib Pazopanib Placebo
(N=361) (N=362) N=290 N=145
Age, median (range) 61.0 (20-82) | 61.0 (20-80) 59 (28-85) 60 (25-81)
Male, n (%) 265 (73.4) 258 (71.3) 198 (68) 109 (75)
ECOG performance status, n
(%)
0 195 (54.0) 200 (55.2) 123 (42) 60 (41)
1 162 (44.9) 160 (44.2) 167 (58) 85 (59)
>1 1(0.3) 0 0 0
MSKCC risk score, n (%0)
Favourable 100 (27.7) 101 (27.9) 113 (39) 57 (39)
Intermediate 134 (37.1) 130 (35.9) 159 (55) 77 (53)
Poor 118 (32.7) 120 (33.1) 9(3) 5(@3)
Missing data 9 (2.5) 11 (3.0) 9(3) 6 (4)
Previous nephrectomy, n (%) 327 (90.6) 331 (91.4) 258 (89) 127 (88)
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AXIS"Y VEG105192°

Axitinib Sorafenib Pazopanib Placebo

(N=361) (N=362) N=290 N=145

Previous cytokine therapy, n (%) 126 (34.9) 125 (34.5) 135 (47) 67 (46)
Common metastatic sites

Lung 274 (75.9) 292 (80.7) 214 (74) 106 (73)

Liver 102 (28.3) 103 (28.5) 75 (26) 32 (22)

Bone 119 (33.0) 107 (29.6) 81 (28) 38 (26)

Lymph node 209 (57.9) 202 (55.8) 157 (54) 86 (59)

Kidney 81 (22.4) 77 (21.3) 66 (23) 36 (25)

Abbreviations: ECOG, Eastern Cooperative Oncology Group; MSKCC, Memorial Sloan-Kettering Cancer
Centre; NR, not reported.

ERG Comment

The populations in the AXIS and VEG105192 trials are reasonably comparable based on a
comparison of the ITT populations in both trials. Based on ECOG it looks like the
VEG105192 trial has more diseased patients, as a higher percentage of patients have score 1.
However, based on MSKCC it looks like AXIS patients are more diseased, as there are more
patients with a poor risk score.

More importantly, no comparison was possible for the prior-cytokines populations only in
both trials as data were not presented. The ERG requested this information in the clarification
letter, but the manufacturer confirmed that these data are not available (See Pfizer’s Response
to the Clarification Letter, Question 2).!

Results from the indirect comparison of axitinib versus BSC in the cytokine refractory
population in the original submission showed that axitinib was significantly better than BSC
in terms of PFS and OS (see Table 4). However, as reported in the original ERG report, a
comparison of trial populations used in the analyses was not possible, because patient
characteristics were not reported for cytokine refractory patients separately in both trials. In
addition, there were concerns about the results for overall survival in the TARGET trial due
to treatment switching from placebo to sorafenib at the point of disease progression.
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Table 4: Summary of results (Axitinib vs BSC in prior-cytokine population)

AXIS Axitinib | Sorafenib | Difference HR (95% CI)

. 12.1 6.5 5.6 0.464 (0.318 to 0.676)"
Median PFS (months) | 7, 8.3 3.7 | 0.636(0.449 to 0.900)’
Median OS (months) 29.4 27.8 1.6 0.813 (0.5551t0 1.191)

TARGET Sorafenib | Placebo [ Difference HR (95% CI)
Median PFS (months) 55 2.8 2.7 0.54 (0.45 to 0.64)
Median OS (months) 17.8 14.3 35 0.78 (0.62 to 0.97)*

Indirect comparison | Axitinib BSC Difference HR (95% Crl)

Median PFS (months) | 11** 3.5%* 75%* | 0.251 (0.165 to 0.379)"

Median OS (months) 33.58 23.58 108 0.63 (0.41 to 0.99)

1 Independent Review Committee (IRC) assessment; 2 Investigator assessment

* Placebo censored at cross-over

** Approximation based on 3 extrapolated curves (Weibull, Lognormal and Gompertz) used in model
+ Based on IRC assessment in the AXIS trial

8§ Approximation based on 3 extrapolated curves (Weibull, Loglogistic and Gompertz) used in model

The Appraisal Committee “also noted that an assumption of proportional hazards, which
assumes a constant treatment effect over a lifetime, had been used to derive the survival
estimates and had not been tested. Therefore, the Committee concluded that although the
indirect comparison was adequately performed, the results might not be robust.” (Final
Appraisal Decision (FAD), point 4.6, page 34)

