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NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE

Health Technology Appraisal

Trastuzumab emtansine for treating HER2-positive, unresectable locally advanced or metastatic breast cancer after
treatment with trastuzumab and a taxane

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

Definitions:

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

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

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

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

Trastuzumab emtansine for previously treated HER2 positive breast cancer ACD consultation comments table Page 1 of 12





Confidential until publication

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

Breakthrough
Breast Cancer

Breakthrough Breast Cancer is dedicated to saving lives through improving early diagnosis,
developing new treatments and preventing all types of breast cancer, and we welcome the
opportunity to contribute to NICE’s consideration of trastuzumab emtansine through
responding to this appraisal consultation document.

However, Breakthrough is extremely disappointed that, despite the Committee
acknowledging that trastuzumab emtansine is a novel drug which prolongs survival with less
toxicity than comparator treatments, they have been unable to recommend the drug in this
draft decision. This will come as a blow to the women who could benefit from more quality
time with their loved ones as a result of taking the drug and leaves Breakthrough Breast
Cancer deeply concerned about the future of treatment for metastatic breast cancer in
England and Wales.

Metastatic breast cancer is an incurable condition and treatment options are limited. The
evidence considered by the committee clearly shows that trastuzumab emtansine offers
women substantially prolonged survival time, with a good quality of life, and that this drug
therefore represents a significant step forward in treatment. Breakthrough Breast Cancer
appreciates that NICE has a difficult task when appraising drugs and that trastuzumab
emtansine is simply too expensive at the current price; however we are alarmed that drugs
which have been shown to be clinically effective, and improve both length and quality of life,
cannot be approved for routine use in the NHS. This worrying decision highlights that,
without significant changes to drug pricing and/or the system for approving drugs for use on
the NHS, our persistent problem of access to treatment remains unsolved.

The Department of Health’s ambitious new drug pricing agreement, the Pharmaceutical
Pricing Regulation Scheme (PPRS), launched this January and should have solved the
apparent stalemate between the spiralling price of new cancer medicines and NICE’s cost

Thank you for your comment.
The Committee makes
recommendations regarding
the clinical and cost
effectiveness of treatments for
use within the NHS. Although
the Committee acknowledged
that trastuzumab emtansine is
a novel antibody-drug
conjugate and that it prolonged
survival, with less toxicity than
lapatinib plus capecitabine, the
cost-effectiveness estimates
for trastuzumab emtansine
(including the patient access
scheme) remained above the
range that could be considered
a cost effective use of NHS
resources. For further details,
see sections 4.16, 4.18, 4.19
and 4.20 of the FAD.

It is the role of the Committee
not to recommend treatments if
the benefits to patients are
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Consultee

Comment

Response

Breakthrough
Breast Cancer
(cont.)

effectiveness thresholds. And we have recently heard the most decisive commitment yet
that the pharmaceutical industry will honour their five year agreement to cap the NHS drugs
budget. However, the rejection of trastuzumab emtansine by NICE in this draft decision
clearly demonstrates that this agreement is not feeding through to ensure routine access to
effective cancer drugs.

Disappointing too is that NICE’s proposed new ‘value based assessment’ looks like it will
make little difference to whether breast cancer patients will be able to access drugs like
trastuzumab emtansine, or any of the other innovative cancer drugs coming through the
research pipeline, into the long term. Patients currently only have access through the
Cancer Drugs Fund but this is both time and cash limited and a long term solution must be
found.

A system which allows ground-breaking new drugs to be rejected is fundamentally flawed
and the UK risks falling far behind in its standards of cancer treatment if these kinds of drugs
cannot be made routinely available. This Government promised to ‘reform NICE and move
to a system of value-based pricing so that all patients can access the drugs and treatments
their doctors think they need’. Value based assessment and the PPRS, as they both
currently stand, do not provide the solution that cancer patients have been promised.
Breakthrough Breast Cancer understands that, under the existing system, NICE is unable to
approve drugs like trastuzumab emtansine for routine use on the NHS. However, we urge
NICE to do everything in its power to ensure that changes implemented to the drug approval
system lead to real improvements in access to drugs for patients.

If you have any questions or wish to discuss any of the aspects of this submission, please
don’t hesitate to contact me.

unproven, or if the treatments
are not cost effective. The
Committee understood that this
had not been superseded by
the terms of the
Pharmaceutical Price
Regulation Scheme,
concluding that its remit and
methods of appraising the
clinical and cost effectiveness
of technologies had not
changed as a result of this
scheme. For further details,
see section 4.21 of the FAD.

Roche

Thank you for giving us the opportunity to comment on the above ACD. We believe this
appraisal raises an important issue — an issue which must be addressed if the final
recommendation is to be considered a sound and suitable basis for the issuance of
guidance to the NHS.

Under the terms of the Pharmaceutical Price Regulation Scheme 2014, the total spend on
branded medicines in the UK is capped.

Thank you for your comment.

It is the role of the Committee
not to recommend treatments if
the benefits to patients are
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Consultee

Comment

Response

Roche (cont.)

The scheme caps the budget with annual growth limited to 0% in 2014 through to 1.9% in
2018. Forecast growth is significantly higher at 3.87% in 2014 — when the expected growth
rates are compounded, by 2018 the uncapped spend on branded medicines will be 17.59%
above the current level whilst the agreed spend level with the cap will be only 5.6% above
the current level.

This will result in an anticipated overspend above the cap in the region of £386m in 2014
rising to £1202m in 2018*. All expenditure which exceeds the cap will be rebated by
industry.

This agreement raises an important question. If expenditure on branded medicines remains
above the agreed cap level in the scenario of a positive or negative NICE decision (as it will
in the case of trastuzumab emtansine) is it reasonable for an Appraisal Committee to make
a decision under the assumption that funding the medicine in question will come at an
additional cost to society?

In the case of this appraisal, NICE approval of trastuzumab emtansine will result in an
additional cost; however this will result in an equivalent reduction in the PPRS rebate paid

by industry.

This issue must be considered by Committee if the decision reached is to be ‘reasonable’.

In addition to the above we are concerned with the Committee’s conclusion that
trastuzumab emtansine does not meet the “End of Life” criteria. The conclusion was
reached as the survival of patients treated with lapatinib in combination with capecitabine is
regarded as being above two years.

unproven, or if the treatments
are not cost effective. The
Committee understood that this
had not been superseded by
the terms of the
Pharmaceutical Price
Regulation Scheme,
concluding that its remit and
methods of appraising the
clinical and cost effectiveness
of technologies had not
changed as a result of this
scheme. For further details,
see section 4.21 of the FAD.
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Consultee

Comment

Response

Roche (cont.)

Lapatinib is not NICE approved and is only funded via the Cancer Drugs Fund.

We believe it is unreasonable to conclude that trastuzumab emtansine does not meet the
End of Life criteria due to a comparison against a medicine which is not subject to standard
NHS funding.

We are committed to finding a long term solution to ensure women continue to receive
trastuzumab emtansine and look forward to working with NICE, NHS England and the
Department of Health on this issue.

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

No. When considering whether the ‘End of Life’ criteria apply to trastuzumab emtansine the
Committee has not considered the median overall survival observed for patients who
received lapatinib in combination with capecitabine in the EGF104009 study (Cameron
2010).

In addition we believe the evidence of trastuzumab emtansine demonstrating a substantially
improved tolerability profile compared to lapatinib in combination with capecitabine has been
underemphasised. Details of this are identified in section 3.2 of this response.

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

When identifying the
appropriate comparators, the
Committee is guided by
established practice in the
NHS, irrespective of how these
are funded. After discussion
with clinical specialists the
Committee agreed that
lapatinib plus capecitabine was
a clinically relevant comparator
for trastuzumab emtansine.
Therefore, the evaluation of
expected survival with current
standard of care should be
based on that of patients
receiving lapatinib plus
capecitabine. For further
details, see sections 4.3 and
4.19 of the FAD.

The Committee reviewed the
reported median survival times
on lapatinib plus capecitabine
in several trials other than
EMILIA, noting that these
generally fell below 24 months.
Based on these data, the
Committee accepted that
trastuzumab emtansine fulfilled
the criterion for short life
expectancy. For further details,
see section 4.19 of the FAD.
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Consultee

Comment

Response

Roche (cont.)

The summaries are reasonable.

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

3.1 The Committee’s conclusion on double-counting of the disutility of adverse events is
incorrect

In section 4.11 the ACD states that:

‘the Committee considered that applying a higher utility value for trastuzumab emtansine
could result in the benefit of treatment being double-counted and overestimated, because
the utility decrements for adverse events already capture part of this benefit’

This is incorrect. The utility values presented for PFS contain the disutility of adverse events.
These disutilities are only applied once and so no double-counting occurs within the model.

3.2 The Committee’s conclusion that there is consistent utility across all treatments is
unreasonable in light of the evidence available

Trastuzumab emtansine has been demonstrated to have a substantially improved tolerability
profile compared to lapatinib in combination with capecitabine. It unreasonable to ignore the
impact of this upon the utility of patients and subsequently the cost-effectiveness of
trastuzumab emtansine.

The EMILIA study included the ‘FACT-B’ patient reported outcome tool. The figure below
demonstrates the results of the physical well-being subscale of the FACT-B results from
EMILIA.

After further discussion with the
Evidence Review Group
(ERG), the Committee agreed
that the benefit of trastuzumab
emtansine from reducing
adverse events had not been
double-counted in the model.
For further details see section
4.11 of the FAD.

The Committee was aware that
EMILIA was an open-label trial,
which may have introduced
bias in the outcomes reported
by patients, but considered the
additional evidence on
wellbeing and side effects
submitted by the company, and
concluded that a marginally
higher utility value for
trastuzumab emtansine in the
progression-free state could be
accepted. For further details
see section 4.11 of the FAD.

