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NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE
Health Technology Appraisal

Axitinib for treating advanced renal cell carcinoma after failure of prior systemic treatment [ID518]

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

Definitions:

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

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

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

Public — Members of the public have the opportunity to comment on the ACD when it is posted on the Institute’s web site 5 days
after it is sent to consultees and commentators. These comments are usually presented to the appraisal committee in full, but may
be summarised by the Institute secretariat — for example when many letters, emails and web site comments are received and
recurring themes can be identified.

'Response to ACD consultation post appeal
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Please note: Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency,
and to promote understanding of how recommendations are developed. The comments are published as a record of the submissions that NICE
has received, and are not endorsed by NICE, its officers or advisory committees.

Comments received from consultees

Consultee

Comment

Response

Pfizer Ltd

Thank you for giving us the opportunity to comment on the second Appraisal
Consultation Document (ACD) for the above appraisal. We welcome the
review of the evidence by the Appraisal Committee and the preliminary
positive recommendation for axitinib use in the NHS and the conclusion that
axitinib is a cost effective use of NHS resources.

As part of our response we have provided clarification around the additional
post appeal evidence provided by Pfizer. This is particularly in relation to the
analysis by Grinwald et al., and the end of life criteria considerations in the
prior cytokine population.

Comment noted. No action
required.

Pfizer Ltd

Pfizer response to ACD2 on Axitinib for the treatment of advanced
renal cell carcinoma after failure of prior systemic treatment (ID 518)

Executive Summary

Pfizer welcome the review of the evidence by the Appraisal Committee and
the preliminary finding of the Committee that axitinib is a cost effective use of
NHS resources. This preliminary decision means that metastatic renal cell
carcinoma (MRCC) patients in England and Wales could have access to a
NHS funded second line treatment for the first time.

Pfizer agree with the conclusions of the Appraisal Committee that axitinib is
a cost effective end of life treatment and that the results of Griinwald et al.
support the simulated treatment comparison (STC) with respect to the post-
progression survival benefits of axitinib over best supportive care. Further to
these conclusions, we provide clarifications to reassure the Committee with
regards to the additional evidence accepted post-appeal and the end of life

Comment noted. No action
required.

Comment noted. No action
required.
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Consultee

Comment

Response

considerations.

Finally, we note the preliminary recommendation is wider than the licensed
indication for axitinib. Medicines regulation has been developed in Europe to
assess how medicines should be authorised for use and there is clearly a
need to ensure that the special position of the regulatory bodies is
recognised. We fully recognise that in making this preliminary
recommendation NICE has taken into consideration the views expressed by
clinical experts, but we are also concerned to ensure that NICE guidance
that is inconsistent with the marketing authorisation cannot be seen to
undermine the regulatory framework by inappropriately influencing clinicians’
professional obligation to act in the best interests of their patients.

Comment noted. The
Committee concluded that
axitinib was shown to be a life-
extending, end-of-life treatment
for the prior-sunitinib
population. It also agreed that it
was not reasonable to limit this
conclusion to people whose
prior-tyrosine kinase inhibitor
was sunitinib, given the
growing, if not majority use, of
pazopanib as a first-line
treatment. This would leave an
unmet need and would not
reflect clinical practice.
Therefore the Committee
concluded that its
recommendations should apply
to the whole prior-tyrosine
kinase inhibitor population. See
FAD section 4.21.

The Committee noted that the
marketing authorisation of
axitinib is for treating adults
with advanced renal cell
carcinoma, after failure of prior
treatment with sunitinib or a
cytokine and does not include
previous treatment with
pazopanib. However it
reiterated that it was not
reasonable to limit its
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Consultee

Comment

Response

recommendation to people
whose prior-tyrosine kinase
inhibitor was sunitinib, given
the growing, if not majority use,
of pazopanib as a first-line
treatment. This would leave an
unmet need and would not
reflect clinical practice. The
Committee recognised that the
requirement to provide funding
by the relevant health bodies
(clinical commissioning groups,
NHS England and local
authorities) within 3 months of
its date of final guidance
publication applies only within
the marketing authorisation.
See FAD section 4.25.

The recommendations for the
prior pazopanib group have
been amended to provide
clarity regarding the prescribing
and funding requirements for
axitinib in this group. See FAD
sections 1.2 and 1.3.

Pfizer Ltd

Further comments on the additional evidence submitted

In the majority of phase Il and Il clinical trials evaluating targeted treatments
in mRCC, tumour response is measured in solid tumours using the
internationally recognised Response Evaluation Criteria In Solid Tumours
(RECIST). These criteria provide guidance on how to quantify the change in
a patient's tumour burden from baseline, and how to categorise the
guantified response. Specifically, the dimensions of select tumours, referred
to as target lesions, are used to calculate the change in tumour burden

Comment noted. No action
required.
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Consultee

Comment

Response

between images from different time points. The calculated response is then
categorised as complete response (CR), partial response (PR), stable
disease (SD), or progressive disease (PD). CR is complete disappearance
of tumour (- 100%), PR is a change/shrinkage between -100% and -30%,
SD is a change/shrinkage between -30% and +20%, and PD is an increase
of 20% or greater. Of note, when scans show the appearance of new
lesions/tumours the change in tumour burden cannot be quantified
numerically, but the response is categorized as PD.

Pfizer Ltd

In the age of targeted therapies, there is increased interest in the extent to
which tumour response can be used as a prognostic tool. The rationale for
the analysis performed by Grinwald et al. was to examine in greater detail
the relationship between the extent of tumour response and overall survival.

