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B.1. Decision problem, description of the technology and

clinical care pathway

Executive summary

e Non-small cell lung cancer (NSCLC) is the most common type of lung cancer,
accounting for 88.6% of lung cancers in England and Wales in 2018. NSCLC may be
further divided into histological subtypes, including adenocarcinoma and squamous cell
carcinoma.

o Patients with METex14 skipping alterations are a distinct population within NSCLC and
differ in terms of multiple characteristics compared to wildtype NSCLC (without
oncogenic driver mutations) or NSCLC with other genetic driver mutations. Compared
to wildtype NSCLC, patients with METex14 skipping alterations are typically older, with
adenocarcinoma histology, although an increased frequency of tumours with
sarcomatoid features has also been observed.

o Patients with tumours that have METex14 skipping alterations have a poor prognosis
compared to NSCLC without METex14 skipping alterations, as well as poor responses
to immunotherapy. This makes treatment of this population clinically challenging,
further impacted due to their older age, comorbidities, and overall frailty, which limit the
use of currently available non-targeted treatment options.

e ESMO guidelines state the importance of METex14 as an emerging treatment target,
and the updated ESMO Precision Medicine Working Group guidance on
recommendations for next generation sequencing (NGS) recommends testing for
METex14 as a level IB alteration (meaning the match of a genetic alteration and a drug
has been validated in clinical trials, and should drive treatment decision in daily
practice). The NCCN 2021 guidelines recommend testing for METex14 skippin
alterations after the recent accelerated US approvals of MET inhibitors.

e There are currently no EMA or MHRA approved treatments in the UK specifically
targeting NSCLC with METex14 skipping alterations. This is despite predictive
biomarkers being used to inform treatment decisions in advanced NSCLC, and
activating mutations with NICE-recommended treatments that are currently tested for
include EGFR, ALK and ROS1. In the absence of specific MET-targeted therapies,
treatments currently used for patients without any identifiable biomarkers in advanced
NSCLC make up the current NHS standard of care (SoC), including immunotherapies
and/or chemotherapy.

e There is currently a significant unmet need for advanced NSCLC patients with

METex14 skipping alterations in whom prognosis is particularly poor and for whom

there is currently no approved targeted treatment.

B.1.1. Decision problem

The submission covers the technology’s full marketing authorisation for this indication: for
the treatment of adult patients with advanced non-small cell lung cancer (NSCLC)
harbouring mesenchymal-epithelial transition factor gene (MET) exon 14 (METex14)
skipping alterations. Please see Table 1 below for a summary of the National Institute for

Health and Care Excellence (NICE) decision problem.
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Table 1. The decision problem

Final scope issued by NICE

Decision problem addressed in the
company submission

Rationale if different from the final NICE
scope

Population Adults with advanced non-small cell lung Adults with advanced non-small cell lung Population aligned with the NICE final scope
cancer (NSCLC) with mesenchymal— cancer (NSCLC) with mesenchymal—
epithelial transition (MET) exon 14 skipping | epithelial transition (MET) exon 14 skipping
mutations mutations
Intervention Tepotinib Tepotinib Intervention aligned with NICE final scope
Comparator(s)

Untreated disease:

For people with non-
squamous NSCLC whose
tumours express PD-L1 with
at least a 50% tumour
proportion score:

For people with non-
squamous NSCLC whose
tumours express PD-L1 with
a tumour proportion score
below 50%:

For people with
adenocarcinoma or large-cell
carcinoma whose tumours
express PD-L1 with a tumour

e Pembrolizumab monotherapy

e Pembrolizumab combination with
pemetrexed and platinum chemotherapy

¢ Nivolumab plus ipilimumab (subject to
ongoing appraisal ID1566)

e Atezolizumab monotherapy

e Pembrolizumab combination with
pemetrexed and platinum chemotherapy

e Atezolizumab plus bevacizumab,
carboplatin and paclitaxel

o Chemotherapy (docetaxel, gemcitabine,
paclitaxel or vinorelbine) in combination
with a platinum drug (carboplatin or
cisplatin)
o  with or without pemetrexed

maintenance treatment

o Nivolumab plus ipilimumab (subject to
ongoing appraisal ID1566)
e Pemetrexed in combination with a
platinum drug (carboplatin or cisplatin)
o  with (following cisplatin-containing
regimens only) or without

e Pembrolizumab monotherapy

e Pembrolizumab combination with
pemetrexed and platinum chemotherapy

e Atezolizumab monotherapy

e Pembrolizumab combination with
pemetrexed and platinum chemotherapy

e Atezolizumab plus bevacizumab,
carboplatin and paclitaxel

o Chemotherapy (docetaxel, gemcitabine,
paclitaxel or vinorelbine) in combination
with a platinum drug (carboplatin or
cisplatin)

o  with or without pemetrexed
maintenance treatment

e Pemetrexed in combination with a
platinum drug (carboplatin or cisplatin)
o  with (following cisplatin-containing
regimens only) or without

Aligned with NICE scope except for the
omission of:

e Pembrolizumab with carboplatin and
paclitaxel for people with squamous
NSCLC - this is because it is only
available via the Cancer Drugs Fund.