Trastuzumab emtansine for previously treated HER2 positive breast cancer ACD consultation comments table

Page 6 of 12






Confidential until publication

Consultee

Comment

Response

Roche (cont.)

Figure 3. Mean physical well-being scores (T-DM1 vs
capecitabine plus lapatinib).
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These results demonstrate a clinically meaningful improvement in the item “Bothered by
side effects” for patients in the trastuzumab emtansine arm compared with patients in the
capecitabine-plus-lapatinib arm which is maintained through week 24 (Figure 3) (Welslau
2012).

This result is highly supportive of the use of a higher PFS utility value for patients receiving
trastuzumab emtansine (something strongly supported by our clinical experts).

In addition the EMILIA study included the “Diarrhea Assessment Scale” (DAS) tool. Although
similar at baseline, the number of patients reporting diarrhea symptoms increased 1.5- to 2-
fold during treatment in the capecitabine-plus-lapatinib arm, whereas the number reporting
diarrhea symptoms remained near baseline levels in the trastuzumab emtansine arm (Fig.
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Consultee

Comment

Response

Roche (cont.)

4). At cycle 2, more patients in the capecitabine-plus-lapatinib arm versus the trastuzumab
emtansine arm had more than 1 stool per day (60.5% versus 31.7%), had unformed stools
(75.1% versus 39.5%), developed urgency (60.2% versus 27.5%), and had abdominal

discomfort (51.0% versus 27.3%) (Welslau 2013).
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Figure 4. Diarrhea Assessment Scale results are shown. Error bars
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The combination of the EMILIA FACT-B data, the DAS data and the reduced number of
symptomatic adverse events experienced with trastuzumab emtansine strongly support the

M1,
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Consultee

Comment

Response

Roche (cont.)

use of a higher utility value for trastuzumab emtansine compared to lapatinib in combination
with capecitabine.

3.3 Itis unreasonable for the Committee to fail to consider the impact of the PPRS
medicines cap upon this Appraisal

In the context of a capped medicines budget it is unreasonable to continue to operate as if
the medicines budget is not capped. This argument is detailed further in the cover letter for
this response.

3.4 It is unreasonable to conclude that trastuzumab emtansine does not meet the ‘End of
Life’ criteria due to the estimated survival of patients treated with a medicine only
available via the Cancer Drugs Fund

In Section 4.18 of the ACD the Committee concluded that patients treated with lapatinib are
likely to live beyond 2 years. On the basis of this it was determined that trastuzumab
emtansine did not meet the ‘End of Life’ criteria.

We believe this conclusion is fundamentally unreasonable. Lapatinib is only available via the
Cancer Drugs Fund (CDF) and is not NICE approved. We do not believe it is reasonable to
consider a medicine funded via the CDF as a comparator for the evaluation of whether or
not ‘End of Life’ is met.

If lapatinib plus capecitabine is considered to be an appropriate comparator for determining
whether trastuzumab emtansine meets the end of life criteria then it appears unreasonable
to not consider the totality of evidence available on the expected survival with this regimen.

It should be noted that in the final survival analysis of lapatinib plus capecitabine in women
with HER-2-positive advanced breast cancer (Cameron D. et al. 2010) the median overall
survival for the combination arm was 75 weeks.

[References were provided but are not reproduced here.]

Comment noted.

Comment noted. When
identifying the appropriate
comparators, the Committee is
guided by established practice
in the NHS, irrespective of how
these are funded. After
discussion with clinical
specialists the Committee
agreed that lapatinib plus
capecitabine was a clinically
relevant comparator for
trastuzumab emtansine.
Therefore, the evaluation of
expected survival with current
standard of care should be
based on that of patients
receiving lapatinib plus
capecitabine. The Committee
reviewed evidence of the
reported survival times from
several trials other than EMILIA
which suggested that life
expectancy on lapatinib plus
capecitabine generally fell
below 24 months. Based on
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Consultee

Comment

Response

the reported median survival
on lapatinib plus capecitabine
in those trials, the Committee
accepted that trastuzumab
emtansine fulfilled the criterion
for short life expectancy. For
further details, see section 4.3
and 4.19 of the FAD.

Comments received from clinical specialists and patient experts

Nominating
organisation

Comment

Response

Breakthrough Breast
Cancer

Thank you for forwarding the above document to me. | apologise for
replying so late. | have read through the document thoroughly, but
slowly. | am of course, not qualified to answer any of the above
guestions. However, | would like to comment by reiterating what |
said at the meeting. People with advanced cancer, have a different
concept of time to a non cancer sufferer. To the experts, three
months or six month is a short time. To advanced cancer patients, it
is a long time. The few extra months brings hope. Everyone wants
those few extra months. There is always the possibility that the 'extra
months' will turn out to be much longer. The problem as always, is
cost, | do understand this.

The meeting was both interesting and enlightening. May | thank you
all most sincerely, for making me feel so comfortable and involved in
it.

Thank you for your comment and for sharing
your views at the Committee meeting.

The Committee acknowledged that patients
and their families often highly value what may
seem to others even relatively short extensions
to life, as long as the person’s quality of life is
maintained. It also recognised that
trastuzumab emtansine would be welcomed by
patients and their families. However, given the
price and estimated cost-effectiveness of
trastuzumab emtansine, the Committee was
unable to recommend trastuzumab emtansine
for routine use in the NHS. For further details,
see section 4.1 of the FAD.
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Comments received from commentators

Commentator

Comment

Response

GSK

GSK Response
No comments

Error/Inconsistency

In section 7.4.9 page 203 of the manufacturer’s submission it states:

“The response rates for trastuzumab and capecitabine and
capecitabine monotherapy are estimated indirectly versus trastuzumab
emtansine through using the response rates from the EGF100151 and
GBG26 trials respectively.”

Section 3.28, page 20 of the ACD states.

“For trastuzumab emtansine and lapatinib plus capecitabine, the
manufacturer obtained response rates from EMILIA, estimating utility
values of 0.78 and 0.74 respectively. Similarly, it estimated a utility value
of 0.72 for capecitabine based on response rates from GBG26 and a
utility value of 0.73 for trastuzumab plus capecitabine based on response
rates from EGF100151.”

The EGF100151 trial compared lapatinib plus capecitabine with
capecitabine monotherapy and the GBG26 trial compared trastuzumab
plus capecitabine with capecitabine monotherapy. It therefore seems
likely that the ACD is incorrect and that the utility value for capecitabine
was based on response rates from the EGF100151 trial and the utility
values for trastuzumab plus capecitabine are based on the response
rates from the GBG26 trial.

Thank for your comment. This error has been
corrected in the FAD (section 3.28).
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Summary of comments received from members of the public

Theme

Response

Medicines that could extend lives should be recommended even if they
are expensive

It is the role of the Committee not to recommend treatments if the
treatments are not cost effective. The cost-effectiveness estimates for
trastuzumab emtansine (including the patient access scheme)
remained well above the range that could be considered a cost effective
use of NHS resources. For further details, see sections 4.16, 4.18, 4.19
and 4.20 of the FAD.

Trastuzumab emtansine has wider societal benefit that should be taken
into account

The Committee appreciated that metastatic breast cancer is a
debilitating condition that can affect women of all ages and leads to
premature death. However, given the price and estimated cost-
effectiveness of trastuzumab emtansine, the Committee was unable to
recommend trastuzumab emtansine for routine use in the NHS. For
further details, see section 4.1 of the FAD.

Trastuzumab emtansine can extend lives by more than 6 months

In Single Technology Appraisals, the key evidence on clinical
effectiveness is provided by the company. In the most relevant trial for
trastuzumab emtansine, EMILIA, trastuzumab emtansine increased
median overall survival by 5.8 months. For further details, see sections
3.7 and 4.4 of the FAD.

Trastuzumab emtansine is too expensive

The Committee concluded that the most plausible cost-effectiveness
estimate for trastuzumab emtansine (including the patient access
scheme) was above the range of estimates that would normally be
considered a cost effective use of NHS resources. The Committee
noted that the patient access scheme did not reduce the ICER to a level
close to one that could be accepted as a cost effective use of NHS
resources. For further details, see sections 4.15 and 4.16 of the FAD.
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Janet Robertson

National Institute for Health and Care Excellence
10 Spring Gardens

London

SW1A 2BU

BY EMAIL

19 May 2014

RE: Trastuzumab emtansine for treating HER2-positive, unresectable locally advanced or

metastatic breast cancer after treatment with trastuzumab and a taxane

Dear Janet,

Thank you for giving us the opportunity to comment on the above ACD. We believe this appraisal
raises an important issue — an issue which must be addressed if the final recommendation is to be

considered a sound and suitable basis for the issuance of guidance to the NHS.

Under the terms of the Pharmaceutical Price Regulation Scheme 2014, the total spend on branded

medicines in the UK is capped.

The scheme caps the budget with annual growth limited to 0% in 2014 through to 1.9% in 2018.
Forecast growth is significantly higher at 3.87% in 2014 — when the expected growth rates are
compounded, by 2018 the uncapped spend on branded medicines will be 17.59% above the

current level whilst the agreed spend level with the cap will be only 5.6% above the current level.

Roche Products Limited 6 Falcon Way Health Economics and Tel. +44(0)1707 360000
Shire Park Strategic Pricing Fax +44(0)1707 384123
Welwyn Garden City
Hertfordshire
AL7 1TW
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This will result in an anticipated overspend above the cap in the region of £386m in 2014 rising to

£1202m in 2018*. All expenditure which exceeds the cap will be rebated by industry.

This agreement raises an important question. If expenditure on branded medicines remains above
the agreed cap level in the scenario of a positive or negative NICE decision (as it will in the case of
trastuzumab emtansine) is it reasonable for an Appraisal Committee to make a decision under the

assumption that funding the medicine in question will come at an additional cost to society?