To quantify the strength and significance of this association between tumour
response and overall survival, Griinwald et al. incorporated data from eight
Pfizer sponsored trials of first and second line treatments for mRCC. The
analysis utilised results from a uniform method of assessing response to
treatment across the trials (RECIST as determined by the clinical trial
investigators). Tumour response was incorporated into a multivariate Cox-
proportional hazard analysis as a categorical variable, with the following
categories (the -30% to 0% category was used as the control):

1) Shrinkage of < 100% to < 60%;

2) Shrinkage of < 60% to < 30%;

3) Shrinkage of < 30% to < 0%;

4) Growth of between = 0% to < 20%;
5) Growth of = 20%;

6) Missing data.

The multivariate model showed that in addition to tumour shrinkage, the
factors below were also significantly associated with prognosis (all
P<0.0001) (Grinwald et al. (slide 9).

e time from diagnosis to treatment, 21 vs. <1 yr

e Baseline LDH, >1.5 vs. <1.5 ULN

e Baseline corrected calcium, >10 vs. <10 mg/dI

Comments noted. The
Committee noted the evidence
from Grunwald et al.
suggesting that there is
plausible post-progression
benefit because of tumour
shrinkage and agreed that the
evidence from Grunwald et al.
gave some support to the
company’s simulated treatment
comparison results on the post-
progression survival benefits of
axitinib over best supportive
care. See FAD section 4.10.
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Consultee

Comment

Response

e Baseline hemoglobin, >LLN vs. <LLN
e Baseline ECOG performance status, 0 vs. 1-2

In addition to the multivariate Cox proportional hazards analysis, a six month
landmark analysis was performed to minimise the potential bias associated
with the inclusion of maximum tumour shrinkage as a factor in the model.
Furthermore, Griinwald et al. also performed Kaplan-Meier analysis of OS
for the different categories of response. This approach demonstrated across
a variety of subgroup analyses according to type of intervention and line of
therapy, that patients with a worse tumour response have a shorter median
OS. In addition, the 95% Cls for OS corresponding to each of the response
categories tend to form mutually exclusive, non-overlapping ranges (see
Table 1 of previously submitted summary of Grinwald et al. for the 95% CI’s
of the overall analysis); a finding consistent with the prognostic importance
of tumour response.

The analyses by Grinwald et al. were performed on all patients who
received study treatment. To this point, it should be noted that the abstract
by Grinwald et al. mistakenly refers to the number of sorafenib-treated
patients included from the AXIS trial as 335, whereas the actual number of
sorafenib-treated patients included in this analysis (355) is correctly stated
on slide 11 of the oral presentation.

Pfizer Ltd

As all trials included in the analysis were either single arm studies or
comparative trials versus an active treatment, no placebo-treated patients
were present in the dataset. However, as poorly responding patients have a
short median OS independent of therapy received or line of treatment, we
would also expect these results to apply to patients receiving a placebo, who
also typically have a poor response to therapy. Therefore, the absence of
placebo treated patients in the dataset used by Griinwald et al. does not
impact the validity of weighting the results of this analysis using the
distribution of tumour responses for placebo treated patients from the
RECORD-1 trial. This point was further supported by the clinical expert at
the Appraisal Committee meeting on the 4th of February.

In summary, the results of the analysis by Griinwald et al. demonstrate that
patients with a good tumour response had a significantly longer overall

Comments noted. The
Committee considered the
evidence from Grunwald et al,
including the information that
no patients receiving best
supportive care were included
in the analysis, and agreed that
the evidence from Grunwald et
al. gave some support to the
company’s simulated treatment
comparison results on the post-
progression survival benefits of
axitinib over best supportive
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Consultee Comment Response
survival than those with a poor tumour response, implying a post- | care. See FAD section 4.10.
progression survival benefit associated with therapy. As accepted by the
Appraisal Committee (Section 4.10 of the ACD), the results of this analysis
further supports the results of the STC analysis previously submitted by
Pfizer.
Pfizer Ltd Axitinib and end of life criteria in the post-cytokine population

Section 4.22 of the ACD states that for the prior cytokine population, the end
of life criteria could only be considered met if best supportive care were the
only comparator. This conclusion was reached based on the Committee’s
view that there was substantial uncertainty that remained around the naive
comparisons between axitinib vs. sunitinib and pazopanib.

Pfizer believe that the indirect comparison comparing PFS between axitinib
and pazopanib (HR = 0.465, 95% Crl 0.255-0.852)' provides robust
evidence of at least three months PFS benefit of axitinib over pazopanib, an
extent of benefit that would support axitinib meeting the end of life criteria,
as per section 6.2.10 of the Guide to the methods of technology appraisal.
The extent of PFS benefit associated with the hazard ratio can be estimated
using the economic model to predict the median PFS for pazopanib, and
comparing it to that of axitinib. More specifically, applying this hazard ratio to
axitinib PFS data results in a predicted median PFS for pazopanib of 6.1
months vs. 11.5 months for axitinib (Weibull extrapolation). These additional
data support a PFS benefit of 5.4 months for axitinib compared with
pazopanib. When these results are considered in the context of the
comparison between axitinib and sunitinib, and in addition to the results of
the naive comparison and evidence previously submitted compared with
BSC, Pfizer believe that there is evidence to demonstrate that axitinib meets
the end of life criteria against all comparators in the post-cytokine population.

