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Thank you for agreeing to give us a statement on your organisation's view of the
tachnology and the way It should be used in the NHS,

Healthcare professionals can provide a unidue perspective on the technology within
the context of current clinical practice which is not typically available from the
published literature.

To help you in making your statement, we have provided a template. The questions
are there as prompts to guide you. It is not essential that you answer all of them.

Please do not exceed the 8-page limit.

Aboutyou ¥
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Name of your organisation
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Are you (tick all that apply):

- & spaecialist in the treatment of people with the condition for which NICE is
considering this technology? yes -

- @ speciglist in the clinical evidence base that is to support the technology (e.g.
involved in clinical trials for the technology)? yes

- an employee of a healthcare professional organisation that represents
clinicians treating the condition for which NICE is considering the technology?
if so, what is your position in the organisation where appropriate (e.g. policy
officer, frustee, member etc.)? yos

————cther?™{please-specify)
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Single Technology Appraisal of Lapatinib for the treatment of previously treated, advanced

or metastatic breast cancer
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What Is the expscted place of the technology in current practice?

How is the condition currently treated in the NHS?, Is there significant geographical
variation in current practice? Are there differences of opinion between professionals
as to what current practice should be? What are the current alternatives (if any) to
the technology, and what are their respective advantages and disadvantages?

Are there any subgroups of patients with the condition who have a different
prognosis from the typical patient? Are there differences in the capacity of different
subgroups to benefit from or to be put at risk by the technology?

In what setting should/could the technology be used — for example, primary or
secondary care, specialist clinics? Would there be any requirements for additional
professional input (for example, community care, specialist nursing, other healthcare
professionals)?

If the technology is already available, is there variation in how it is being used in the
NHS? |s it always used within its licensed indications? If not, under what
circumstances does this occur?

Please tell us about any relevant clinical guidelines and comment on the
appropriateness of the methodology used in developing the guideline and the
specific evidence that underpinned the various recommendations.

Answer:

Metastatic breast cancer is currently freated with chemo-endocrine therapy (see
following page). '

Because of large randomised phase 3 studies in this setting, comparing a new j
treatment with the standard of care, we are able to rely on level 1o evidence to make 3
our treatment decisions. As such, there are few variations in care although the
decision to freat or not treat is made between the doctor and the patient. Patients at
this stage are not considered to have curable disease, and the toxicity of any
treatment is therefore particularly important..

This new drug, an oral once daily therapy, will be used following EMEA approval, in
the following patients with histologically proven breast cancar (both criteria required):

1. Progressive HER2+ metastatic or ocally advanced breast cancer.
2. Previously treated with anthracycliine, taxane and trastuzumab (Herceptin)
and no prior capecitabine.
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ADVANCED OR METASTATIG DISEASE

Oestrogen receptor positive (ER+) Oastrogan receptor negative (ER-Y/
and(or progasterone receptor no longer hormone responsive
positive (PR+) /agressive hormone sensitive
dissase requiring chemotherapy
st line hormonal therapy Ir »
' !
| 2nd line hormonal therapy F— ! HER2 -ve or I . HER2 ive I —»{ -Anthracycline
: ' : based chemo
‘ may. ba given if
ot wsed in
l 3rd line hormanal therapy f—— . — adjuvant
Anthracycline  Taxanes - context
‘based i uzumab
* ghemotherapy oo
1 Imay be givenifnot | | Vinorelbine-+
usedinthe ;. trastuzumab
- adjuvant context:’ . er
or relapse - Trastuzumab,
»Gyears . monotharapy:
Consider Capacitabine
taxanes oo
and | _or Vindgrehine
- Capecitabina . e
or. . ' Taxane
Vinorelbina . %
- Trastuizumab
Further lines . Further:lings
of chemotherapy of chemotherapy-
3rd maybe ..may.ba
considered. congiderdd -
S
* Trastuzumab

« This gigorithm includes systemic theraples only and attemgpts to describe treatment options for the majarity of patients;
a single algorithm cannot describe the appropriate management of all patients

» At any stage in treatment patients may be efigibla for a clinleal trial

= At any stage in treatment no further therapy may be the correct option

» Foliowing chemotherapy, maintenance hormonal theraples may b considered for ER+ and/or PR+ patients

» The algorithm may include drugs usad outside of their marketing authorisation; for prascribing information refer
to the appropriate Surnmary of Product Characteristics
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Estimated Patient Numbers
The following figures may act as a guide for local calculations:

Assumption Rate
Tha incidence of breast cancer in the UK* 74/100,000 ;
Around 50% of women diagnosad with primary breast cancer will 42/100,000 '

eventually relapse and 42/100,000 develop metastatic disease.3 In
addition, around 14% of patients present with locally advanced or
metastatic disease st first diagnosis

Assume 88% of patients receive first line chemotherapy’ 29/100,000
Assume 22% of patiants over-express HER2 and are suitable for 6/100,000
treatment with trastuzumab®

Assumae 50% of patients receive second line chemotherapy™* 3/100,000
Assume 43% of patients receive third line chemotherapy™* 1/100,000

* Crude incidencs rate per 100,000 population.