In the case of this appraisal, NICE approval of trastuzumab emtansine will result in an additional

cost; however this will result in an equivalent reduction in the PPRS rebate paid by industry.

This issue must be considered by Committee if the decision reached is to be ‘reasonable’.

In addition to the above we are concerned with the Committee’s conclusion that trastuzumab
emtansine does not meet the “End of Life” criteria. The conclusion was reached as the survival of
patients treated with lapatinib in combination with capecitabine is regarded as being above two
years.

Lapatinib is not NICE approved and is only funded via the Cancer Drugs Fund.

We believe it is unreasonable to conclude that trastuzumab emtansine does not meet the End of

Life criteria due to a comparison against a medicine which is not subject to standard NHS funding.
We are committed to finding a long term solution to ensure women continue to receive
trastuzumab emtansine and look forward to working with NICE, NHS England and the Department

of Health on this issue.

Kind Regards

Jennifer Cozzone

Head of Health Economics and Strategic Pricing
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1. Has all the relevant evidence been taken into account?

No. When considering whether the ‘End of Life’ criteria apply to trastuzumab emtansine the
Committee has not considered the median overall survival observed for patients who received

lapatinib in combination with capecitabine in the EGF104009 study (Cameron 2010).
In addition we believe the evidence of trastuzumab emtansine demonstrating a substantially
improved tolerability profile compared to lapatinib in combination with capecitabine has been

underemphasised. Details of this are identified in section 3.2 of this response.

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

evidence?

The summaries are reasonable.

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

3.1 The Committee’s conclusion on double-counting of the disutility of adverse events is incorrect

In section 4.11 the ACD states that;

‘the Committee considered that applying a higher utility value for trastuzumab emtansine could
result in the benefit of treatment being double-counted and overestimated, because the utility

decrements for adverse events already capture part of this benefit’

This is incorrect. The utility values presented for PFS contain the disutility of adverse events.

These disutilities are only applied once and so no double-counting occurs within the model.

3.2 The Committee’s conclusion that there is consistent utility across all treatments is

unreasonable in light of the evidence available

Trastuzumab emtansine has been demonstrated to have a substantially improved tolerability
profile compared to lapatinib in combination with capecitabine. It unreasonable to ignore the impact
of this upon the utility of patients and subsequently the cost-effectiveness of trastuzumab

emtansine.
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The EMILIA study included the ‘FACT-B’ patient reported outcome tool. The figure below

demonstrates the results of the physical well-being subscale of the FACT-B results from EMILIA.
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These results demonstrate a clinically meaningful improvement in the item “Bothered by side
effects” for patients in the trastuzumab emtansine arm compared with patients in the capecitabine-
plus-lapatinib arm which is maintained through week 24 (Figure 3) (Welslau 2012).

This result is highly supportive of the use of a higher PFS utility value for patients receiving

trastuzumab emtansine (something strongly supported by our clinical experts).

In addition the EMILIA study included the “Diarrhea Assessment Scale” (DAS) tool. Although
similar at baseline, the number of patients reporting diarrhea symptoms increased 1.5- to 2-fold
during treatment in the capecitabine-plus-lapatinib arm, whereas the number reporting diarrhea
symptoms remained near baseline levels in the trastuzumab emtansine arm (Fig. 4). At cycle 2,
more patients in the capecitabine-plus-tapatinib arm versus the trastuzumab emtansine arm had
more than 1 stool per day (60.5% versus 31.7%), had unformed stools (75.1% versus 39.5%),

developed urgency (60.2% versus 27.5%), and had abdominal discomfort (51.0% versus 27.3%)
(Welslau 2013).
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trastuzumab emtansine.

The combination of the EMILIA FACT-B data, the DAS data and the reduced number of
symptomatic adverse events experienced with trastuzumab emtansine strongly support the use of
a higher utility value for trastuzumab emtansine compared to lapatinib in combination with

capecitabine.

3.3 Itis unreasonable for the Committee to fail to consider the impact of the PPRS medicines cap

upon this Appraisal

In the context of a capped medicines budget it is unreasonable to continue to operate as if the
medicines budget is not capped. This argument is detailed further in the cover letter for this

response.

3.4 It is unreasonable to conclude that trastuzumab emtansine does not meet the ‘End of Life’
criteria due to the estimated survival of patients treated with a medicine only available via the

Cancer Drugs Fund
In Section 4.18 of the ACD the Committee concluded that patients treated with lapatinib are likely

to live beyond 2 years. On the basis of this it was determined that trastuzumab emtansine did not

meet the ‘End of Life’ criteria.
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We believe this conclusion is fundamentally unreasonable. Lapatinib is only available via the
Cancer Drugs Fund (CDF) and is not NICE approved. We do not believe it is reasonable to
consider a medicine funded via the CDF as a comparator for the evaluation of whether or not ‘End

of Life’ is met.

If lapatinib plus capecitabine is considered to be an appropriate comparator for determining
whether trastuzumab emtansine meets the end of life criteria then it appears unreasonable to not

consider the totality of evidence available on the expected survival with this regimen.

It should be noted that in the final survival analysis of lapatinib plus capecitabine in women with
HER-2-positive advanced breast cancer (Cameron D. et al. 2010) the median overall survival for

the combination arm was 75 weeks.
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Technology Appraisal Project Manager — Committee A
National Institute for Health and Care Excellence
British Council Offices

10 Spring Gardens

London

SW1A 2BU

16™ May 2014
Dear Mrs Joshi,
Single Technology Appraisal (STA)

Trastuzumab emtansine for treating HER2-positive, unresectable locally advanced or metastatic
breast cancer after treatment with trastuzumab and a taxane [ID603]

Appraisal consultation document

Breakthrough Breast Cancer is dedicated to saving lives through improving early diagnosis, developing
new treatments and preventing all types of breast cancer, and we welcome the opportunity to
contribute to NICE’s consideration of trastuzumab emtansine through responding to this appraisal
consultation document.

However, Breakthrough is extremely disappointed that, despite the Committee acknowledging that
trastuzumab emtansine is a novel drug which prolongs survival with less toxicity than comparator
treatments, they have been unable to recommend the drug in this draft decision. This will come as a
blow to the women who could benefit from more quality time with their loved ones as a result of
taking the drug and leaves Breakthrough Breast Cancer deeply concerned about the future of
treatment for metastatic breast cancer in England and Wales.

Metastatic breast cancer is an incurable condition and treatment options are limited. The evidence
considered by the committee clearly shows that trastuzumab emtansine offers women substantially
prolonged survival time, with a good quality of life, and that this drug therefore represents a
significant step forward in treatment. Breakthrough Breast Cancer appreciates that NICE has a
difficult task when appraising drugs and that trastuzumab emtansine is simply too expensive at the
current price; however we are alarmed that drugs which have been shown to be clinically effective,
and improve both length and quality of life, cannot be approved for routine use in the NHS. This
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worrying decision highlights that, without significant changes to drug pricing and/or the system for
approving drugs for use on the NHS, our persistent problem of access to treatment remains unsolved.

The Department of Health’s ambitious new drug pricing agreement, the Pharmaceutical Pricing
Regulation Scheme (PPRS), launched this January and should have solved the apparent stalemate
between the spiralling price of new cancer medicines and NICE’s cost effectiveness thresholds. And we
have recently heard the most decisive commitment yet that the pharmaceutical industry will honour
their five year agreement to cap the NHS drugs budget. However, the rejection of trastuzumab
emtansine by NICE in this draft decision clearly demonstrates that this agreement is not feeding
through to ensure routine access to effective cancer drugs.

Disappointing too is that NICE’s proposed new ‘value based assessment’ looks like it will make little
difference to whether breast cancer patients will be able to access drugs like trastuzumab emtansine,
or any of the other innovative cancer drugs coming through the research pipeline, into the long term.
Patients currently only have access through the Cancer Drugs Fund but this is both time and cash
limited and a long term solution must be found.

A system which allows ground-breaking new drugs to be rejected is fundamentally flawed and the UK
risks falling far behind in its standards of cancer treatment if these kinds of drugs cannot be made
routinely available. This Government promised to ‘reform NICE and move to a system of value-based
pricing so that all patients can access the drugs and treatments their doctors think they need’. Value
based assessment and the PPRS, as they both currently stand, do not provide the solution that cancer
patients have been promised. Breakthrough Breast Cancer understands that, under the existing
system, NICE is unable to approve drugs like trastuzumab emtansine for routine use on the NHS.
However, we urge NICE to do everything in its power to ensure that changes implemented to the drug
approval system lead to real improvements in access to drugs for patients.

If you have any questions or wish to discuss any of the aspects of this submission, please don't
hesitate to contact me.

Kind regards,
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Dear

This is to inform you that the Royal College of Nursing have no comments to submit
to inform on the ACD of the above appraisal.

Thank you for the opportunity to participate.
Please acknowledge receipt.

Kind Regards,

Tel. 020 7647 3673/Fax. 0207 647 3498 | www.rcn.org.uk

The RCN represents nurses and nursing, promotes excellence in practice and shapes health
policies

Royal College

of Nursing
The RCN represents nurses and nursing, promotes excellence in practice and shapes health
policies

New Royal College of Nursing Library
and Heritage Centre now open.
Find out more at www.rcn.org.uk/library

Please consider the environment before printing this email

http://www.rcn.org.uk

This email is confidential and intended solely for the use of the individual to whom it is addressed. Any
views or opinions presented are solely those of the author and do not necessarily represent those of
the Royal College of Nursing or any of its affiliates.

If you are not the intended recipient be advised that you have received this email in error and that any
use, dissemination, forwarding, printing or copying of this email is strictly prohibited. If you have
received this email in error please return it to the sender immediately. The contents of this message
may be legally privileged.