Comments noted. The
Committee agreed that
although evidence in favour of
a relative advantage for axitinib
was available from the
progression-free survival
comparison, the ERG’s indirect
comparisons for overall
survival data were more
appropriate than the
company’s haive comparison,
and these did not favour
axitinib. The Committee
concluded that the results
generated from the naive and
indirect comparisons for overall
survival and progression free
survival were all subject to
substantial uncertainty. See
FAD section 4.7.

The clinical specialist
supported this uncertainty and
did not consider axitinib to be
very different to sunitinib or
pazopanib in effectiveness
after prior cytokine treatment.
The Committee concluded that
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Consultee

Comment

Response

axitinib was likely to have
comparable clinical
effectiveness to pazopanib and
sunitinib. See FAD section 4.8.

There was indirect comparison
evidence only for axitinib
compared with pazopanib and
not with sunitinib. Therefore,
the Committee agreed that in
the prior-cytokine population,
substantial uncertainty
remained around the naive
comparisons between axitinib,
sunitinib and pazopanib, and
the end-of-life criteria could
only be considered met if best
supportive care were the only
comparator. See FAD section
4.22.

Pfizer Ltd

ICER for axitinib compared with BSC in the post-cytokine population

During the consultation on the ACD, Pfizer became aware of a discrepancy
between our first ACD response and the addendum on the post-cytokine
population with respect to the results of a scenario analysis in the
comparison between axitinib and BSC in the post-cytokine population.

This scenario analysis provided an example of what the ICER would be if the
OS of post-cytokine patients receiving BSC was less than the 24 months in
the base case. The 24 months was an over-estimate derived from the
network meta-analysis, which was biased due to cross-over from the
TARGET trial. The lower 95% confidence interval of the 24 month was used
as an illustration of a lower OS in BSC, but it should be noted that this still
results in a high estimate of median OS for post-cytokine patients (17.6

Comment noted.

Comments noted. The final
appraisal document has been
amended accordingly. See
FAD section 3.42.

The ERG also noted the
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Consultee

Comment

Response

months). As a result the associated ICER is also likely to be overestimated.

The ICER originally submitted using the 17.6 months BSC OS estimate for
this comparison was as part of the first ACD response and was £36,493 per
QALY. The addendum on the post-cytokine population quoted an ICER of
£33,000 per QALY for this population, a difference due to typographical
error.

Given the relatively high estimate of OS in the patients receiving BSC (17.6
months), Pfizer feel strongly that the actual ICER for this population will be
considerably less than £36,493 per QALY.

typographical error and stated
that using the lower 95% CI for
the overall survival hazard ratio
of 0.41 for axitinib compared
with best supportive care
resulted in an overall survival
of 17.46 months for best
supportive care, rather than
17.6 months as stated in the
company’s submission
addendum after appeal. See
FAD section 3.57.

Comment noted. The
Committee noted that the
company’s base-case ICER of
approximately £55,300 per
QALY gained (with the patient
access scheme applied)
generated for the prior-cytokine
group compared with best
supportive care was based on
the overall survival for best
supportive care of 24 months,
but fell to £36,500 per QALY
gained if 17.46 months for
overall survival for best
supportive care was used (see
section 4.14). The Committee
noted there were uncertainties
that might increase or
decrease this ICER, and
concluded that the most
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Consultee

Comment

Response

plausible ICER is above the
range usually considered to be
a cost-effective use of NHS
resources in NICE technology
appraisals (between £20,000
and £30,000 per QALY
gained). Based on the
comparable clinical
effectiveness evidence in the
prior-cytokine group and the
differences in NHS costs, the
Committee concluded that
axitinib, sunitinib and
pazopanib could have
comparable cost effectiveness.
See FAD section 4.18.

Pfizer Ltd

Factual inaccuracies
e Section 1.1 of the ACD states that:

“Axitinib is recommended as an option for treating adults with
advanced renal cell carcinoma after failure of treatment with a first-
line kinase inhibitor or a cytokine, only if the manufacturer provides
axitinib with the discount agreed in the patient access scheme.”

Pfizer suggest that the word “tyrosine” is included in description of
the population as “first-line tyrosine kinase inhibitor”

Comment noted. The
recommendation has been
amended to: Axitinib is
recommended as an option for
treating adults with advanced
renal cell carcinoma after
failure of treatment with a first-
line tyrosine kinase inhibitor or
a cytokine, only if the company
provides axitinib with the
discount agreed in the patient
access scheme. See FAD
section 1.1.

The recommendations for the
prior pazopanib group have
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Consultee Comment Response
been amended further to
provide clarity regarding the
prescribing and funding
requirements for axitinib in this
group. See FAD sections 1.2
and 1.3.
e Section 3.43 of the ACD states:
“Griinwald et al. was a retrospective cohort study correlating tumour | Comment noted. FAD section
shrinkage with progression-free survival and overall survival in | 3.44 has been amended
patients with metastatic renal cell carcinoma treated with systemic | accordingly.
therapy (tyrosine kinase inhibitors, mTOR inhibitors and/or
interferon).”
PFS was not included in the analysis presented by Grinwald et al. at
ECCO/ESMO 2013.
Pfizer Ltd References

1. Larkin J, Paine A, Tumur |, Cappelleri JC, Healey PJ Sr, Foley G,
Mitchell S, Kroes M, Chen C. Second-line treatments for the
management of advanced renal cell carcinoma: systematic review
and meta-analysis. Expert Opin Pharmacother. 2013 Jan;14(1):27-39

Comment noted. No action
required.