' Data provided by Guy's and 5t Thomas' NHS Foundation Trust,

* Some patients will not recsive trastuzumab in combination with first-line chemotherapy; it is assumed that such
patiants will recelve trastuzumab in combination with second.line chemotherapy.

** Patiants will be eligible for treatmant with lapatinib if they have praviously received traatuzumab for metastatic
diseasa.

The advantages and disadvantages of the technology

NICE is particularly interested in your views on how the technology, when it becomes
available, will compare with current alternatives used in the UK. Will the technology
be easier or more difficult to use, and are there any practical implications (for
example, concomitant treatments, other additional clinical requirements, patient
acceptability/ease of use or the need for additional tests) surrounding its future use?

If appropriate, please give your view on the nature of any rules, informal or formai,
for starting and stopping the use of the technology; this might include any
requirements for additional testing to identify appropriate subgroups for treatment or
to assess response and the potential for discontinuation.

if you are familiar with the evidence base for the technology, piease comment on
whether the use of the technology under clinical trial conditions reflects that
observed in clinical practice. Do the circumstances in which the trials were
conducted reflect current UK practice, and if not, how could the results be
extrapalated to a UK setting? What, in your view, are the most important cutcomes,
and were they measured in the trials? If surrogate measures of outcome were used,
do they adequately predict long-term autcomes?

What is the relative significance of any side effects or adverse reactions? In what
ways do these affect the management of the condition and the patient's quality of
life? Are there any adverse effects that were not apparent in clinical trials but have
come 1o light subsequently during routine clinical practice?

National Institute for Haalth and Clinical Excellence
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Advantages: Lapatinib will be prescribed, according to local protocol, under the
supervision of an oncologist with experience of managing patients with breast
cancer, based on results of a randomised controlled trial.

As an orally administered drug, there should be none of the additional service costs
associated with a new intravenous drug. :
Lapatinib in combination with capecitabine is administered in 21-day cycles. There 3
should be no additional hospital visits compared to the administration of capecitabine
monotherapy.

Use of this oral combination may benefit chemotherapy service capacity; existing
altarnative intravenous regimens require specialist preparation and administration.

The main advantage is as follows:

Tune to Progression ~ (771 Fopuiation

Lapatinio +
100 4 Capecitabine  CiapaitaiiG T
t 904 No of pts 160 161 h
2 Progressed or died 45 (28%) 62{43%) |I
80 - y Median TTP, wk 269 197
70 4 *\ Hazarg ratlo (5% Cl} 0.51 (0.35, 0.74) p
a % P-value (log-rank, 1-sided) 0.00016 h
E 60 T, a
o 901 -_:\_ )
g .
g 40 1 [
.E 30 1 ta
J -
5 20 — ‘ r
® 107 L i
1] T v T v v " a
0 10 20 30 40 50 60 70 |
Time (weeks) w )
¢ Censors four patients who diad due to causas other than breast cancer a l
-]

stopped at its first interim analysis because of the survival advantage observed.
Disadvantages:

There is only one phase 3 trial that has been undertaken to support its use, and a
difference in overall survival has not yet been shown, only a difference in time to
progression above. All patients require an ECHO or MUGA to assess left ventricular
ejaction fraction prior to treatment. Adverse events were similar in both arms of the
study, although diarrhoes, hand-foot syndrome and rashes were more common with
the combination regimen.

National Ingtitute for Health and Clinical Excellence
Professional organisation statement template ,
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In the phase 3 trial, five cardiac events were reported: four in patients who had
received the lapatinib and capecitabine combination (all treatment related) and one
in a patient receiving capecitabine monotherapy, which was considered treatment
unrelated. All were considered asymptomatic (< grade 2) and reversible, There were
no withdrawals due to a decrease in LVEF although monitoring in clinical practice will
be less stringent. The final disadvantage is the likely cost, in the few patients for
whaom it will bs eligible.