Royal College of Nursing of the United Kingdom
20 Cavendish Square

London W1G ORN

Tel: +44 (0) 345 456 3996

Fax: +44 (0) 20 7647 3436
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Dear

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.

Many thanks and best wishes

Department of Health

This e-mail and any files transmitted with it are confidential. If you are not the intended
recipient, any reading, printing, storage, disclosure, copying or any other action taken in
respect of this e-mail is prohibited and may be unlawful. If you are not the intended recipient,
please notify the sender immediately by using the reply function and then permanently delete
what you have received.

Incoming and outgoing e-mail messages are routinely monitored for compliance with the
Department of Health's policy on the use of electronic communications. For more
information on the Department of Health's e-mail policy click here
http://www.dh.gov.uk/terms

The original of this email was scanned for viruses by the Government Secure Intranet virus
scanning service supplied by VVodafone in partnership with Symantec. (CCTM Certificate
Number 2009/09/0052.) This email has been certified virus free.

Communications via the GSi may be automatically logged, monitored and/or recorded for
legal purposes.
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GSK Final Response 19" May 2014

Single Technology Appraisal (STA)

Trastuzumab emtansine for treating HER2-positive, unresectable locally advanced or

metastatic breast cancer after treatment with trastuzumab and a taxane [ID603]

Appraisal consultation document

GSK Response
No comments

Error/Inconsistency
In section 7.4.9 page 203 of the manufacturer’s submission it states:

“The response rates for trastuzumab and capecitabine and
capecitabine monotherapy are estimated indirectly versus trastuzumab
emtansine through using the response rates from the EGF100151 and
GBG26 trials respectively.”

Section 3.28, page 20 of the ACD states.

“For trastuzumab emtansine and lapatinib plus capecitabine, the manufacturer
obtained response rates from EMILIA, estimating utility values of 0.78 and 0.74
respectively. Similarly, it estimated a utility value of 0.72 for capecitabine based on
response rates from GBG26 and a utility value of 0.73 for trastuzumab plus
capecitabine based on response rates from EGF100151.”

The EGF100151 trial compared lapatinib plus capecitabine with capecitabine
monotherapy and the GBG26 trial compared trastuzumab plus capecitabine with
capecitabine monotherapy. It therefore seems likely that the ACD is incorrect and
that the utility value for capecitabine was based on response rates from the
EGF100151 trial and the utility values for trastuzumab plus capecitabine are based
on the response rates from the GBG26 trial.






* Has all of the relevant evidence been taken into account?
* Are the summaries of clinical and cost effectiveness reasonable interpretations of the evidence?
» Are the provisional recommendations sound and a suitable basis for guidance to the NHS?

Thank you for forwarding the above document to me. | apologise for replying so late. | have
read through the document thoroughly, but slowly. I am of course, not qualified to answer
any of the above questions. However, | would like to comment by reiterating what | said at
the meeting. People with advanced cancer, have a different concept of time to a non cancer
sufferer. To the experts, three months or six month is a short time. To advanced cancer
patients, it is a long time. The few extra months brings hope. Everyone wants those few extra
months. There is always the possibility that the 'extra months' will turn out to be much
longer. The problem as always, is cost, | do understand this.

The meeting was both interesting and enlightening. May | thank you all most sincerely, for
making me feel so comfortable and involved in it.

With kindest regards

Elisabeth

Delivered via MessageLabs
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Comments on the ACD Received from the Public through the

NICE Website

Name ]
Role Public

Other role

Location us

Conflict no

Notes

Comments on individual sections of the ACD:

Section 1
(Appraisal Committee's
preliminary
recommendations)

How can you put a price on someone's life?

Section 2
(The technology)

How can you put a price on someone's life..

Section 3
(The manufacturer's
submission)

Section 4
( Consideration of the
evidence)

Section 5
(Implementation)

Section 6
(Proposed
recommendations for
further research)

Section 7
( Related NICE guidance)

Section 8
(Proposed date of review
of guidance)

Date

5/9/2014 7:37:00 PM






Name I
Role Public

Other role

Location England

Conflict no

Notes Could save life's

Comments on individual sections of the ACD:

Section 1
(Appraisal Committee's
preliminary
recommendations)

Should be used

Section 2
(The technology)

The technology could help to save lifes

Section 3
(The manufacturer’s
submission)

Section 4
( Consideration of the
evidence)

Section 5
(Implementation)

Section 6
(Proposed
recommendations for
further research)

Section 7
( Related NICE guidance)

Section 8
(Proposed date of review
of guidance)

Date

5/8/2014 8:38:00 PM






Name ]
Role Public

Other role

Location us

Conflict no

Notes

Comments on individual sections of the ACD:

Section 1
(Appraisal Committee's
preliminary
recommendations)

Information provided within this guidance does not illustrate why
it would be the committee's decision to not recommend the use
of Trastuzumab emtansine to treat adults with human epidermal
growth factor receptor 2 (HER2) positive. A In fact, there is
more evidence presented here as to why it should be
recommended for use. A For example:

1. Trastuzumab emtansine is both an effective treatment and
also well tolerated, with fewer side effects than some of the
other options.

2. Trastuzumab emtansine is a novel antibody-drug conjugate
combining the HER2-targeted antitumor activity of trastuzumab
with a cytotoxic agent.

3. Trastuzumab emtansine prolonged survival, with less toxicity
than lapatinib.

4. Capecitabine and trastuzumab emtansine have been shown
to have a satisfactory adverse-event profile in EMILIA. A

4. Most importantly, patients value the availability of more
treatment options and trastuzumab emtansine would be
welcomed by patients and their families

The fact that the committee's rationale for not recommending
the use of trastuzumab emtansine is due to it not representing a
cost effective use of NHS resources demonstrates poor
judgement by the committee.

Section 2
(The technology)

This is a continuation of comment above. A

Cost effectiveness of drugs should not keep lifesaving medicine
out of the hands of the public. A The message NICE is sending
is that death is more cost effective than life and that human life
is only deemed valuable when the NHS can administer cheap
medicine. A Please reconsider your decision! A Not
recommending the use of the drug will cost human lives. A
Hopefully one day it won?t be yours or someone you love.

Section 3
(The manufacturer’s
submission)

Section 4
( Consideration of the
evidence)

Section 5
(Implementation)

Section 6
(Proposed
recommendations for
further research)

Section 7
( Related NICE guidance)

Section 8
(Proposed date of review
of guidance)






| Date | 5/8/2014 3:26:00 PM






Name I
Role Public

Other role

Location England

Conflict no

Notes

Comments on individual sections of the ACD:

Section 1 this drug is a breakthrough for patients who are running out of

(Appraisal Committee's options for treatment. It is so important for the patient, the family

P ommangations) (a lot of these patients have quite young children and the effect
on them of losing a mother so soon in their lives is devastating
especially knowing that a successful treatment is available but
being denied due to cost).

Section 2 Although it is a costly drug,but in comparison to other costs

(The technology) which will probably be encountered for caring for motherless
children and husbands who cannot work because they need to
care for their family it pales into insignificance. Most importantly
there is extension to someone's life and to their quality of life.
Nothing should be disregarded.

Section 3 Please give them a chance

(The manufacturer’s

submission)

Section 4 Please reconsider and approve this drug. those patients who

( Consideration of the
evidence)

need it really do need your help.

Section 5
(Implementation)

Section 6
(Proposed
recommendations for
further research)

Section 7
( Related NICE guidance)

Section 8
(Proposed date of review
of guidance)

Date

5/8/2014 11:57:00 AM






Name I
Role Public

Other role

Location England

Conflict no

Notes

Comments on individual sections of the ACD:

Section 1 If there is any chance of helping cancer sufferers, any glimmer

(Appraisal Committee’s of hope, you must provide this. A You cannot make that choice

P ommangations) for someone - there are so many children who need their
mothers as long as is absolutely possible. A You have a moral
obligation to give every opportunities to cancer patients. A How
can you not?

Section 2 There should be a better way of funding this, and profit margins

(The technology) limited, to enable this to be accessed by as many as possible. A
What price is life? A Tell the children who face losing their
mothers - look them in the eye and tell them you won't help
because of money.

Section 3 You must provide every and any hope possible. A How can you

(The manufacturer’s not?

submission)

Section 4

( Consideration of the
evidence)

Section 5 Unless you are 100% certain there is no benefit to this drug
(Implementation) then you must provide.

Section 6 Please keep researching, developing and making readily
(Proposed available any drug that can help.

recommendations for
further research)

Section 7 Plead support this drug

( Related NICE guidance) _

Section 8 Think if it was your family. A Please support this drug
(Proposed date of review

of guidance)

Date 5/7/2014 11:22:00 PM






Name |

Role Public

Other role

Location England

Conflict no

Notes How can you put a price on someone's life A and deny them

treatment to give them extra time that's precious to them and
their families. A lot of people who do and don't suffer spend a
lot of time raising money for research and now they can't even
benefit from it!? So wrong

Comments on individual sections of the ACD:

Section 1
(Appraisal Committee's
preliminary
recommendations)

This should be made available to anyone that need it
regardless of cost!

Section 2
(The technology)

Section 3
(The manufacturer’s
submission)

Section 4
( Consideration of the
evidence)

Section 5
( Implementation)

Section 6
(Proposed
recommendations for
further research)

Section 7
( Related NICE guidance)

Section 8
(Proposed date of review
of guidance)

Date

5/7/2014 11:01:00 PM






Name

Role

Public

Other role

Fitness instructor

Location

England

Conflict

no

Notes

Comments on individual sections of the ACD:

Section 1
(Appraisal Committee's
preliminary
recommendations)

Section 2
(The technology)

Section 3
(The manufacturer’s
submission)

Section 4
( Consideration of the
evidence)

Section 5
( Implementation)

Section 6
(Proposed
recommendations for
further research)

Section 7
( Related NICE guidance)

Section 8
(Proposed date of review
of guidance)

Section 9
Sources of evidence
considered by the
Committee

| believe this drug should be available. Monetary value cannot
be placed on lives

Date

5/7/2014 9:46:00 PM






Name I
Role Public

Other role

Location England

Conflict no

Notes

Comments on individual sections of the ACD:

Section 1
(Appraisal Committee's
preliminary
recommendations)

Don't put a monetary value on th elives of many women who
need this drug.