Kidney Cancer UK

The Recommendations

KCUK most warmly welcomes the recommendations reached by the
Appraisal Committee. If adopted as final recommendations, these will ensure
that patients suffering from this deadly disease will have access to second-
line treatment with all the benefits that flow from it. KCUK thoroughly
approves of the condition that the recommendation is only to apply if the
manufacturer provides the drug with the discount agreed in the patient
access scheme. It is also pleased to see that the Committee couches its
decision in terms of the broader ‘a first-line kinase inhibitor’ rather than
specifying just sunitinib. This removes the possibility of some patients whose

Comment noted. The
recommendations for the prior
pazopanib group have been
amended to provide clarity
regarding the prescribing and
funding requirements for
axitinib in this group. See FAD
sections 1.2 and 1.3.
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Consultee

Comment

Response

first-line treatment indicates the taking of pazopanib being unfairly
discriminated against.

Our Gratitude
We would like to express our heart-felt thanks to the Appraisal Committee

for arriving at this determination. It's going to mean a lot to patients suffering
from advanced renal cell carcinoma

Comment noted. No action
required.

Royal College of Physicians (on
behalf of
NCRI/RCP/RCR/ACP/JCCO)

| write on behalf of the NCRI/RCP/RCR/ACP/JCCO who work together to
submit joint responses to NICE oncological appraisals. We are very grateful
for the opportunity to comments and would like to make the following joint
submission with relation to the specific questions:

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

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

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

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

No.

Comments noted. The
recommendations for the prior
pazopanib group have been
amended to provide clarity
regarding the prescribing and
funding requirements for
axitinib in this group. See FAD
sections 1.2 and 1.3.

Royal College of Nursing

Please note that there are no comments to submit on behalf of the Royal

Comment noted. The
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Consultee

Comment

Response

College of Nursing for this consultation.

recommendations for the prior
pazopanib group have been
amended to provide clarity
regarding the prescribing and
funding requirements for
axitinib in this group. See FAD
sections 1.2 and 1.3.

Royal College of Pathologists

| am just writing to inform you that the Royal College of Pathologists has no
comments to make at this stage of the appraisal.

Comment noted. The
recommendations for the prior
pazopanib group have been
amended to provide clarity
regarding the prescribing and
funding requirements for
axitinib in this group. See FAD
sections 1.2 and 1.3.

Department of Health

Thank you for the opportunity to comment on the appraisal consultation
document for the above single technology appraisal.

| wish to confirm that the Department of Health has no substantive
comments to make, regarding this consultation.

Comments noted. The
recommendations for the prior
pazopanib group have been
amended to provide clarity
regarding the prescribing and
funding requirements for
axitinib in this group. See FAD
sections 1.2 and 1.3.
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Comments received from clinical specialists and patient experts

Nominating organisation Comment Response

Royal College of Physicians — That is good news. Thank you. Comments noted. The

clinical specialist recommendations for the prior
| am happy with the outcome and have no comments on the report pazopanib group have been

amended to provide clarity
regarding the prescribing and
funding requirements for
axitinib in this group. See FAD
sections 1.2 and 1.3.

Comments received from commentators

Commentator Comment Response

GSK GSK thank NICE for the opportunity to comment on the ACD for Axitinib for | comment noted. The
the treatment of advanced renal cell carcinoma, and can confirm that we recommendations for the prior
have no additional comments to make. pazopanib group have been

amended to provide clarity
regarding the prescribing and
funding requirements for axitinib in
this group. See FAD sections 1.2
and 1.3.
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Comments received from members of the public

Role’ Section Comment Response

Pharmaceutical | Section 1 | We welcome the opportunity to comment on the draft guidance Comments noted. The Committee concluded

industry (Appraisal for axitinib. The draft guidance recommends axitinib as follows: that axitinib was shown to be a life-extending,
commitee's | Axitinib is recommended as an option for treating adults with end-of-life treatment for the prior-sunitinib
recommendaii | @dvanced renal cell carcinoma after failure of treatment with a population. It also agreed that it was not
ons) first-line kinase inhibitor or a cytokine, only if the manufacturer

provides axitinib with the discount agreed in the patient access
scheme.

The licence for axitinib is as follows:

Axitinib is indicated for the treatment of adult patients with
advanced renal cell carcinoma (RCC) after failure of prior
treatment with sunitinib or a cytokine.

We do not agree with the draft recommendation for two main
reasons:
e The draft recommendation is not in line with the axitinib
licence from the European Medicines Agency (EMA)
¢ Itis beyond the remit of NICE to recommend a medicine
outside of its marketing authorisation

The draft recommendation by NICE clearly covers a broader
population than the licensed population for axitinib and therefore
not in line with the licence axitinib received from the EMA.
Although the AXIS trial included patients that had received prior
targeted therapies such as bevacizumab and temsirolimus, the
efficacy of axitinib in this patient group was not proven. The EMA
EPAR states that there is not adequate information on the use of
axitinib after first line bevacizumab or temsirolimus treatment.
The group of patients previously treated with temsirolimus and
bevacizumab+IFN; are very small (n=25 and n=59, respectively),

reasonable to limit this conclusion to people
whose prior-tyrosine kinase inhibitor was
sunitinib, given the growing, if not majority use,
of pazopanib as a first-line treatment. This
would leave an unmet need and would not
reflect clinical practice. Therefore the
Committee concluded that its
recommendations should apply to the whole
prior-tyrosine kinase inhibitor population. See
FAD section 4.21.