In Pfizer’s submission addendum post appeal, Pfizer added the results of the VEG105192
trial (pazopanib versus placebo) to the indirect comparison, allowing a comparison of axitinib
versus pazopanib in the prior-cytokine population for PFS. The results of this indirect
comparison are presented in Table 5. Pfizer did not perform an indirect comparison for OS
due to concerns about the reliability of OS results from the VEG105192 trial where patients
who progressed could cross-over from placebo to pazopanib. The ERG has calculated these
results using the same analysis methods used for the PFS outcome, and the three sets of OS
results from the VEG105192 trial (ITT; and the two methods adjusting for cross-over: IPCW
and RPSFT). They are presented in table 5.

10
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Table 5: Summary of results (Axitinib versus pazopanib in prior-cytokine population)

VEG105192 Pazopanib | Placebo [ Difference HR (95% CI)
Median PFS (months) 7.4 4.2 3.2 0.54 (0.351t0 0.84)
0.82 (0.57t0 1.16) ITT
Median OS (months) 22.7 18.7 4.0 0.53 (0.315t0 1.112) IPCW
0.53 (0.341 to 4.849) RPSFT
Indirect comparison | Axitinib | Pazopanib | Difference HR (95% Crl)
Median PFS (months) 11.5* 7.4* 4.1* 0.465 (0.255 to 0.852)
0.77 (0.27 t0 2.16) ITT**
Median OS (months) 33.3* 22.7* 10.6* 1.197 (0.37 to 3.84) IPCW**
1.198 (0.23 to 6.30) RPSFT**

HR=Hazard Ratio; ITT=Intention-to-Treat; IPCW=inverse probability of censor weighting; RPSFT=rank
preserving structural failure time

* See Table 12, Pfizer’s submission addendum post appeal (A copy of this table is added as Appendix 1 in this

report)
** ERG calculations

11
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ERG Comment

AXitinib versus sunitinib:

The manufacturer did not perform an indirect comparison of axitinib versus sunitinib in a
prior-cytokine population. Instead it presented a naive comparison of survival data for
axitinib and sunitinib. The ERG asked the manufacturer to explain what was meant by a
naive comparison in the clarification letter. The manufacturer explained that “The use of the
term naive comparison (also referred to as an unadjusted comparison in the literature) in
section 4 and 5 of Pfizer’s submission addendum post appeal describes the approach adopted
in the addendum whereby the results of individual arms from the AXIS, TARGET,
VEG105192 and sunitinib trials were directly compared with each other.” (See Pfizer’s
Response to the Clarification Letter, Question 10)." Based on this naive comparison the
manufacturer concludes that “axitinib may be associated with an additional 5.5 months
survival versus sunitinib (using the mature results of the larger phase Il study)” (MS, section
4, page 15). “In addition, axitinib may be associated with a PFS benefit of an additional 3.3
months versus sunitinib (using larger phase II study)” (MS, section 4, page 15). As these
comparisons are based on evidence from single arm studies, and not a direct comparison
within a study, the ERG considers these comparisons unreliable. Therefore, the ERG agrees
that a reliable indirect comparison of axitinib versus sunitinib in a prior-cytokine population
is not possible with the available data.

Axitinib versus pazopanib:

The manufacturer describes the challenges in performing an indirect comparison for overall
survival (MS, section 3.3, page 14) and concludes that an indirect comparison was prone to
considerable biases and would therefore not considered to be robust.

In a recent Health Economics and Decision Science (HEDS) discussion paper, Latimer et al
discuss statistical approaches for adjusting survival estimates in the presence of treatment
switching in order to determine which methods are most appropriate in a range of realistic
scenarios.’* The authors conclude that randomisation-based methods (such as RPSFT) can
accurately adjust for treatment switching when the treatment effect seen in patients that
switch is the same as for patients randomised to the experimental group. When this is not the
case observational-based methods (such as IPCW) or simple two stage methods should be
considered, although the IPCW is prone to substantial bias when the proportion of patients
that switch is greater than approximately 90%. Simple methods such as censoring or
excluding patients that switch should not be used.