Section 2
(The technology)

Section 3
(The manufacturer’s
submission)

Section 4
( Consideration of the
evidence)

Section 5
( Implementation)

Section 6
(Proposed
recommendations for
further research)

Section 7
( Related NICE guidance)

Section 8
(Proposed date of review
of guidance)

Date

5/7/2014 9:26:00 PM






Name

Role

Public

Other role

Location

England

Conflict

no

Notes

Comments on individual sections of the ACD:

Section 1
(Appraisal Committee's
preliminary
recommendations)

Section 2
(The technology)

Section 3
(The manufacturer’s
submission)

Section 4
( Consideration of the
evidence)

How can we allow pharmaceutical companies to put such a
high price on drugs? A How can we allow these companies to
play God and decide who can afford to live, and who will die?A
We are dealing with people's LIVES. Real people!!! These are
our mothers wives, friends, neighbours. A They are not distant,
imaginary people. They are REAL. Let's help them in their
battle with this disease.

Section 5
( Implementation)

Section 6
(Proposed
recommendations for
further research)

Section 7
( Related NICE guidance)

Section 8
(Proposed date of review
of guidance)

Date

5/7/2014 9:16:00 PM






Name

Role

Patient

Other role

Location

England

Conflict

no

Notes

Comments on individual sections of the ACD:

Section 1
(Appraisal Committee's
preliminary
recommendations)

Section 2
(The technology)

Section 3
(The manufacturer’s
submission)

Section 4
( Consideration of the
evidence)

Section 5
( Implementation)

Section 6
(Proposed
recommendations for
further research)

Section 7
( Related NICE guidance)

Section 8
(Proposed date of review
of guidance)

Section 9

(Sources of evidence
considered by the
Committee)

The 6 month survival time is misleading!!! This drug has
completely reversed disease in some people and has made the
disease stable in many more. | want to know WHO is going to
tell my two young children when | become resistant to Herceptin
and die, that there was a drug to help mummy live longer, but
was considered too expensive!! Please reply to
carlita_3@hotmail.com at your earliest convenience.

Date

5/7/2014 8:22:00 PM






Name

Role

Patient

Other role

Location

England

Conflict

no

Notes

Comments on individual sections of the ACD:

Section 1
(Appraisal Committee's
preliminary
recommendations)

Section 2
(The technology)

As the technology is available it should be made available.

Section 3
(The manufacturer’s
submission)

Section 4
( Consideration of the
evidence)

Section 5
( Implementation)

Section 6
(Proposed
recommendations for
further research)

Section 7
( Related NICE guidance)

Section 8
(Proposed date of review
of guidance)

Date

5/7/2014 8:00:00 PM






Name ]

Role Public

Other role

Location England

Conflict no

Notes | am a volunteer for Breakthrough Breast Cancer which is

campaigning against your decision not to make this drug
routinely available.

Comments on individual sections of the ACD:

Section 1
(Appraisal Committee's
preliminary

| can understand this decision as it seems to me that the
producers of this drug have priced it very highly. A | would
support any efforts to put pressure on the drug companies to

recommendations) ) ) g
reduce their profiteering from cancer drugs.
Section 2 | am not qualified nor do | have sufficient knowledge to make
(The technology) any comment on the technology.
Section 3 The manufacturer should revisit its profit margins and provide
(The manufacturer's this drug at a cost the NHS can afford.
submission)
Section 4 I would only repeat my comments on profit margins etc. above.

( Consideration of the
evidence)

Section 5 unable to comment on this section
(Implementation)

Section 6 unable to comment on this section
(Proposed

recommendations for
further research)

Section 7 It would be good if this could be reviewed in line with the ending
(Related NICE guidance) | of the Cancer Drugs Fund in 2016. What will be in place then?
Section 8 | do not know any of the members, representatives or project
(Proposed date of review team so can't comment.

of guidance)

Date 5/7/2014 4:52:00 PM






Name I
Role Patient

Other role

Location England

Conflict no

Notes

Comments on individual sections of the ACD:

Section 1 | find this recommendation very disappointing as | am a

(‘l}glf’r:ﬁf:' Committee’s secondary breast cancer patient, currently being treated with

Fecommendations) trastuzumab. My consultant is looking to T-DM1 as a second
line treatment once my current treatment stops working. This
recommendation would not allow this to happen on the NHS. By
the time | need it, the Cancer Drugs Fund may have finished,
leaving me few options for treatment.

Section 2 | agree that the cost of this treatment is high. The drugs

(The technology) company should be challenged where the price is concerned.
However, the cost of the drug should be weighed against the
amount and quality of extra life it affords to the patient. Side
effects are important here. Compared to untargetted chemo
treatments, the side effects of T-DM1 are likely to be minimal.
Just as transtuzumab delivers bearable side effects compared
to chemotherapy.

Section 3 As a lay-person/patient | do not feel qualified to comment on

(The manufacturer's this part of the report.

submission)

Section 4 It is really hard for a patient to understand all these conclusions.

( Consideration of the
evidence)

All | can say is that if patients and clinicians had not
campaigned more than ten years ago for transtuzumab (or
herceptin as it's more commonly known), then | would not be
alive today! It was considered to be a revolutionary new
treatment at the time, but too expensive to be cost effective.
The cost must have come down or it wouldn't be so widely used
today. It is now used to treat primary as well as secondary
breast cancer. Who is to say that T-DM1 will not go on to do the
same. It too is a revolutionary new treatment and provides hope
for those of us whose situation is more than bleak! It should not
be rejected on grounds of cost. The manufacturers should be
forced to lower their price and not hold the country to ransom!

Section 5 No comment.
( Implementation)

Section 6 No comment.
(Proposed

recommendations for
further research)

Section 7 | hope the comments of those like me whose lives are in NICE's
(Related NICE guidance) | hands will be taken into account in August.

Section 8 Are any of these people secondary breast cancer patients?
(Proposed date of review

of guidance)

Section 9 | am glad to see charities such as Breakthrough represented in

(Sources of evidence
considered by the

this group. | have been raising money for their research for
nearly 15years, so from that point of view it is depressing when

Committee) g .
a drug produced via outstanding research cannot be used on
grounds of cost.

Date 5/7/2014 3:22:00 PM






Name |

Role Public

Other role

Location England

Conflict no

Notes

Comments on individual sections of the ACD:

Section 1
(Appraisal Committee's
preliminary
recommendations)

Section 2
(The technology)

Section 3
(The manufacturer’s
submission)

Section 4
( Consideration of the
evidence)

Section 5
( Implementation)

Section 6
(Proposed
recommendations for
further research)

Section 7
( Related NICE guidance)

Section 8
(Proposed date of review
of guidance)

Date 5/7/2014 3:22:00 PM






Name I
Role Patient

Other role

Location England

Conflict no

Notes

Comments on individual sections of the ACD:

Section 1
(Appraisal Committee's
preliminary
recommendations)

This is totally unfair. What cost to the NHS if a liver/lung
transplant patient reoffends by excessive alcohol intake or
heavy smoking?

Section 2
(The technology)

Section 3
(The manufacturer’s
submission)

Section 4
( Consideration of the
evidence)

Section 5
( Implementation)

have NICE considered the cost effectiveness of misdiagnosis of
breast cancer- | was twice misdiagnosed and now cost the NHS
more through GP lack of training in recognising breast cancer
and metastatic symptoms

Section 6
(Proposed
recommendations for
further research)

Section 7
( Related NICE guidance)

This review date is excessively too late

We need a review August 2014. | have terminal cancer and
face uncertain life span- most breast cancer sufferers with
advanced cancer have valuable social and emotional if not
financial worth in their lives- how can such short-sightedness be
accepted?

Section 8
(Proposed date of review
of guidance)

Date

5/7/2014 3:09:00 PM






Name ]
Role Patient

Other role

Location England

Conflict no

Notes Nothing that | know of!

Comments on individual sections of the ACD:

Section 1
(Appraisal Committee's
preliminary
recommendations)

This documentation does not take the experience of Kim
Mawby into consideration-she has had a very positive
experience of this drug.

Section 2
(The technology)

Section 3
(The manufacturer’s
submission)

Section 4
( Consideration of the
evidence)

Section 5
( Implementation)

Section 6
(Proposed
recommendations for
further research)

Section 7
( Related NICE guidance)

Section 8
(Proposed date of review
of guidance)

Date

5/7/2014 11:46:00 AM






Name I
Role Patient

Other role

Location England

Conflict no

Notes

Comments on individual sections of the ACD:

Section 1
(Appraisal Committee's
preliminary
recommendations)

| agree that is fair and sensible

Section 2
(The technology)

Section 3
(The manufacturer’s
submission)

Section 4
( Consideration of the
evidence)

The committee should consider whether the ICER level is
realistic. A | have been heavily treated and | am on Kadlyca and
it has changed my life. A The committee should consider why
other countries in Europe and the FDA have approved this
drug. A In the long term we will end of getting it just like the
committee got it wrong with Herceptin, A If these drugs were
given earlier it would save money in the long term.