The Committee noted that the marketing
authorisation of axitinib is for treating adults
with advanced renal cell carcinoma, after
failure of prior treatment with sunitinib or a
cytokine and does not include previous
treatment with pazopanib. However it
reiterated that it was not reasonable to limit its
recommendation to people whose prior-
tyrosine kinase inhibitor was sunitinib, given
the growing, if not majority use, of pazopanib
as a first-line treatment. This would leave an
unmet need and would not reflect clinical
practice. The Committee recognised that the
requirement to provide funding by the relevant

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

Comment

Response

and this resulted in inconsistencies in the efficacy results of
axitinib across the subpopulations based on prior therapy.
Therefore no firm conclusions can be made regarding the
efficacy of axitinib in these subgroups. Due to these concerns,
the licence for axitinib was limited to patients who had failed prior
sunitinib or cytokine therapy.

NICE’s remit requires that the Institute recommends medicines
within their licensed indications. The draft recommendation is at
odds with this remit. The updated scope released by NICE
following the appeal clearly states that the remit or appraisal
objective was 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. This remit has not been followed in this draft guidance.

In addition, section 6.1.12 of the NICE Methods Guide 2013
states that: The Appraisal Committee does not normally make
recommendations regarding the use of a drug outside the terms
of its marketing authorisation. Exceptionally, the Department of
Health (DOH) may direct the Appraisal Committee to make
recommendations about a technology outside of the terms of its
marketing authorisation or instructions for use. As far as we are
aware, there is no exceptionality that applies to this indication nor
has NICE shared with stakeholders any communication from the
DOH directing the Appraisal Committee to make a
recommendation for axitinib outside of its licence.

We therefore strongly believe that NICE has exceeded its powers
by recommending axitinib outside of its licence. Everolimus is the
only second line therapy that can be used in patients whose
disease has progressed on or after treatment with VEGF-
targeted therapy, in line with its licence that was supported by a
robust phase 3 trial (RECORD1). We therefore urge NICE to

health bodies (clinical commissioning groups,
NHS England and local authorities) within

3 months of its date of final guidance
publication applies only within the marketing
authorisation. See FAD section 4.25.

The recommendations for the prior pazopanib
group have been amended further to provide
clarity regarding the prescribing and funding
requirements for axitinib in this group. See
FAD sections 1.2 and 1.3.
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issue a recommendation for axitinib that is within its licensed
indication in line with NICE’s remit.

References

1. Final NICE scope for axitinib: this can be accessed on:
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National Institute for Health and Clinical Excellence
Level 1A, City Tower

Piccadilly Plaza

Manchester

M14BD

BY NICE DOCS
25" March 2014

RE: ACD2 on Axitinib for the treatment of advanced renal cell carcinoma after failure of
prior systemic treatment (ID 518)

Dear [

Thank you for giving us the opportunity to comment on the second Appraisal Consultation
Document (ACD) for the above appraisal. We welcome the review of the evidence by the
Appraisal Committee and the preliminary positive recommendation for axitinib use in the
NHS and the conclusion that axitinib is a cost effective use of NHS resources.

As part of our response we have provided clarification around the additional post appeal
evidence provided by Pfizer. This is particularly in relation to the analysis by Griinwald et al.,
and the end of life criteria considerations in the prior cytokine population.

Yours sincerely,

For and on behalf of Pfizer Limited

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





Pfizer response to ACD2 on Axitinib for the treatment of advanced renal cell carcinoma
after failure of prior systemic treatment (ID 518)

Executive Summary

Pfizer welcome the review of the evidence by the Appraisal Committee and the preliminary
finding of the Committee that axitinib is a cost effective use of NHS resources. This
preliminary decision means that metastatic renal cell carcinoma (mRCC) patients in England
and Wales could have access to a NHS funded second line treatment for the first time.

Pfizer agree with the conclusions of the Appraisal Committee that axitinib is a cost effective
end of life treatment and that the results of Grinwald et al. support the simulated
treatment comparison (STC) with respect to the post-progression survival benefits of
axitinib over best supportive care. Further to these conclusions, we provide clarifications to
reassure the Committee with regards to the additional evidence accepted post-appeal and
the end of life considerations.

Finally, we note the preliminary recommendation is wider than the licensed indication for
axitinib. Medicines regulation has been developed in Europe to assess how medicines
should be authorised for use and there is clearly a need to ensure that the special position
of the regulatory bodies is recognised. We fully recognise that in making this preliminary
recommendation NICE has taken into consideration the views expressed by clinical experts,
but we are also concerned to ensure that NICE guidance that is inconsistent with the
marketing authorisation cannot be seen to undermine the regulatory framework by
inappropriately influencing clinicians’ professional obligation to act in the best interests of
their patients.





Further comments on the additional evidence submitted

In the majority of phase Il and Il clinical trials evaluating targeted treatments in mRCC,
tumour response is measured in solid tumours using the internationally recognised
Response Evaluation Criteria In Solid Tumours (RECIST). These criteria provide guidance on
how to quantify the change in a patient’s tumour burden from baseline, and how to
categorise the quantified response. Specifically, the dimensions of select tumours, referred
to as target lesions, are used to calculate the change in tumour burden between images
from different time points. The calculated response is then categorised as complete
response (CR), partial response (PR), stable disease (SD), or progressive disease (PD). CR is
complete disappearance of tumour (- 100%), PR is a change/shrinkage between -100% and -
30%, SD is a change/shrinkage between -30% and +20%, and PD is an increase of 20% or
greater. Of note, when scans show the appearance of new lesions/tumours the change in
tumour burden cannot be quantified numerically, but the response is categorized as PD.