In other words, the hazard ratio for overall survival from the TARGET trial (censoring at
cross-over) has been calculated using a method which may not be reliable. Regarding the
hazard ratio for overall survival for pazopanib versus placebo, we have three estimates: based
on the ITT analyses, and adjusted using the RPSFT and IPCW methods. Given that treatment

12
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switching was permitted in the VEG105192 trial after disease progression for patients on
placebo the “common treatment effect” assumption of the RPSFT method may not be
clinically plausible. The IPCW method is conditional on a “no unmeasured confounders”
assumption. This requires that all variables which could contribute to the reasons for
switching treatment are measured. This assumption is problematic with smaller data sets (the
VEG105192 trial included 145 placebo patients (67 prior-cytokine patients), with 54% of
placebo patients receiving pazopanib via the open-label extension study). In conclusion, all
three estimates for the hazard ratio for overall survival of pazopanib versus placebo in the
VEG105192 trial may be biased and unreliable. Although both adjusted methods produce the
same point estimate for the HR of pazopanib versus placebo (HR = 0.53), the difference in
confidence intervals is quite substantial.

We have performed an indirect comparison for OS using the same analysis methods used for
the PFS outcome, and the three sets of OS results from the VEG105192 trial (ITT; IPCW and
RPSFT). The results are presented in table 5 for illustration but, due to the issues stated
above, none of these results can be considered reliable. Overall, both the hazard ratios for OS
for axitinib versus BSC and for pazopanib versus placebo may be biased, therefore any
indirect comparison results will be biased due to the high proportion of patients crossing from
placebo to active treatment after disease progression.

The hazard ratio for PFS is most likely a more reliable estimate than the hazard ratio for OS:
axitinib versus pazopanib HR = 0.465 (0.255 to 0.852), because it is not affected by cross-
over.

As described in the original ERG report, other outcomes, such as response, quality of life and
adverse events were not reported for the comparison between axitinib and BSC in cytokine
refractory patients. Therefore, these outcomes are also not reported for the comparison
between axitinib and pazopanib.

13
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3. Cost-effectiveness

In this section the manufacturer performs a naive cost-effectiveness study of axitinib
compared to BSC, sunitinib and pazopanib for the prior cytokine population.

Axitinib versus BSC:

In the original submission with PAS, the base case ICER reported for the prior cytokine
population of axitinib versus BSC was £55,000 per QALY gained. According to the
manufacturer this ICER is overestimated. The overestimation comes basically from the bias
introduced in the OS analysis in the TARGET study, where 48% of the patients crossed over
to sorafenib, resulting in an underestimation of the OS gain of axitinib versus BSC.
Moreover, as discussed in section 4.12 of the FAD, this idea was also supported by clinical
and patient experts who considered that the base case OS for the BSC group (approximately
24 months) is not observed in clinical practice.™

In the manufacturer’s ACD response, it was proposed to use the lower 95% CI for the OS
HR. In that scenario, the median OS for BSC was estimated at 17.6 months (closer to the 14.3
months reported in TARGET), and the ICER for the prior cytokine population of axitinib
versus BSC was £33,000 per QALY gained with the PAS. According to the manufacturer, it
should be seen as more relevant for decision making since it is based on more clinically
plausible results regarding BSC.

AXitinib versus sunitinib and axitinib versus pazopanib:

The data presented in Table 12 (a copy of this table is added as Appendix 1 in this report) in
the manufacturer’s addendum report® shows that the median OS for BSC from the indirect
comparison (24 months) is higher than the median OS for pazopanib (22.7 - 95% CI: 19.3—
28.3) or sunitinib (23.9 - 95% CI: 14.1-30.7). Since BSC has a lower cost than either of these
treatments, it is concluded that BSC dominates both sunitinib and pazopanib (i.e. has a lower
cost and higher effectiveness). Thus, in this scenario there is no rationale to compare axitinib
with sunitinib or pazopanib.

Moreover, the manufacturer reasoned that, even in the situation where BSC does not
dominate sunitinib or pazopanib (e.g. if a median OS for BSC is assumed to be 17.6 months),
an ICER of £55,000 per QALY gained (with the PAS) can be seen as an upper bound for the
ICER of axitinib versus sunitinib or pazopanib for the prior cytokine population, since these
are both more expensive than BSC and they are assumed to be less effective than BSC with a
median OS of 24 months (see Table 6 below).
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Table 6: Cost-effectiveness results for prior cytokine population

Comparison ICER per QALY gained

Median OS BSC = 24 months | Median OS BSC = 17.6 months
Axitinib vs. BSC £55K £33K
AXitinib vs. Sunitinib Extended dominance < £55K