Section 5
( Implementation)

Section 6
(Proposed
recommendations for
further research)

Section 7
( Related NICE guidance)

Section 8
(Proposed date of review
of guidance)

Date

4/29/2014 2:14:00 PM






Name

Role

Patient

Other role

Location

England

Conflict

no

Notes

Comments on individual sections of the ACD:

Section 1
(Appraisal Committee's
preliminary
recommendations)

Section 2
(The technology)

Section 3
(The manufacturer’s
submission)

Section 4
( Consideration of the
evidence)

After wading through the endless evidence given | am still not A
convinced that NICE have made the correct decision. NICE find
it difficult to think out of the box and see the real people that are
living for much longer than 6 months on this treatment. The
latest lady | read information on has been taking for the past 4
years and doing well. NICE need to trust the doctors to put their
patients on the correct treatment for them and in some cases it
could be trastuzumab emtansine. We are a rich country that is
fulling further and further behind medical advances which will
surely in the near future see us as an under developed third
world country. For once NICE look to the future and trust the
NHS to do their job.

Section 5

( Implementation)

Section 6 | have and do receive the above PTD treatment. A year down
(Proposed the line | am well and have clear scans which is showing the

recommendations for
further research)

treatment is doing its job. This combination may give me many
many years as Herceptin has given many others ladies in my
situation. This is a new age of drugs working together to
improve survival and at some point cure its patients.We need to
advance our treatments not stand back and watch.

Section 7
( Related NICE guidance)

Section 8
(Proposed date of review
of guidance)

Date

4/28/2014 5:49:00 PM






Name I
Role Public

Other role

Location England

Conflict no

Notes

Comments on individual sections of the ACD:

Section 1 | strongly support the recommendation that people currently
(Appraisal Committee's | receiving treatment continue to receive it due to the trauma that
preliminary . .

recommendations) withdrawing a treatment that has commenced could cause.
Section 2 | comment that an artificial market means that prices are

(The technology) inflated.

Section 3

(The manufacturer's

submission)

Section 4

( Consideration of the
evidence)

Section 5
( Implementation)

Section 6
(Proposed
recommendations for
further research)

Section 7
( Related NICE guidance)

| comment that an earlier review prior to the expiry of the
Cancer Drugs Fund would be beneficial to prevent a potential
gap in funding.

Section 8
(Proposed date of review
of guidance)

Date

4/24/2014 9:01:00 PM






Name I

Role Patient

Other role

Location England

Conflict no

Notes As a 24 year old female diagnosed with advanced her-2+

breast cancer.

| understand the value of these drugs.

In 2013; | had docetaxel, radiotherapy and continue to have
herceptin.

Since March this year i have returned to full time work and
contribute to taxes and national insurance.

| speak to a number of people with A advanced breast cancer A
and other advanced cancer who all work part or full time or
want to go to work.

When you think of the side effects and quality of life T-DM1
brings people can potentially can work and contribute to
society.

| feel that this is never considered and A believe that support
should be given for cancer patients to return to work.

| also believe that cuts and removal of other needed care
services could be made to fund much need drugs like this.
For someone like myself being so young it is not fair my life
should be cut even shorter by money. When i want to live life
work, pay taxes and spend it to help the economy grow.

Comments on individual sections of the ACD:

Section 1
(Appraisal Committee's
preliminary
recommendations)

Section 2
(The technology)

Section 3
(The manufacturer's
submission)

Section 4
( Consideration of the
evidence)

Section 5
( Implementation)

Section 6
(Proposed
recommendations for
further research)

Section 7
( Related NICE guidance)

Section 8
(Proposed date of review
of guidance)

Date

4/24/2014 9:54:00 AM






Name |

Role Patient

Other role

Location England

Conflict no

Notes

Comments on individual sections of the ACD:

Section 1

(Appraisal Committee's

preliminary

recommendations)

Section 2 My clinician thinks this is the best drug option for me and this

(The technology) decision will prevent me from even trying it. Possibly
condemning me to death and my child to the loss of his mother.
Costs associated with loss of a productive member of society
should be taken into account as well as costs like that of caring
for my elderly mother that the state will end up paying for.

Section 3

(The manufacturer’s

submission)

Section 4 Those patients with compromised immune systems like RA

( Consideration of the
evidence)

sufferers have not been Considered.This drug would appear to
be more suitable for them than just trastuzumab during earlier
treatment.

Section 5
( Implementation)

Section 6
(Proposed
recommendations for
further research)

Section 7
( Related NICE guidance)

The review should take place in 2016 when the drug stops
being available via the cancer care fund. If the price reduces
between now and 2016 to an acceptable cost a review should
be undertaken at that time too.

Section 8
(Proposed date of review
of guidance)

Date

4/23/2014 8:13:00 PM
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1 Introduction

The 2009 Pharmaceutical Price Regulation Scheme (PPRS)

(www.dh.gov.uk/en/Healthcare/Medicinespharmacyandindustry/Pharmaceutica

Ipricerequlationscheme/2009PPRS) is a non-contractual scheme between the

Department of Health and the Association of the British Pharmaceutical
Industry. The purpose of the 2009 PPRS is to ensure that safe and cost-
effective medicines are available on reasonable terms to the NHS in England
and Wales. One of the features of the 2009 PPRS is to improve patients’
access to medicines at prices that better reflect their value through patient

access schemes.

Patient access schemes are arrangements which may be used on an
exceptional basis for the acquisition of medicines for the NHS in England and
Wales. Patient access schemes propose either a discount or rebate that may
be linked to the number, type or response of patients, or a change in the list
price of a medicine linked to the collection of new evidence (outcomes). These
schemes help to improve the cost effectiveness of a medicine and therefore
allow the National Institute for Health and Clinical Excellence (NICE) to
recommend treatments which it would otherwise not have found to be cost
effective. More information on the framework for patient access schemes is
provided in the 2009 PPRS

(www.dh.gov.uk/en/Healthcare/Medicinespharmacyandindustry/Pharmaceutica

Ipricerequlationscheme/2009PPRS.

Patient access schemes are proposed by a pharmaceutical company and
agreed with the Department of Health, with input from the Patient Access
Schemes Liaison Unit (PASLU) within the Centre for Health Technology
Evaluation at NICE.
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2 Instructions for manufacturers and sponsors

This document is the patient access scheme submission template for
technology appraisals. If manufacturers and sponsors want the National
Institute for Health and Clinical Excellence (NICE) to consider a patient access
scheme as part of a technology appraisal, they should use this template. NICE
can only consider a patient access scheme after formal referral from the

Department of Health.

The template contains the information NICE requires to assess the impact of a
patient access scheme on the clinical and cost effectiveness of a technology,
in the context of a technology appraisal, and explains the way in which
background information (evidence) should be presented. If you are unable to
follow this format, you must state your reasons clearly. You should insert ‘N/A’
against sections that you do not consider relevant, and give a reason for this

response.
Please refer to the following documents when completing the template:

¢ ‘Guide to the methods of technology appraisal’

(www.nice.org.uk/aboutnice/howwework/devnicetech/technologyappraisalpr

ocessguides/guidetothemethodsoftechnologyappraisal.jsp)

¢ ‘Specification for manufacturer/sponsor submission of evidence’
(http://www.nice.org.uk/aboutnice/howwework/devnicetech/singletechnology
appraisalsubmissiontemplates.jsp) and

¢ Pharmaceutical Price Regulation Scheme 2009

(www.dh.gov.uk/en/Healthcare/Medicinespharmacyandindustry/Pharmaceuti

calpricerequlationscheme/2009PPRS).

For further details on the technology appraisal process, please see NICE’s
‘Guide to the single technology appraisal (STA) process’ and ‘Guide to the
multiple technology appraisal (MTA) process’

(http://www.nice.orqg.uk/aboutnice/howwework/devnicetech/technologyappraisa

Iprocessquides/technology appraisal process guides.jsp). The ‘Specification
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for manufacturer/sponsor submission of evidence’ provides details on

disclosure of information and equality issues.

Make the submission as brief and informative as possible. Only mark
information as confidential when absolutely necessary. Sufficient information
must be publicly available for stakeholders to comment on the full content of
the technology appraisal, including details of the proposed patient access
scheme. Send submissions electronically to NICE in Word or a compatible
format, not as a PDF file.

Appendices may be used to include additional information that is considered
relevant to the submission. Do not include information in the appendices that
has been requested in the template. Appendices should be clearly referenced

in the main submission.

When making a patient access scheme submission, include:

e an updated version of the checklist of confidential information, if necessary

e an economic model with the patient access scheme incorporated, in
accordance with the ‘Guide to the methods of technology appraisal’
(www.nice.org.uk/aboutnice/howwework/devnicetech/technologyappraisalpr

ocessguides/guidetothemethodsoftechnologyappraisal.jsp).

If you are submitting the patient access scheme at the end of the appraisal
process, you should update the economic model to reflect the assumptions
that the Appraisal Committee considered to be most plausible. No other

changes should be made to the model.
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3 Details of the patient access scheme

3.1 Please give the name of the technology and the disease area to

which the patient access scheme applies.

The patient access scheme (PAS) applies to the purchase of trastuzumab
emtansine (Kadcyla). The PAS proposed covers all populations for which

trastuzumab emtansine has an EMA marketing authorization.

3.2 Please outline the rationale for developing the patient access

scheme.

The scheme is designed to bring the cost of trastuzumab emtansine down to a

level at which it can be considered more cost-effective.

3.3 Please describe the type of patient access scheme, as defined by
the PPRS.

The PAS is a simple discount (a |2 discount below the current list price of

trastuzumab emtansine).

This equates to a net price of |l per 160mg vial (compared to a list price
of £2,625.62) and |l per 100mg vial (compared to a list price of
£1,641.09).

3.4 Please provide specific details of the patient population to which the
patient access scheme applies. Does the scheme apply to the whole
licensed population or only to a specific subgroup (for example, type

of tumour, location of tumour)? If so:

e How is the subgroup defined?