In the age of targeted therapies, there is increased interest in the extent to which tumour
response can be used as a prognostic tool. The rationale for the analysis performed by
Grinwald et al. was to examine in greater detail the relationship between the extent of
tumour response and overall survival.

To quantify the strength and significance of this association between tumour response and
overall survival, Griinwald et al. incorporated data from eight Pfizer sponsored trials of first
and second line treatments for mRCC. The analysis utilised results from a uniform method of
assessing response to treatment across the trials (RECIST as determined by the clinical trial
investigators). Tumour response was incorporated into a multivariate Cox-proportional
hazard analysis as a categorical variable, with the following categories (the -30% to 0%
category was used as the control):

1) Shrinkage of < 100% to < 60%;

2) Shrinkage of < 60% to < 30%;

3) Shrinkage of < 30% to < 0%;

4) Growth of between > 0% to < 20%;
5) Growth of > 20%;

6) Missing data.

The multivariate model showed that in addition to tumour shrinkage, the factors below
were also significantly associated with prognosis (all P<0.0001) (Griinwald et al. (slide 9).

e time from diagnosis to treatment, 21 vs. <1 yr

e Baseline LDH, >1.5 vs. <1.5 ULN

e Baseline corrected calcium, >10 vs. <10 mg/dI

e Baseline hemoglobin, >LLN vs. <LLN

e Baseline ECOG performance status, 0 vs. 1-2

In addition to the multivariate Cox proportional hazards analysis, a six month landmark
analysis was performed to minimise the potential bias associated with the inclusion of
maximum tumour shrinkage as a factor in the model. Furthermore, Griinwald et al. also
performed Kaplan-Meier analysis of OS for the different categories of response. This





approach demonstrated across a variety of subgroup analyses according to type of
intervention and line of therapy, that patients with a worse tumour response have a shorter
median OS. In addition, the 95% Cls for OS corresponding to each of the response categories
tend to form mutually exclusive, non-overlapping ranges (see Table 1 of previously
submitted summary of Griinwald et al. for the 95% ClI’s of the overall analysis); a finding
consistent with the prognostic importance of tumour response.

The analyses by Griinwald et al. were performed on all patients who received study
treatment. To this point, it should be noted that the abstract by Griinwald et al. mistakenly
refers to the number of sorafenib-treated patients included from the AXIS trial as 335,
whereas the actual number of sorafenib-treated patients included in this analysis (355) is
correctly stated on slide 11 of the oral presentation.

As all trials included in the analysis were either single arm studies or comparative trials
versus an active treatment, no placebo-treated patients were present in the dataset.
However, as poorly responding patients have a short median OS independent of therapy
received or line of treatment, we would also expect these results to apply to patients
receiving a placebo, who also typically have a poor response to therapy. Therefore, the
absence of placebo treated patients in the dataset used by Griinwald et al. does not impact
the validity of weighting the results of this analysis using the distribution of tumour
responses for placebo treated patients from the RECORD-1 trial. This point was further
supported by the clinical expert at the Appraisal Committee meeting on the 4th of February.

In summary, the results of the analysis by Griinwald et al. demonstrate that patients with a
good tumour response had a significantly longer overall survival than those with a poor
tumour response, implying a post-progression survival benefit associated with therapy. As
accepted by the Appraisal Committee (Section 4.10 of the ACD), the results of this analysis
further supports the results of the STC analysis previously submitted by Pfizer.

Axitinib and end of life criteria in the post-cytokine population

Section 4.22 of the ACD states that for the prior cytokine population, the end of life criteria
could only be considered met if best supportive care were the only comparator. This
conclusion was reached based on the Committee’s view that there was substantial
uncertainty that remained around the naive comparisons between axitinib vs. sunitinib and
pazopanib.

Pfizer believe that the indirect comparison comparing PFS between axitinib and pazopanib
(HR = 0.465, 95% Crl 0.255—0.852)1 provides robust evidence of at least three months PFS
benefit of axitinib over pazopanib, an extent of benefit that would support axitinib meeting
the end of life criteria, as per section 6.2.10 of the Guide to the methods of technology
appraisal. The extent of PFS benefit associated with the hazard ratio can be estimated using
the economic model to predict the median PFS for pazopanib, and comparing it to that of
axitinib. More specifically, applying this hazard ratio to axitinib PFS data results in a
predicted median PFS for pazopanib of 6.1 months vs. 11.5 months for axitinib (Weibull
extrapolation). These additional data support a PFS benefit of 5.4 months for axitinib
compared with pazopanib. When these results are considered in the context of the
comparison between axitinib and sunitinib, and in addition to the results of the naive
comparison and evidence previously submitted compared with BSC, Pfizer believe that there





is evidence to demonstrate that axitinib meets the end of life criteria against all
comparators in the post-cytokine population.

ICER for axitinib compared with BSC in the post-cytokine population

During the consultation on the ACD, Pfizer became aware of a discrepancy between our first
ACD response and the addendum on the post-cytokine population with respect to the
results of a scenario analysis in the comparison between axitinib and BSC in the post-
cytokine population.

This scenario analysis provided an example of what the ICER would be if the OS of post-
cytokine patients receiving BSC was less than the 24 months in the base case. The 24
months was an over-estimate derived from the network meta-analysis, which was biased
due to cross-over from the TARGET trial. The lower 95% confidence interval of the 24 month
was used as an illustration of a lower OS in BSC, but it should be noted that this still results
in a high estimate of median OS for post-cytokine patients (17.6 months). As a result the
associated ICER is also likely to be overestimated.