(sunitinib more expensive than
BSC, median OS 23.9)

Axitinib vs. Pazopanib | Extended dominance < £55K
(pazopanib more expensive
than BSC, median OS 22.1)

End of life criteria:

Based on the information previously submitted by the manufacturer, axitinib is expected to
prolong survival for more than three months compared to BSC. According to the
manufacturer, the data presented in Table 12 (see Appendix 1 in this report) in Pfizer’s
submission addendum post appeal® support the idea that PFS and OS benefit over sunitinib
and pazopanib is greater than three months, and that life expectancy with sunitinib and
pazopanib will likely be around 24 months.

Conclusion:

According to the manufacturer, only BSC should be considered as comparator for the prior-
cytokine population. Thus, they conclude that, compared to BSC, axitinib is cost-effective for
the prior cytokine population since it is expected to fulfil end of life criteria and the relevant
ICERs for decision making are lower than the accepted thresholds for other end of life
treatments.

ERG Comment

First it should be noted that, as mentioned in the introduction, an updated electronic model
was provided. However, the only change between this model and the previous version was
the addition of a worksheet containing Table 12 (see Appendix 1) from Pfizer’s submission
addendum post appeal.® So we will here only discuss the so-called ‘naive economic analysis’
that was reported in the addendum.

Most of the discussion in this section is focused on the validity of the median OS estimated
from the indirect comparison for BSC (24 months) which is seen as too high by the
manufacturer (due to the limitations of the evidence network and clinical implausibility of
this estimate). On the other hand, the manufacturer considered the median OS estimate from
the indirect comparison for axitinib (estimated median 33 months) to be valid “as it reflects
the axitinib data from AXIS” (observed median 29 months). Nevertheless, for the purposes of
the naive comparison, the manufacturer considered the median OS reported in clinical trials
(in particular the OS of 29 months for axitinib) “to ensure consistency of approach across the
different comparators”.

15
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However, it is important to realise that the ICER of £55,000 per QALY gained, which results
from the manufacturer analyses, and therefore from the indirect comparison, is used as
reference ICER for the naive analyses and “would be valid since the differences between the
estimates of median OS with the Kaplan-Meier method in AXIS and the Weibull parametric
model only reflect the limitation of the parametric model fit around the median time point but
are ultimately based on the same RCT data for axitinib”.

The ERG does not fully agree with this. Following the same reasoning as the manufacturer’s,
a naive comparison based on AXIS data could be performed and it could be concluded that if
the OS for axitinib is smaller than 33 months (e.g. 29 months reported in AXIS) then the
ICER would be larger than £55,000.

The manufacturer further assumed (as an alternative) a 17.6 months median OS for BSC in
the prior cytokine population which resulted in £33,000 per QALY gained with the PAS. The
manufacturer considers this median value “more plausible but potentially high based on the
available evidence from TARGET, VEG105192 and the totality of evidence in the prior
cytokine population (see section 6 of the Addendum and section 2.3 of the response to the
ACD)”. Therefore, it could be further argued that if the real median OS for BSC in the prior
cytokine population is lower than 17.6 months, as the manufacturer suggested, then the
corresponding ICER should be lower than £33,000. However, also in this case discussion
about the OS for axitinib is missing.

The above way of reasoning relies not only on the median OS, but also on the costs of
treatment with sunitinib and pazopanib. While the ERG agrees that it seems likely that these
treatment costs are higher, because of drug costs and possible side effects, than the costs of
BSC, no attempt has been made by the manufacturer to estimate these treatment costs.

In general, when multiple treatments are compared, results should be presented as a full
incremental analysis, rather than pairwise comparisons. This analysis should include the
expected costs and expected QALYs for all the treatments being compared, thus also
pazopanib and sunitinib. However, due to the limitations of the evidence base for the
comparisons of axitinib with sunitinib and pazopanib in the prior cytokine population, the
manufacturer was not able to estimate expected costs and expected QALY's for pazopanib
and sunitinib. Therefore, it is not possible to quantify to what extent the ICERs of axitinib
compared with sunitinib and axitinib compared with pazopanib are smaller than £55,000 per
QALY gained.