¢ |f certain criteria have been used to select patients, why have
these have been chosen?

e How are the criteria measured and why have the measures been

chosen?

The PAS is a simple discount applied at the point of invoice. The PAS will

apply to all patients for whom trastuzumab emtansine is indicated.
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3.5 Please provide details of when the scheme will apply to the
population specified in 3.4. Is the scheme dependent on certain
criteria, for example, degree of response, response by a certain time

point, number of injections? If so:

¢ Why have the criteria been chosen?
e How are the criteria measured and why have the measures been

chosen.

See above. The scheme is not dependent upon any criteria and is simply

applied at the point of purchase.

3.6 What proportion of the patient population (specified in 3.4) is
expected to meet the scheme criteria (specified in 3.5)7?

The scheme will apply to all patients for whom trastuzumab emtansine is

indicated.

3.7 Please explain in detail the financial aspects of the scheme. How

will any rebates be calculated and paid?
The discount will be applied at the point of invoice.

3.8 Please provide details of how the scheme will be administered.
Please specify whether any additional information will need to be

collected, explaining when this will be done and by whom.

The discount will be applied at the point of invoice.
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3.9 Please provide a flow diagram that clearly shows how the scheme

will operate. Any funding flows must be clearly demonstrated.

See below:

Roche receives
order

NHS customer
places order

Discount calculated
and adjusted
invoice created

Invoice issued to
customer

3.10 Please provide details of the duration of the scheme.

The scheme will remain in place until the publication of any revised NICE
guidance relating to trastuzumab emtansine. After any review, the scheme may
be withdrawn or modified or carried on in its current form depending upon the

outcome of the re-review.

3.11 Are there any equity or equalities issues relating to the scheme,
taking into account current legislation and, if applicable, any
concerns identified during the course of the appraisal? If so, how

have these been addressed?

There are no equity or equality issues relating to the scheme taking into

account current legislation.

3.12 If available, please list any scheme agreement forms, patient
registration forms, pharmacy claim forms/rebate forms, guides for
pharmacists and physicians and patient information documents.

Please include copies in the appendices.

Not applicable.
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3.13 In the exceptional case that you are submitting an outcome-based

scheme, as defined by the PPRS, please also refer to appendix B.

Not applicable.
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Cost effectiveness

3.14

If the population to whom the scheme applies (as described in
sections 3.4 and 3.5) has not been presented in the main
manufacturer/sponsor submission of evidence for the technology
appraisal (for example, the population is different as there has been
a change in clinical outcomes or a new continuation rule), please
(re-)submit the relevant sections from the ‘Specification for
manufacturer/sponsor submission of evidence’ (particularly sections
5.5, 6.7 and 6.9). You should complete those sections both with and
without the patient access scheme. You must also complete the rest

of this template.

The PAS applies to the population considered in our primary evidence

submission.

3.15

If you are submitting the patient access scheme at the end of the
technology appraisal process, you should update the economic
model to reflect the assumptions that the Appraisal Committee
considered to be most plausible. No other changes should be made

to the model.

Not applicable.

3.16

Please provide details of how the patient access scheme has been
incorporated into the economic model. If applicable, please also
provide details of any changes made to the model to reflect the
assumptions that the Appraisal Committee considered most

plausible.

The PAS has been applied by reducing the price of trastuzumab emtansine to

.% below the list price stated in the primary evidence submission.

This equates to a net price of ||l per 160mg vial (compared to a list price
of £2,625.62) and |l per 100mg vial (compared to a list price of
£1,641.09).
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3.17 Please provide the clinical effectiveness data resulting from the
evidence synthesis and used in the economic model which includes

the patient access scheme.

As the PAS is a simple discount the clinical effectiveness data provided in the

primary evidence submission is unaffected by the proposal.

3.18 Please list any costs associated with the implementation and
operation of the patient access scheme (for example, additional
pharmacy time for stock management or rebate calculations). A
suggested format is presented in table 1. Please give the reference
source of these costs. Please refer to section 6.5 of the

‘Specification for manufacturer/sponsor submission of evidence’

The PAS is a simple discount introduced at the point of invoicing. It is therefore

not subject to operational or implementation costs.

3.19 Please provide details of any additional treatment-related costs
incurred by implementing the patient access scheme. A suggested
format is presented in table 2. The costs should be provided for the
intervention both with and without the patient access scheme.

Please give the reference source of these costs.
Not applicable.
Summary results

Base-case analysis

3.20 Please present in separate tables the cost-effectiveness results as

follows.!

¢ the results for the intervention without the patient access scheme

¢ the results for the intervention with the patient access scheme.

! For outcome-based schemes, please see section 5.2.8 in appendix B.
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Table 1: Base-case cost-effectiveness results without PAS

Trastuzumab Lapatinib Trastuzumab Trastuzumab
) and and Capecitabine | Vinorelbine | and
emtansine - N . .
capecitabine | capecitabine vinorelbine
Technology
acquisition £90,831 £20,594 £21,811 £2,400 £559 £18,720
cost
Other costs £20,331 £13,576 £15,818 £10,773 £18,315 £20,326
Total costs £111,162 £34,170 £37,629 £13,173 £18,874 £39,047
Difference
in total - £76,992 £73,533 £97,989 £92,288 £72,115
costs
LYG 3.16 2.53 2.27 1.87 1.87 2.27
LYG - 0.63 0.89 1.29 1.29 0.89
difference
QALYs 1.91 1.45 1.31 1.03 1.03 1.31
QALY - 0.46 0.60 0.88 0.88 0.60
difference
ICER - £167,236 £122,076 £111,095 £104,632 £119,722

LYG, life years gained; QALY(s), quality-adjusted life year(s); ICER, incremental cost-effectiveness ratio.

Table 2: Base-case cost-effectiveness results with o6 discount

Trastuzumab
emtansine

Lapatinib
and
capecitabine

Trastuzumab
and
capecitabine

Capecitabine

Vinorelbine

Trastuzumab
and
vinorelbine

Technology
acquisition
cost

Other costs

£20,331

£13,576

£15,818

£10,773

£18,315

£20,326

Diff

costs

LYG 3.16 2.53 2.27 1.87 1.87 2.27
LYG

difference - 0.63 0.89 1.29 1.29 0.89
QALYs 1.91 1.45 1.31 1.03 1.03 1.31
SALY - 0.46 0.60 0.88 0.88 0.60
ifference

LYG, life years gained; QALY(s), quality-adjusted life year(s); ICER, incremental cost-effectiveness ratio.
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3.21 Please present in separate tables the incremental results as follows.

¢ the results for the intervention without the patient access scheme

¢ the results for the intervention with the patient access scheme.

List the interventions and comparator(s) from least to most
expensive. Present the incremental cost-effectiveness ratios
(ICERSs) in comparison with baseline (usually standard care), and
the incremental analysis ranking technologies in terms of dominance
and extended dominance. A suggested format is presented in table
4,

The base case results from the original submission have been used since the
ERG’s estimated base case results could not be replicated due to a lack of
detailed information on the modifications made. This is not expected to lead to
a significant difference in the effect on ICERs of the PAS since the final base
case ICERs for Roche and the ERG were very similar (for lapatinib and
capecitabine, £49,798 (Roche) versus £50,620 (ERG); and for trastuzumab
emtansine £167,236 (Roche) versus £166,429 (ERG)).

Table 3: Base-case incremental results —without PAS

Total Total Total Incremental | Incremental | Incremental ICER

Technologies | - i ) | Lva QALYs |costs(€) |LYG QALYs (E/QALY
gained)

Capecitabine £13,173 1.87 1.03

Vinorelbine £18,874 1.87 1.03 £5,701 0.00 0.00 Dominated

Lapatinib and | p, 474 2.53 1.45 £15,296 0.66 0.42 £49,798

capecitabine

Trastuzumab

and £37,629 2.27 1.31 £3,459 -0.26 -0.14 Dominated

capecitabine

Trastuzumab

and £39,047 2.27 1.31 £1,418 -0.26 -0.14 Dominated

vinorelbine

Trastuzumab | 114 167 | 316 1.91 £72,115 0.89 0.60 £167,236

emtansine

LYG: life-year gained; QALY: quality-adjusted life-year; ICER: incremental cost-effectiveness
ratio.

Table 4: Base-case incremental results — with o6 discount

Technolodies Total Total Total Incremental | Incremental | Incremental l(g/%iLY
9 costs (£) | LYG QALYs | costs (E) LYG QALYs .

gained)

Capecitabine [ | 1.87 1.03 [ | [ ]
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Vinorelbine [ ] 1.87 1.03 [ | 0.00 0.00 [ ]
Lapatinib and

capecitabine [ ] 2.53 1.45 [ | 0.66 0.42 [ ]
Trastuzumab

and [ ] 2.27 1.31 [ | -0.26 -0.14 [ ]
capecitabine

Trastuzumab

and [ ] 2.27 1.31 [ | -0.26 -0.14 [ ]
vinorelbine

Trastuzumab

emtansine [ ] 3.16 1.91 [ | 0.89 0.60 [ ]

LYG: life-year gained; QALY:
ratio.

quality-adjusted life-year; ICER: incremental cost-effectiveness
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Sensitivity analyses

3.22 Please present deterministic sensitivity analysis results as

described for the main manufacturer/sponsor submission of

evidence for the technology appraisal. Consider using tornado

diagrams.

The incremental cost per QALY from the deterministic sensitivity analyses

are shown in Table 5 below. Vinorelbine monotherapy and trastuzumab in

combination with vinorelbine have not been included in the table for ease of

reading, since these treatment options are always dominated by capecitabine

monotherapy and trastuzumab in combination with vinorelbine respectively.