The ICER originally submitted using the 17.6 months BSC OS estimate for this comparison
was as part of the first ACD response and was £36,493 per QALY. The addendum on the
post-cytokine population quoted an ICER of £33,000 per QALY for this population, a
difference due to typographical error.

Given the relatively high estimate of OS in the patients receiving BSC (17.6 months), Pfizer
feel strongly that the actual ICER for this population will be considerably less than £36,493
per QALY.





Factual inaccuracies

Section 1.1 of the ACD states that:

“Axitinib is recommended as an option for treating adults with advanced renal cell
carcinoma after failure of treatment with a first-line kinase inhibitor or a cytokine,
only if the manufacturer provides axitinib with the discount agreed in the patient
access scheme.”

Pfizer suggest that the word “tyrosine” is included in description of the population as
“first-line tyrosine kinase inhibitor”

Section 3.43 of the ACD states:

“Griinwald et al. was a retrospective cohort study correlating tumour shrinkage with
progression-free survival and overall survival in patients with metastatic renal cell
carcinoma treated with systemic therapy (tyrosine kinase inhibitors, mTOR inhibitors
and/or interferon). ”

PFS was not included in the analysis presented by Griinwald et al. at ECCO/ESMO
2013.
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The Recommendations

KCUK most warmly welcomes the recommendations reached
by the Appraisal Committee. If adopted as final
recommendations, these will ensure that patients suffering from
this deadly disease will have access to second-line treatment
with all the benefits that flow from it. KCUK thoroughly
approves of the condition that the recommendation is only to
apply if the manufacturer provides the drug with the discount
agreed in the patient access scheme. It is also pleased to see that
the Committee couches its decision in terms of the broader ‘a
first-line kinase inhibitor’ rather than specifying just sinitinib.
This removes the possibility of some patients whose first-line
treatment indicates the taking of pazopanib being unfairly
discriminated against.

Our Gratitude

We would like to express our heart-felt thanks to the Appraisal
Committee for arriving at this determination. It’s going to mean
a lot to patients suffering from advanced renal cell carcinoma

* * X * *
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Royal College of Physicians
11 St Andrews Place
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Submitted via NICE DOCS

25 March 2014
Dear Sir or Madam

Re: ACD - Consultees & Commentators: (Renal cell carcinoma (advanced) - axitinib) [ID518]

The Royal College of Physicians (RCP) plays a leading role in the delivery of high quality patient care by
setting standards of medical practice and promoting clinical excellence. We provide physicians in the
United Kingdom and overseas with education, training and support throughout their careers. As an
independent body representing over 29,000 Fellows and Members worldwide, we advise and work with
government, the public, patients and other professions to improve health and healthcare.

| write on behalf of the NCRI/RCP/RCR/ACP/JCCO who work together to submit joint responses to NICE
oncological appraisals. We are very grateful for the opportunity to comments and would like to make the
following joint submission with relation to the specific questions:

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

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

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

4. Are there any aspects of the recommendations that need particular consideration to ensure we

avoid unlawful discrimination against any group of people on the grounds of race, gender,
disability, religion or belief, sexual orientation, age, gender reassignment, pregnancy and
maternity?

No.

Yours faithfully






Dear Nicole

That is good news. Thank you.

I am happy with the outcome and have no comments on the report.
Robert

Robert Hawkins
Cancer Research UK Professor / Honorary Consultant in Medical Oncology

[Insert footer here] lofl






Comments on the ACD Received from the Public through the

NICE Website
Name | [N
Role Pharmaceutical Industry
Other Health Economics Manager
role
Location | England
Conflict | no
Notes
Comments on individual sections of the ACD:
Section | We welcome the opportunity to comment on the draft guidance for
1 axitinib. The draft guidance recommends axitinib as follows:
(Appraisal | Axitinib is recommended as an option for treating adults with advanced
Committee's . . . . . .
preliminary | F€Nal cell carcinoma after failure of treatment with a first-line kinase
:;%(;r;menda inhibitor or a cytokine, only if the manufacturer provides axitinib with the

discount agreed in the patient access scheme.

The licence for axitinib is as follows:

Axitinib is indicated for the treatment of adult patients with advanced
renal cell carcinoma (RCC) after failure of prior treatment with sunitinib or
a cytokine.

We do not agree with the draft recommendation for two main reasons:

? The draft recommendation is not in line with the axitinib licence
from the European Medicines Agency (EMA)

? It is beyond the remit of NICE to recommend a medicine outside
of its marketing authorisation

The draft recommendation by NICE clearly covers a broader population
than the licensed population for axitinib and therefore not in line with the
licence axitinib received from the EMA. Although the AXIS trial included
patients that had received prior targeted therapies such as bevacizumab
and temsirolimus, the efficacy of axitinib in this patient group was not
proven. The EMA EPAR states that there is not adequate information on
the use of axitinib after first line bevacizumab or temsirolimus treatment.
The group of patients previously treated with temsirolimus and
bevacizumab+IFN-&#945; are very small (n=25 and n=59, respectively),
and this resulted in inconsistencies in the efficacy results of axitinib
across the subpopulations based on prior therapy. Therefore no firm
conclusions can be made regarding the efficacy of axitinib in these
subgroups. Due to these concerns, the licence for axitinib was limited to
patients who had failed prior sunitinib or cytokine therapy.