¢ Nivolumab plus ipilimumab (subject to
ongoing appraisal ID1566) — not
recommended by time of submission

e Best supportive care (BSC) — not
considered a comparator, as patients
with NSCLC harbouring METex14
skipping alterations who would receive
tepotinib are highly unlikely to receive
BSC instead of active treatment. In
addition, there is no data available for
BSC in the METex14 skipping alterations
population either, therefore a
comparison was not possible.

Please see Section B.2.9 for further details
on how comparators are grouped by
treatment class in the indirect comparisons
and economic model.
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Final scope issued by NICE

Decision problem addressed in the
company submission

Rationale if different from the final NICE
scope

proportion score below 50%

For people with squamous
NSCLC whose tumours
express PD-L1 with at least a
50% tumour proportion score

For people with squamous
NSCLC whose tumours
express PD-L1 with a tumour
proportion score below 50%

pemetrexed maintenance treatment
Pembrolizumab monotherapy

Pembrolizumab with carboplatin and
paclitaxel

Atezolizumab monotherapy
Nivolumab plus ipilimumab (subject to
ongoing appraisal ID1566)

Chemotherapy (gemcitabine or
vinorelbine) in combination with a
platinum drug (carboplatin or cisplatin)

Pembrolizumab with carboplatin and
paclitaxel (subject to ongoing appraisal
ID1683)

Nivolumab plus ipilimumab (subject to
ongoing appraisal ID1566)

pemetrexed maintenance treatment
Pembrolizumab monotherapy

Chemotherapy (gemcitabine or
vinorelbine) in combination with a
platinum drug (carboplatin or cisplatin)

Pembrolizumab with carboplatin and
paclitaxel (subject to ongoing appraisal
ID1683)

Previously treated disease

People with squamous
NSCLC PD-L1 250%

People with squamous
NSCLC PD-L1 <50%

People with squamous
NSCLC PD-L1 >50%

Platinum doublet
Pemetrexed with carboplatin

Docetaxel, with (for adenocarcinoma
histology) or without nintedanib

Best supportive care
Atezolizumab monotherapy
Nivolumab monotherapy
Pembrolizumab monotherapy

Docetaxel with (for adenocarcinoma
histology) or without nintedanib

Best supportive care

Gemcitabine with carboplatin or cisplatin
Vinorelbine with carboplatin or cisplatin
Docetaxel

Best supportive care

Platinum doublet
Pemetrexed with carboplatin

Docetaxel, with (for adenocarcinoma
histology) or without nintedanib

Atezolizumab monotherapy
Pembrolizumab monotherapy
Nivolumab monotherapy

Docetaxel, with (for adenocarcinoma
histology) or without nintedanib

Gemcitabine with carboplatin or cisplatin
Vinorelbine with carboplatin or cisplatin
Docetaxel
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Final scope issued by NICE

Decision problem addressed in the
company submission

Rationale if different from the final NICE
scope

Outcomes

e Overall survival

e Progression-free survival

o Response rate

o Adverse effects of treatment
e Health-related quality of life

e Overall survival

e Progression-free survival

o Response rate

o Adverse effects of treatment
e Health-related quality of life

Outcomes were aligned with the NICE final
scope

Subgroups to be
considered

If evidence allows, subgroup analysis by:
e previous therapy

e tumour histology (squamous or non-
squamous)

o level of PD-L1 expression (strong
positive or weak positive),

The availability and cost of biosimilar and

generic products should be taken into

account.

Guidance will only be issued in accordance
with the marketing authorisation. Where the
wording of the therapeutic indication does
not include specific treatment combinations,
guidance will be issued only in the context of
the evidence that has underpinned the
marketing authorisation granted by the
regulator.

Subgroup analysis presented by:
e previous therapy

Sub-group data by PD-L1 expression was
not collected as part of the VISION trial, so
sub-group analysis could not be conducted.

There were only [ patients (.%) in VISION
Cohort A (1 Feb 2021 data cut-off) who
were of squamous histology, and (.%)
who were sarcomatoid, so full sub-group
analysis by histology was not possible.

However, in Appendix E subgroup analysis
for ORR by histology is reported.

Special considerations
including issues related to
equity or equality

None specified

No special considerations including issues
related to equity or equality were specified in
the final scope.

Not applicable

Company evidence submission template for tepotinib for treating advanced non-small-cell lung cancer with MET gene alterations [ID3761]

© Merck Ltd (2021). All rights reserved

Page 17 of 231




B.1.2.

Description of the technology being appraised

The draft of the summary of product characteristics (SmPC) has been included in Appendix C.