All the results presented in this naive analysis are based on median estimates only, with no
analyses of uncertainty. For the valid estimation of ICERs however, means should always be
used rather than medians. The manufacturer provided sensitivity analyses for the comparison
of axitinib with BSC in the prior cytokine population in their evidence submission and ACD
response, but these were not performed for the comparisons of axitinib with sunitinib and
pazopanib “due to the limitations of the evidence base”.
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4, Conclusions

Based on the evidence presented in the manufacturer’s addendum, the ERG agrees that the
available information for sunitinib is not suitable for an indirect comparison with axitinib.
Therefore, a comparison between axitinib and sunitinib is not appropriate.

For the comparison between axitinib and pazopanib, both the hazard ratios for OS for axitinib
versus BSC and for pazopanib versus placebo may be biased. Therefore, the hazard ratio for
OS for axitinib versus pazopanib may also be biased. The hazard ratio for PFS is most likely
a more reliable estimate than the hazard ratio for OS: axitinib versus pazopanib HR = 0.465
(0.255 to 0.852) as it is not affected by cross-over.

Other outcomes, such as response, quality of life and adverse events were not reported for the
comparison between axitinib and BSC in cytokine refractory patients. Therefore, these
outcomes are also not reported for the comparison between axitinib and pazopanib.

Regarding the health economic analysis, we agree with the qualification of ‘naive’ that the
manufacturer used in their addendum, as the whole approach is based on a comparison of
observed OS medians. Thus, the analysis can only be seen as indicative and does not provide
an estimate of the cost-effectiveness of axitinib compared to sunitinib or pazopanib,
respectively, but only a possible upperbound. However, given the evidence base, no good
options are available to robustly estimate an ICER for axitinib compared to sunitinib or
pazopanib.
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Table 12 in Pfizer’s submission addendum post appeal

Table 12: Naive presentation of results for therapies for the second-line treatment of advanced RCC (prior-cytokine) — As presented in Pfizer’s
response to the Clarification letter.*

Indirect Comparison AXIS TARGET VEG105192°% ' Sunitinib
Axitinib BSC Axitinib BSC BSC Pazopanib
AXIS: Rini et C_:ensored_ analysis With Crossover Motzer, et al, Motzer, et al.
al, 2011% 17 [Esguelisr er ) crossover adjusted 2006a* 2007°
’ 2007 and 2009*
Patients, N - - 126 452 67" 135° 63 106
PFS, months 11.5 3.7 12.1
(95% CI) (Weibull) | (Weibull) (10.113.9) 2.8 (NR) 4.2(NR) 7.4 (NR)" 8.7 (5.5-10.7) | 8.8 (7.8-13.5)
OS, months 33.3 24 18.7(14.2- ] )
(95% CI) (Weibull) | (Weibull) 29.4 (24.5 — NE) 14.3 (NR) 26.3) NR 22.7 (19.3-28.3)| 16.4 (10.8-NA)| 23.9 (14.1-30.7)

a: Sternberg et al, 2013"; b: Sternberg et al, 2010°
Abbreviations: ClI, confidence interval; IPCW, inverse probability of censor weighting; NA, not attained; NE, not estimable;NR, not reported; OS, overall survival; PFS,
progression-free survival; RPSFT, rank preserving structural failure time.
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Erratum to ERG report: Axitinib for the treatment of advanced renal cell carcinoma after
failure of prior systematic treatment - Addendum to Evidence Review Group’s Report
following Pfizer’s submission addendum post appeal dated 8 October 2013

Corrections are in red and bold (in the bottom right cell only):

Table 5: Summary of results (Axitinib versus pazopanib in prior-cytokine population)

VEG105192 Pazopanib | Placebo [ Difference HR (95% CI)
Median PFS (months) 7.4 4.2 3.2 0.54 (0.35t0 0.84)
0.82 (0.57t0 1.16) ITT
Median OS (months) 22.7 18.7 4.0 0.53 (0.315t0 1.112) IPCW

0.53 (0.341 to 4.849) RPSFT

Indirect comparison | Axitinib | Pazopanib | Difference HR (95% Crl)

Median PFS (months) 11.5* 7.4* 4.1* 0.465 (0.255 to 0.852)
0.77 (0.44 t0 1.38) ITT**

Median OS (months) 33.3* 22.7* 10.6* 1.197 (0.55 to 2.61) IPCW**

1.208 (0.30 to 4.82) RPSFT**
HR=Hazard Ratio; ITT=Intention-to-Treat; IPCW=inverse probability of censor weighting; RPSFT=rank
preserving structural failure time

* See Table 12, Pfizer’s submission addendum post appeal (A copy of this table is added as Appendix 1 in this
report)

** ERG calculations
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Summary

The abstract and slides by Griinwald et al were presented at a plenary oral session by Dr Griinwald at the
European Cancer Conference organised by ECCO and ESMO in September 2013. The analysis demonstrated
that tumour response is a significant independent predictor of overall survival (OS) in mRCC patients and the
results suggest that patients with increase in their tumour size during treatment had a median OS of less than
approximately 10 months.