NICE?s remit requires that the Institute recommends medicines within
their licensed indications. The draft recommendation is at odds with this
remit. The updated scope released by NICE following the appeal clearly
states that the remit or appraisal objective was 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. This remit has not been followed in this draft guidance. A In
addition, section 6.1.12 of the NICE Methods Guide 2013 states that: A
The Appraisal Committee does not normally make recommendations
regarding the use of a drug outside the terms of its marketing
authorisation???.Exceptionally, the Department of Health (DOH) may
direct the Appraisal Committee to make recommendations about a
technology outside of the terms of its marketing authorisation or
instructions for use. As far as we are aware, there is no exceptionality






that applies to this indication nor has NICE shared with stakeholders any
communication from the DOH directing the Appraisal Committee to make
a recommendation for axitinib outside of its licence.

We therefore strongly believe that NICE has exceeded its powers by
recommending axitinib outside of its licence. Everolimus is the only
second line therapy that can be used in patients whose disease has
progressed on or after treatment with VEGF-targeted therapy, in line with
its licence that was supported by a robust phase 3 trial (RECORD1). We
therefore urge NICE to issue a recommendation for axitinib that is within
its licensed indication in line with NICE?s remit.
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NICE Questions:
NICE would like the ERG to provide:

1. The assumptions leading to the £33,000 ICER, including the HR for the OS, and the
PFS:OS ratio. There may be other factors that have been brought forward from the indirect
comparison for the ICER of £33,000 for axitinib versus BSC.

2. What the assumptions are behind the <£55,000 ICERs for axitinib versus sunitinib, and
versus pazopanib. The manufacturers explained their reasoning about the 24 month OS for
BSC, while the OS for pazopanib and sunitinib were 22.7 and 23.9. Are there any other
assumptions underlying this figure?

It will be important for Committee decision making to have a solid understanding of the basis
for the £33k ICER, whether it is in fact £33k or if it is £36k, and what assumptions underlie
the manufacturer’s analyses.

ERG Response

Ad 1) The base case ICER reported by the manufacturer for the prior cytokine population is
equal to £55,284. This is based on a mean HR for overall survival in BSC vs axitinib
equal to 0.63 (95% CI (0.41, 0.99)). The associated median OS for BSC from the
indirect comparison is 23.82 months (24 months reported by the manufacturer). The
PFS:OS ratio, computed as the total number of incremental life-years gained divided
by the number of incremental life-years gained in PFS state is equal to 0.94.

When the lower limit of the 95% CI for the OS HR was used (i.e. 0.41), an ICER
equal to £36,493 was found. In this case the median OS for BSC is 17.46 months
(17.6 months reported by the manufacturer), and the PFS:OS ratio is equal to 1.60.

ICER HR OS BSC median PFS:0S
(0K (Life years)
Base case £55,284 0.63 23.82 0.94
Lower limit £36,493 0.41 17.46 1.60
HR
ICER £33k £33,015 0.343 15.35 1.82

Thus, the ERG could not reproduce the £33,000 ICER for the prior cytokine group
that was reported by the manufacturer by changing the HR for overall survival to the
lower limit of the 95% confidence interval. Unless the manufacturer made changes to
the model that we are not aware of, an ICER equal to £36,493 per QALY gained with
the PAS should have been reported, as this matches the version of the model with all
updates and the latest PAS. Also, for that value of the hazard ratio, the ratio of
PFS:OS would be 1:1.6, and not 1:1.8 as reported by the manufacturer.

The ERG explored how much the HR should decrease to achieve an ICER of £33,000,
and found a HR of 0.343. For that HR, the ratio of PFS:OS will be 1:1.8.

Note that assuming the OS HR is equal to 0.41, the manufacturer reported a median
OS for BSC equal to 17.6 months. However, using the latest version of the model
(dated 15 Nov 2013), the ERG calculated 17.46 months (Weibull extrapolation).





Ad 2) The base case ICER reported by the manufacturer is equal to £55,284 and it is based
on a median OS for BSC from the indirect comparison (24 months) which 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 it may reasonable be assumed (though no evidence is
provided) that active treatment with pazopanib or sunitinib is more expensive than
BSC, and BSC is also more effective (when comparing medians), it follows that BSC
dominates pazopanib and sunitinib.

If on the other hand the lower estimate for BSC OS is used (i.e. 17.6 months) this
claim of dominance no longer holds, and it becomes relevant to estimate the ICERs of
axitinib versus sunitinib and pazopanib. When we had an OS of 24 month, the ICER
was £55,284. To assess what might be concluded for the ICERS of sunitinib and
pazopanib it is easiest to look at the formula of the ICER. The base case ICER of
axitinib versus BSC can be expressed as:

Caxi — Cpsc
OSaxi — OSpsc

~ 55,000

Now we know that OSgy, & OSgsc and Csyn > Cgsc (hence Cauxi - Csun < Caxi - Casc),
so as the numerator becomes smaller with the same denominator, it must follow that
the ICER of axitinib versus sunitinib must be smaller than that of axitinib versus BSC.

CAxi - CSun
OSAxi - OSSun

< 55,000

A similar argument can be made for pazopanib, though there the OSp,, < OSgsc,
hence OSaxi — OSpa; > OSaxi - OSgsc. So now, we still have a smaller numerator, but
also a larger denominator, again leading to the conclusion that the ICER of axitinib
versus pazopanib must be smaller than that of axitinib versus BSC.