Any additional sources of evidence

Can you provide information about any relevant evidence that might not be found by
a technology-focused systematic review of the available trial evidence? This could be
information on recent and informal unpublished evidence, or information from
registries and other nationally coordinated clinical audits. Any such information must
include sufficient detall to allow a judgement to be made as to the quality of the
evidence and to allow potential sources of bias to be determined.

The main evidence is derived from Geyer CE, et al,
Lapatanib plus capectibaine for HER2 positive advanced breast cancer. N Engl J
Med 2006 Dec 28%;355:2733-43.

In this trial, women with HER2-positive, locally advanced or metastatic breast cancer
that had progressed after treatment with regimens that included an anthracycline, a
taxane, and trastuzumab were randomly assigned to receive either combination
therapy (lapatinib at a dose of 1260 mg per day continuously plus capecitabine at a
dose of 2000 mg per square meter of body-surface area on days 1 through 14 of a
21-day cycle) or monotherapy (capecitabine alone at a dose of 2500 mg per square
meter on days 1 through 14 of a 21-day cycle). The primary end point was time to
progression, based on an evaluation by independent reviewers under blinded
conditions. The interim analysis of time to progression met specified criteria for early
reporting on the basis of superiority in the combination-therapy group. The hazard
ratio for the independently assessed time to progression was 0.49 (85% confidence
interval, 0.34 to 0.71; P<0.001), with 48 events in the combination-therapy group and
72 events in the monotherapy group. The median time to progression was 8.4
months in the combination-therapy group as compared with 4.4 months in the
monotherapy group. This improvement was achieved without an increase in serious
toxic effects or symptomatic cardiac events. In conclusion, Lapatinib plus
capecitabine is superior to capecitabine alone in women with HER2-positive
advanced breast cancer that has progressed after treatment with regimens that
included an anthracycline, a taxane, and trastuzumab.

All other published studies are phase 2 trials or mechanistic studies of the tyrosine
kinase blocking activity (EGFR and HER2) of this drug and a selected list of these is
shown on the following page:

National Institute for Health and Clinical Excellence
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Implementation issues

The NHS is required by the Department of Health and the Welsh Assembly
Government to provide funding and resources for medicines and treatments that
have been recommendad by NICE technology appraisal guidance. This provision
has to be made within 3 months from the date of publication of the guidance.

1 If the technology is unlikely to be available in sufficient quantity, or the staff and
facilities to fulfit the general nature of the guidance cannot be put in place within
3 months, NICE may advise the Department of Health and the Weish Assembly
Government to vary this direction.

Please note that NICE cannot suggest such a variation on the basis of budgetary
constraints alone.

How would possible NICE guidance on this technology affect the delivery of care for
patients with this condition? Would NHS staff need extra education and training?
Would any additional resources be required (for example, faciiities or equipment)?

The difficulty with lapatanib is that it is likely to be expensive, and suitable only for a
very small minority of patients who have a limited life expectancy (median survival < j
40 weeks in patients who received the combination regimen). The license is not for :
lapatanib monotherapy, but for lapatanib plus capecitabine. Patients with advanced
or metastatic breast cancer who are HER2+, and have progressed on anthracycline,
taxane and trastuzurmnab and who are ineligible for any ongoing lapatinib study may
receive lapatinib, through an expanded access programme, involving approximately
30 UK centres. .
The expanded access programme i$ registered as a clinical trial and run in
accordance with local standard operating procedures. Patients will receive lapatinib
until disease progression. The study endpaints are PFS, OS and safety. Patients will
also be asked to enrol in an optional pharmacogenetics study.

The expanded access programme will close to new patients when lapatinib receives
marketing authorisation; however, lapatinib will continue to be provided, free of
charge, for those patients already enrolled In the expanded access programme prior
to marketing authorisation, until the point of disease progression.
Anticipated Licence Developments
There are a number of ongoing clinical trials investigating the role of lapatinib in :
breast cancer. These include trigls in both HER2+ and HER2~ breast cancer, and of
lapatinib both as a single agent and in combination with other therapeutic agents,
including:

s First-line HER2+ advanced or metastatic breast cancer.

» First-line hormone sensitive advanced or metastatic breast cancer.

» Adjuvant management of early breast cancer.
An anticipated future indication for lapatinib is for the first-line treatment of hormone-
responsive advanced or metastatic breast cancer in combination with letrozole. A
phase Iil trial to support this indication is near to completion and expected to be
presented during 2007. There are ongoing trials of lapatinib In other EGFR+
National Institute for Health and Clinical Excellence
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tumours, including renal cell carcinoma, carcinoma of the bladder, squamous cell
carcinoma of the head and neck, non-small cell lung cancer and pancreatic

carcinoma.
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