In the context of the evidence base of the appraisal, Griinwald et al analysis and results offer an alternative
surrogate method of estimating the median OS in metastatic renal cell carcinoma (mRCC) patients receiving
best supportive care (BSC). By using the distribution of tumour responses of placebo (BSC) treated patients
from RECORD-1 we estimated a weighted median estimate of BSC OS of 8.2 months (95%Cl: _) which
is consistent with previous estimates with the simulated treatment comparison. This evidence increases the
robustness and reliability of the STC results which underpin the £33K per QALY in our base case analysis in the
prior sunitinib population.

When considering the uncertainty of this OS estimate for BSC in the prior sunitinib population in the context of
the base-case economic analysis, for all OS values within the 95% confidence intervals for BSC, the ICER will be
below £50K per QALY, demonstrating that axitinib should be considered a cost-effective treatment option for a
small group of patients with a very high unmet need.

Griinwald abstract results in the context of the existing evidence base of the axitinib NICE appraisal

As outlined in the response to the ACD January 2011, it is recognised that the arbitrary cut-off of a reduction of
30% in terms of measuring objective response according to RECIST is increasingly being challenged in the era
of targeted therapy and the aim of analysis by Griinwald et al was to investigate the prognostic significance of
the magnitude of tumour shrinkage (1).

The Griinwald et al analysis was performed on a pooled patient population from eight Pfizer-sponsored clinical
trials conducted between 2003 and 2011. The trials incorporated data from a range of first and second line
treatments, including tyrosine kinase inhibitors (TKls) (sunitinib, n=1059; axitinib, n=359; sorafenib, n=355),
mTOR inhibitors (temsirolimus, n=208) and interferon-alpha (IFN-alpha, n=560). Patients were classified into
one of six categories according to the magnitude of maximum tumour response compared to baseline at any
time on study. These categories were: decrease of -100% to <-60%, decrease of -60% to <-30%, decrease of -
30% to <0%, increase of 0% to <+20%, increase of 2+20%, and no post-baseline scan available.

To minimise the effect of bias on quantifying the association between tumour response category and OS, a
multivariate Cox-proportional hazard analysis was performed to determine the statistical significance of the
association between maximum response at any time on treatment and OS. This calculated the hazard ratio
(HR) of death and significance of the tumour response groups when compared to the -30% to 0% decrease
group. The results of this analysis were then verified with a separate landmark analysis at 6 months. Lastly, the
Kaplan-Meier method was used in each of the tumour response categories for the overall population to
estimate the median OS.

e Magnitude of tumour response is a significant independent predictor of overall survival (as
determined by multivariate analysis using Cox regression, and verified via a 6 month landmark
analysis), suggesting tumour response can be used as a surrogate endpoint for survival analysis.

e  Patients with an increase in tumour size are associated with significant shorter median OS relative to
those patients with a decrease in tumour size. The results of the median OS and 95% confidence
intervals of the Kaplan-Meier analysis for the overall population are summarised in Table 1. Patients
with an increase in tumour size have a median overall survival of less than approximately 10 months,
independent of systemic therapy (as shown through comparison of Kaplan-Meier curves (see slide
11).
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Figure 1 demonstrates the marked difference in tumour response presented as waterfall plots for the placebo
(BSC) treated patients from RECORD-1 (ITT population) (2) and the axitinib treated patients from AXIS (prior
sunitinib population). It is notable that the majority of patients from RECORD-1 receiving BSC experienced a
tumour increase (i.e. above the line of 0% change), while the majority of patients treated with axinitib from
AXIS had decreased tumour size (below the line).

On the basis of the observations from the median OS from Griinwald et al, in which patients who respond with
a 2+20% growth in tumour size have a median OS of only 7.33 months, and those who respond with a tumour
growth of 0% to <+20% have a median OS of 10.36, we would therefore expect the median OS of the BSC
patients to be well below 10.36 months.