Table 5: Parameters varied in deterministic sensitivity analysis (with

PAS)

Capecitabine

Lapatinib and
capecitabine

Trastuzumab
and
capecitabine

Trastuzumab
emtansine

Costs

Progression-free survival
supportive care cost (weekly)

£43.45 = BCV
£86.91 (BCV x2)

£21.73 (BCV x 0.5)

Progressed disease supportive
care cost (weekly)

£63.08 = BCV
£126.17 (BCV x2)

£31.54 (BCV x 0.5)

Post-progression lines (2L/3L)
of treatment duration

4.3 months (18.63 weeks) =
BCV

8.6 months (37.27 weeks)

2.15 months (9.32 weeks)

Treatment dose

Planned treatment dose = BCV

Actual treatment dose
observed in the trial for all
whole duration of progression-
free survival
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Drug costs

Including wastage = BCV

Excluding wastage (full vial
sharing) for all drugs (except
vinorelbine as generic and
assumed to be made up
through compounders)

Outcomes (Results from the MTC)

PFS HR: Tra+Cap vs T-DM1

0.68 = BCV
0.50 (95% ClI)

0.91 (95% ClI)

PFS HR: Cap vs T-DM1

0.39 =BCV
0.29 (95% ClI)

0.55 (95% ClI)

OS HR: Tra+Cap vs T-DM1

0.68 = BCV
0.46 (95% CI)

0.98 (95% CI)

OS HR: Cap vs T-DM1

0.55 = BCV
0.41 (95% CI)

0.75 (95% CI)

PFS HR: Tra+Cap vs T-DM1

0.68 = BCV

0.54 (excluding CEREBEL and
Martin)

PFS HR: Cap vs T-DM1

0.39 =BCV

0.35 (excluding CEREBEL and
Martin)

OS HR: Tra+Cap vs T-DM1

0.68 = BCV
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0.58 (excluding CEREBEL and
Martin)

OS HR: Cap vs T-DM1

0.55 =BCV

0.52 (excluding CEREBEL and
Martin)

Progression-free survival utility

Different values in arms = BCV

0.74 (same values as Lap and
Cap arm in all arms)

Progression-free survival utility
T-DM1

0.78 =BCV

0.71 (T-DM1 PFS utilty from
TH3RESA trial)

Progressed utility

0.50 = BCV
0.70 (BCV +0.2)

0.30 (BCV -0.2)

Progression free utility T-DM1

0.78 = BCV
0.98 (BCV +0.2)

0.58 (BCV -0.2)

Progression free utility Lap +
cap

0.74 = BCV
0.94 (BCV +0.2)

0.54 (BCV -0.2)

Progression free utility Tra +
cap/Tra + vin

0.73 = BCV
0.93 (BCV +0.2)

0.53 (BCV -0.2)

Progression free utility Cap/Vin

0.72 = BCV
0.92 (BCV +0.2)

0.52 (BCV -0.2)
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Parametric functions

Progression free survival

Kaplan-Meier data with log-
normal tail = BCV

Kaplan-Meier data with other
parametric tails

(1) Weibull

(2) Exponential

(3) Log-logistic

(4) Gamma

(5) Piecewise exponential tail
(one piece)

Overall survival

Gamma distribution = BCV

Other parametric distributions
(1) Weibull

(2) Log-logistic

(3) Log-normal

(4) KM data with piecewise
exponential tail (one piece)
(5) KM data with piecewise
exponential tail (two pieces)

Other

Cost discount rate

3.5% = BCV

6%

0%

Health outcomes discount rate

3.5% = BCV

6%

0%

Health and cost discount rates

3.5% both arms = BCV

6% both arms

0% both arms

Time horizon

10 years = BCV

15 years

1 10N
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5 years
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Budget Impact of NICE approval of trastuzumab emtansine

Table 6: Budget Impact of NICE approval (with [JJe6 discount)

Year 1 2 3 4 5
Mean dug I I I I I
cost
Mean non- £2,488,696 £5,823548 | £10,012,957 | £12,978,659 | £15,704,447
drug cost
Mean total
an i I I | S | .
3.23 Please present any probabilistic sensitivity analysis results, and

include scatter plots and cost-effectiveness acceptability curves.

Figure 1. Cost Effectiveness Acceptability Curves

0.8

0

Probability of Being Cost-Effective

Cost-effectiveness Acceptability Curve

~——T-DMlvs Lapatinib& Capecitabine

~———T-DM1 vs Trastuzumab& Capecitabine
T-DM1vs Capecitabine alone

e T-DM 1 w5 Trast&Vin

T-DM1 vs Vin

75,000 150,000 225 000

Willingness to Pay (€)
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3.24 Please present scenario analysis results as described for the main

manufacturer/sponsor submission of evidence for the technology

appraisal.

See above.

3.25 If any of the criteria on which the patient access scheme depends
are clinical variable (for example, choice of response measure,
level of response, duration of treatment), sensitivity analyses
around the individual criteria should be provided, so that the
Appraisal Committee can determine which criteria are the most

appropriate to use.
Not applicable.

Impact of patient access scheme on ICERs

3.26 For financially based schemes, please present the results showing
the impact of the patient access scheme on the ICERs for the
base-case and any scenario analyses. A suggested format is
shown below (see table 5). If you are submitting the patient access
scheme at the end of the appraisal process, you must include the
scenario with the assumptions that the Appraisal Committee

considered to be most plausible.

See above.
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4 Appendices

4.1 Appendix A: Additional documents

4.1.1 If available, please include copies of patient access scheme
agreement forms, patient registration forms, pharmacy claim
forms/rebate forms, guides for pharmacists and physicians, patient

information documents.

Not applicable.
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Introduction

This report has been produced following the agreement of a patient access scheme (PAS) related to T-
DML1. The PAS is in the form of a simple discount, the value of which is commercial in confidence

.

This report repeats the base case analyses conducted by the Evidence Review Group (ERG) and the
accompanying univariate sensitivity analyses, which were Tables 26 and 27 in the original ERG
report. No further analyses or critique of the manufacturer’s submission are presented and readers are
referred to the original ERG report for additional information.

Revised results post PAS.

To thwart attempts at backward calculation of the agreed PAS discount, the ICERs for T-DM1 have

been marked as commercial in confidence

ERG Base Case Results

Table 1: Incorporation of variation in patients’ weight and body surface area to calculate drug

dosage
Totals Incrementals
_ ICER (Cost
Technologies
Costs (E) | LYG QALYs | Costs(E) | LYG QALYs | per QALY
gained)
Capecitabine £13,628 1.94 1.07
Vinorelbine £19,540 1.94 1.07 Dominated
Trastuzumab and
o £39,249 2.28 1.32 Dominated
capecitabine
Trastuzumab and
. . £46,211 2.28 1.32 Dominated
vinorelbine
Lapatinib and
. £33,821 2.56 1.47 £20,193 0.63 0.40 £50,620
capecitabine
T-DM1 B 3 195 | | os68 049 | N






Univariate sensitivity analysis undertaken by the ERG

The incremental cost per QALYs from the ERG’s univariate sensitivity analyses are shown within

Table 2. Vinorelbine monotherapy and trastuzumab in combination with vinorelbine have been

removed from the table for ease of reading, since these treatment options are always dominated by

capecitabine monotherapy and trastuzumab in combination with capecitabine respectively.

Table 2: Univariate sensitivity analysis undertaken by the ERG

Analysis
(BCV= Base case value)

Capecitabine

Trastuzumab
and

capecitabine

Lapatinib
and

capecitabine

Base case - Dominated £50,620
PFS supportive care cost -

£86.91 (BCVx2) Dominated £54,146
£21.73 (BCVx0.5) Dominated £48,857
Post-progression supportive care cost | -

BCVx2: variable between Dominated £52,228
comparators from £117-£129

Treatment dose -

Including wastage - planned Dominated £51,961
Excluding wastage - actual Dominated £50,192
Excluding wastage - planned Dominated £51,760
Trastatuzumab and capecitabine vs - Extendedly £50,620
T-DM1 HR PFS 1.48 (Upper Crl) dominated

Trastatuzumab and capecitabine vs - £20,786 Extendedly
T-DM1 HR OS 1.60 (Upper Crl) dominated
Capecitabine vs T-DM1 HR PFS - Dominated £57,962
0.89 (Upper Crl)

Capecitabine vs T-DM1 HR 0S 1.30 | [ Gz Dominated Dominated
(Upper Crl)

PFS utility:

Same values as lapatinib and - Dominated £51,727
capecitabine in all arms

TH3RESA trial (0.71 T-DM1, 0.69 - Dominated £54,102
comparators)

Progressed utility 0.7 (BCV +0.2) - Dominated £44,226

SR LARLE BE L






Analysis Capecitabine | Trastuzumab | Lapatinib T-DM1
(BCV= Base case value) and and

capecitabine | capecitabine
Base case - Dominated | £50,620 .
PFS extrapolation ]
KM-+Weibull tail - Dominated £46,646 e
Weibull - Dominated £47,110
OS extrapolation ]
KM-+Weibull tail - Dominated £91,952 e
Weibull - Dominated £90,025
PFS & OS extrapolation - Weibull | - Dominated | £89,433 T
Discount rate (costs & outcomes) |
6% - Dominated | £52,852 I
0% - Dominated £47,412
Time horizon - 5 years - Dominated | £60,284 I
PFS & OS of T-DM1 equivalentto | - Dominated | £50,620 I
lapatinib and capecitabine after week
72 and 96 respectively
Cost of AEs (BCVx2) - Dominated | £51,146 T
Fixed dose subcutaneous - Dominated | £50,620 T

trastuzumab administration

All of these analyses result in an incremental cost per QALY gained for T-DM1 compared with

lapatinib in combination with capecitabine in excess of |l The |CER associated with lapatinib

in combination with capecitabine compared with capecitabine does not fall below £44,000.





