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I From The Registrar

Director, Centre for Health Technology Evaluation
By email:

appeals@nice.org.uk

15 April 2013

Dear [N

Re: Axitinib for treating advanced renal cell carcinoma after failure of prior systemic treatment [ID518] —
Final Appraisal Determination (FAD)

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 28,000 Fellows and Members worldwide, we advise and work with
government, the public, patients and other professions to improve health and healthcare.

The RCP is grateful for the opportunity to review the Final Appraisal Determination (FAD) for the above
appraisal. We have liaised with our experts in renal cell carcinoma and wish to appeal the FAD.

Reason for appeal: Ground one - The Institute has failed to act fairly

1) The Committee rejected the explanation provided by Professor Robert Hawkins regarding the benefit of
TKI post therapy without giving reasons, other than stating that:

'progression-free survival and overall survival relationship for the prior-sunitinib group was likely to lie
between the manufacturer’s estimate and the ERG’s estimate, although probably closer to the ERG’s
estimate',

Despite the fact that the Committee took a different view from that of Professor Hawkins, his views were
rejected without inviting him to the second appraisal meeting on 13 February 2013. We believe that this
represents a lack of transparency in how the Committee dealt with this important matter and that therefore
the Institute failed to act fairly.

2) No explanation was provided by the Committee as to how it concluded where the most plausible ICER sits
and how it weighted the factors which could affect this. The high degree of uncertainty surrounding this is as
a consequence of using best supportive care as a comparator which is based on the lack of previous NICE
approval of any 2nd line therapy for kidney cancer. Therefore, we consider that patients are being
discriminated against because of the outcome of earlier appraisals. Again, we feel this means that the
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Institute has failed to act fairly. Under these circumstances, we believe that the uncertainty should be used
to weight a decision in favour of patients rather than against them.

Yours sincerely

Registrar
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Sent via email

Registrar
Royal College of Physicians

23 April 2013

Dear N

Final Appraisal Determination: axitinib for the treatment of advanced renal cell
carcinoma after failure of prior systemic treatment

Thank you for lodging the Royal College's appeal against the above Final Appraisal
Determination.

Introduction

The Institute's appeal procedures provide for an initial scrutiny of points that an
appellant wishes to raise, to confirm that they are at least arguably within the
permitted grounds of appeal ("valid"). The permitted grounds of appeal are:

e Ground 1: The Institute has failed to act fairly

e Ground 2: The Institute has formulated guidance which cannot reasonably be
justified in the light of the evidence submitted.

e Ground 3: The Institute has exceeded its powers.

This letter sets out my initial view of the points of appeal you have raised: principally
whether they fall within any of the grounds of appeal, or whether further clarification
is required of any point. Only if I am satisfied that your points contain the necessary
information and arguably fall within any one of the grounds will your appeal be
referred to the Appeal Panel.

You have the opportunity to comment on this letter in order to elaborate on or clarify
any of the points raised before | make my final decision as to whether each appeal
point should be referred on to the Appeal Panel.

| can confirm that there will be an oral hearing of the appeal.

Initial View

Ground 1

1.1. Rejection of views and failure to invite Professor Hawkins to the second
appraisal meeting.
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| am not presently minded to regard this as a valid appeal point for the following
reasons. The committee's procedural obligation is to conduct a fair appraisal
process. That does require the main issues in an appraisal to be identified, and an
explanation of the Committee's provisional views given, so as to allow for intelligent
response. That seems to have happened here, and intelligent responses were
made.

Fairness also requires that response is taken into account when preparing the output
of the appraisal process, although whether or not it is persuasive is a question of
justification (ground 2) rather than fairness.

Past appeal committees have commented on the degree of reasoning required in a
FAD, which is not a consultation document. They have commented that a FAD must
be sufficiently reasoned to take effect as guidance (in other words, the informed
reader must be able to understand what the reasons for the conclusion are, so he or
she can take those conclusions into account when exercising clinical judgment).
That is a different purpose to being sufficiently reasoned to enable readers to
understand why an experts view did not persuade in the final analysis. At present |
do not think the obligation of fairness extends that far.

| am unclear what more a committee would reasonably be required to do. It seems
to me that what remains is a disagreement between experts. Each can explain the
reasons for their views, but to what extent is it possible to give reasons as to why
one view is preferred over another?

As to attendance at the second committee meeting, an appeal committee considered
a similar point in the appeal in the guidance for Ranibizumab for the treatment of
diabetic macular oedema TA 237. While appeal committees do not set precedents |
am guided by their past decisions as | expect them to be broadly consistent. | am
not minded to refer this point on as valid, in light of the approach taken in TA 237,
but invite your comment on that approach before taking a final decision.