Figure 1 A comparison of waterfall plots of best response from the placebo treated patients from RECORD-1
and the axitinib treated patients from AXIS.

Placebo treated patients from RECORD-1 Axitinib treated patients from AXIS
(ITT population, n=120) (from Motzer etal, 2010) (prior-sunitinib population, n=194) ( Pfizer data on file)
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An alternative estimate of the OS of the BSC patients can be calculated using the distribution of tumour
responses of placebo treated patients from RECORD-1 to weight the estimates of median OS from the analyses
by Griinwald et al (see Table 1). Note the discrepancy between the number of patients in the waterfall plot
(n=120) and the number of patients in Table 1 (N=139) is due to the patients who were unevaluable/had no
post-baseline scan. The estimate of weighted median OS for the placebo treated patients using this method

was 8.194 months (95% C!: || Gz
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Table 1 Summary of median OS for the overall population from Griinwald et al and analysis of weighted
median OS

Results relating to analysis by . . .
. Calculation of weighted median OS
Griinwald et al

. Number of patients | Weighted median OS
Median OS 95% CI for . .
. . from placebo arm of |in months (median OS
Tumour Shrinkage Category | (months) for all |median OS for .
] . RECORD-1) (N=139) x proportion of
patients (N=714) | all patients . .
N, (proportion) patients)
Increase in 2+20% 7.33 [ ] 75 (0.540) 3.96
tumour size| 0% to <+20% 10.36 [ ] 31(0.223) 231
-30% to <0% 16.56 [ ] 14 (0.1) 1.66
Decrease in| -60% to <-30% 26.38 _ 0(0) 0
tumour sizel -100% to <-
0 54.53 L 0(0) 0
60%
No post-
- P 1.97 I 19 (0.137) 0.27
baseline scan
Weighted median 0S (95% Cl) s ||

NA: not available a: calculations of median OS and 95% Cls made using Stata IC" V13.1 using the metan package SJ9_2: sbe24_3.

The weighted median OS for BSC based on the above calculation (8.2 months, 95% Cl: _) is consistent
with the prediction based on the visual comparison of the waterfall plots of AXIS and RECORD-1, and is lower
than the maximum median OS for patients who have a tumour growth of 0% to <+20% (10.36 months). It
should be noted that in fact, in the distribution of BSC treated patients of RECORD-1, over half (54%) were
classified as the worst response category with a best response of 2+20% change in tumour size.

This analysis provides an alternative method of estimating the OS of BSC treated patients. Therefore the
results of Griinwald et al provide important context and validation to the estimates of OS in BSC patients
previously submitted by Pfizer. The weighted median estimate OS of 8.2 months is also in line with both the
results of the baseline analysis using the STC methodology previously submitted (8.3 months) although is still
higher than estimates of OS for BSC patients from UK real world data 4.1 months (2) and 4.3 months (3).

This surrogate approach to estimate the median OS for BSC in the prior sunitinib population relies on the
relationship between tumour response and OS established in 8 mRCC trials. Applying this relationship to the
tumour responses of the RECORD-1 trial, which was not included in the dataset of Griinwald et al assumes that
this relationship is constant between the trials settings of RECORD-1 and the Griinwald et al dataset. On this
point, it is important to note that around three quarters of the patients in the RECORD-1 trial experienced an
increase in tumour size. The analyses performed by Griinwald indicate that the relationship between tumour
response and survival in this group of patients is relatively consistent, with a maximum median OS of around
10 months (see slide 11 and 12). We would therefore expect that this relationship between tumour response
and survival would also exist in the patients experiencing an increase in tumour size in RECORD-1 BSC arm.

In addition, in light of the discussion above on the consistency of the relationship between tumour response
and OS in patients who experience tumour growth, we suggest that when comparing the median OS estimate
of this analysis to the axitinib OS from AXIS in the prior-sunitinib population, differences in baseline
characteristics of the trials will have little impact. Regardless of the trial setting, patients who experience an
increase in tumour size are not expected to survive longer than approximately 10 months.
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It is important to note that when considering the results of the OS for BSC in the prior sunitinib population
compared with axitinib data in the context of the base-case economic analysis, for all OS BSC estimates within
the range of the 95% confidence intervals, the ICER of axitinib versus BSC will be below £50K per QALY.
Therefore the statistical uncertainty inherent in estimating of the OS should not be considered a barrier to cost
effectiveness.
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