1.2 No explanation of where the most plausible ICER sat
A valid appeal point.

As | agree one of your appeal points as valid it will be passed to an appeal panel for
consideration. There will be an oral hearing. | would be grateful to receive your
comments on the point | am presently not minded to treat as valid within 10 working
days of this letter, no later than Wednesday 8 May, whereupon | will take a final
decision.
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Yours sincerely

Appeals Committee Chair
National Institute for Health and Care Excellence
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From:
Sent: 08 May 2013 14:59

To: '
Cc: :
Subject: RE: Initial scrutiny letter: Renal cell carcinoma, locally advanced and/or metastatic

(2nd line) - axitinib [ID518]

Follow Up Flag: Follow up
Flag Status: Flagged
Dear

The RCP is grateful to be given the opportunity to respond to the Appeal Committee Chair’s initial scrutiny letter
regarding the RCP’s appeal against the above technology appraisal. Our experts have now had time to consider the
response by the committee chair regarding:

1.1. Rejection of views and failure to invite Professor Hawkins to the second appraisal meeting.
We would like to make comments with regard to two sections of the response as follows:

‘I am unclear what more a committee would reasonably be required to do. It seems to me that what remains is a
disagreement between experts. Each can explain the reasons for their views, but to what extent is it possible to give
reasons as to why one view is preferred over another?’

Does this statement mean that the Committee had a logical reason why they preferred one expert’s view over
another? If so, and to be transparent and fair, we believe that the reasons behind that logic should be made
available.

“As to attendance at the second committee meeting, an appeal committee considered a similar point in the appeal in
the guidance for Ranibizumab for the treatment of diabetic macular oedema TA 237. While appeal committees do
not set precedents | am guided by their past decisions as | expect them to be broadly consistent. | am not minded to
refer this point on as valid, in light of the approach taken in TA 237, but invite your comment on that approach
before taking a final decision.’

It may well be justifiable to say what the reason was for the decision in the Ranibixmab case and that the same
reason applies here. However, without including details of that reasoning/approach it is difficult for our experts to
understand any comparison . Again, it cannot be transparent and fair unless the reasons are made available. We
would therefore value further explanation of this statement.

| would be grateful if you could confirm receipt.

Best wishes

Direct line

From:
Sent: 23 April 2013 10:00





To: '

Cc:' L. R

Subject: Initial scrutiny letter: Renal cell carcinoma, locally advanced and/or metastatic (2nd line) - axitinib {ID518]
Importance: High

Dear

Please find attached the Appeal Committee Chair’s initial scrutiny letter for the Royal College of Physician’s appeal
against the above technology appraisal.

If you would like to respond to any of the points in the letter, please can you send your response to me by
Wednesday 8 May.

Kind regards

National Institute for Health and Care Excellence
10 Spring Gardens | London SW1A 2BU
T | Fax: 44 (0)845 003 7784
Web: http://nice.org.uk Meetings held in public: http://www.nice.org.uk/mip

The information contained in this message and any attachments is intended for the addressee(s) only. If you
are not the addressee, you may not disclose, reproduce or distribute this message. If you have received this
message in error, please advise the sender and delete it from your system. Any personal data sent in reply to
this message will be used in accordance with provisions of the Data Protection Act 1998 and only for the
purposes of the Institute's work.

All messages sent by NICE are checked for viruses, but we recommend that you carry out your own checks
on any attachment to this message. We cannot accept liability for any loss or damage caused by software
viruses.

htip://www.nice.org.uk

This message may contain confidential information. If you are not the intended recipient please inform the
sender that you have received the message in error before deleting it. Please do not disclose, copy or
distribute information in this e-mail or take any action in reliance on its contents: to do so is strictly
prohibited and may be unlawful.

Thank you for your co-operation.

Delivered via MessageLabs
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Sent via email

Registrar
Royal College of Physicians

16 May 2013

Dear N

Final Appraisal Determination: axitinib for the treatment of advanced renal cell
carcinoma after failure of prior systemic treatment

Thank you for your reply to my initial scrutiny letter.

1.1. Rejection of views and failure to invite Professor Hawkins to the second
appraisal meeting.

| was not expressing a view on whether the committee had a logical reason to prefer
one experts view over another, although | have seen no evidence to suppose they
did not. My view, although this is not precisely the point | was trying to make, is that
where experts differ by definition the views of either expert may be reasonably held.
Each expert could articulate the reasons for his or her view. But it may not be
possible and in the context of an FAD is not a requirement for the committee to state
not only that it prefers one view over another, but also why it found the reasons for
that view more persuasive than the reasons for the alternative. Before the passage
from my earlier letter which you cite, | had explained that

"... an FAD must be sufficiently reasoned to take effect as guidance (in other words,
the informed reader must be able to understand what the reasons for the conclusion
are, so he or she can take those conclusions into account when exercising clinical
judgment). That is a different purpose to being sufficiently reasoned to enable
readers to understand why an experts view did not persuade in the final analysis."

The papers relating to the appeal in Ranibizumab for the treatment of diabetic
macular oedema TA 237 are available online:
http://www.nice.org.uk/nicemedia/live/13125/57323/57323.pdf | apologise that | did
not make that clear in my earlier letter. The relevant paragraphs begin at paragraph
47. In summary the appeal panel rejected an argument that fairness might require a
clinical expert to be present to assist a committee to reach its judgments. That is the
committee's responsibility alone, and it must do the best it can with the expertise of
its various members. It can though be assisted to understand evidence by a clinical
expert. The same point to the point you raise has been raised by another appellant,
and my view is that the complaint is not that evidence was missing or
misunderstood, but that Professor Hawkins should have assisted with deliberation or
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decision making. The appeal panel has previously decided that that is not a
requirement of fairness.

For these reasons | am still not persuaded this would be a valid ground of appeal.
However | can confirm your appeal concerning the lack of findings of the most
plausible ICER is proceeding.

Yours sincerely

Appeals Committee Chair
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