The technology being appraised (tepotinib) is described in Table 2.

Table 2. Technology being appraised

UK approved name and
brand name

Tepotinib

Mechanism of action

Tepotinib is a highly selective, potent, reversible, Type Ib ATP-
competitive small-molecule inhibitor of MET (c-N-methyl-N'-
nitroso-guanidine) tyrosine kinase (the receptor of hepatocyte
growth factor), which is encoded by the MET proto-oncogene.’
Tepotinib has few off-target effects compared with type la and
[l MET inhibitors.?

Tepotinib is thought to inhibit hepatocyte growth factor-
dependent and independent MET signalling by blocking MET
phosphorylation and downstream signalling in a dose-
dependent manner and has shown antitumour activity in
multiple tumour models derived from diverse cancer types. In
pre-clinical studies, the antitumour activity of tepotinib was
noted in tumours with oncogenic alterations of MET, such as
METex14 skipping alterations (i.e., MET gene with a skipped
exon 14) and high-level MET gene amplification (defined as a
MET gene copy number >10).3

Marketing authorisation/CE
mark status

The MHRA regulatory submission was mad_
and marketing authorisation is expected in :
Tepotinib was approved in Japan in March 2020 for the
treatment of advanced NSCLC with METex14 skipping

alterations,* having previously been granted SAKIGAKE ’fast-
track’ designation and Orphan Drug Designation by the MHLW.

In February 2021, the Food and Drug Administration granted
accelerated approval to tepotinib, after previously granting the
medicine Breakthrough Therapy Designation as well as
Orphan Drug Designation.

Indications and any
restriction(s) as described in
the summary of product
characteristics (SmPC)

Tepotinib is under investigation for the treatment of adult
patients with advanced NSCLC harbouring METex14 skipping
alterations.

Method of administration
and dosage

Each film-coated tablet contains 225 mg tepotinib (equivalent to
250 mg tepotinib hydrochloride hydrate).
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The recommended dose is 450 mg tepotinib (2 tablets) taken
once daily (equivalent to 500 mg tepotinib hydrochloride
hydrate).

Tepotinib is administered until progression of the disease or
undue toxicity.

Additional tests or
investigations

METex14 skipping alterations should be confirmed by a
validated test method, using nucleic acids isolated from plasma
or tumour specimens.

List price and average cost
of a course of treatment

List price: |l for 60 250 mg tablets

Patient access scheme (if
applicable)

A simple PAS discount of || applied to the list price of
tepotinib*®

F
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B.1.3.  Health condition and position of the technology in the

treatment pathway

B.1.3.1. NSCLC disease overview

In the UK approximately 47,800 new lung cancer cases are diagnosed ever year, which is
the equivalent of 130 cases every day (2015-2017). Lung cancer is the third most common
cancer in the UK, accounting for 13% of all new cancer cases (2017),° and resulting in
35,300 lung cancer deaths in the UK every year (2015-2017).° Lung cancer is the most

common cause of cancer death, accounting for 21% of all cancer deaths (2017).°

The majority of lung cancers fall into two major classes, small cell lung cancer (SCLC) and
non-small cell lung cancer (NSCLC).%” NSCLC is the most common type of lung cancer,
accounting for 88.6% of lung cancers in England and Wales in 2018.8 NSCLC may be
further divided into histological subtypes, including adenocarcinoma, squamous cell
carcinoma and large cell carcinoma.® Approximately 40% of NSCLC are adenocarcinoma,
25% are squamous cell carcinoma, 10% are large cell carcinomas, and the remaining 25%
is comprised of a mix of rarer histological subtypes including sarcomatoid.®2
Adenocarcinoma and large-cell carcinoma are classified as non-squamous histological
subtypes of NSCLC.

NSCLC is genomically very diverse and offers the potential to define molecular subsets of
patients treated with personalised therapies.'>'> Up to 60% of patients with adenocarcinoma
and up to 80% of patients with squamous cell carcinoma have known oncogenic driver
mutations;'® i.e. mutations that are responsible for both the initiation and maintenance of the
cancer. These mutations are often found in genes that encode for signalling proteins that are
critical for maintaining normal cellular proliferation and survival.'” Most adenocarcinomas
can be classified based on molecular testing for predictive biomarkers in oncogenic drivers
such as epidermal growth factor receptor (EGFR), ROS proto-oncogene 1 (ROS1),
anaplastic lymphoma kinase (ALK), B-raf murine sarcoma homolog B gene (BRAF), Kirsten
rat sarcoma viral oncogene homolog (KRAS) and mesenchymal-epithelial transition (MET)
(Figure 1).18
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Figure 1. Molecular profile of adenocarcinoma and squamous cell carcinoma lung cancer

(A) Oncogenic drivers
in adenocarcinoma

(B) Oncogenic drivers
in squamous-cell carcinoma
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Abbreviations: ALK, anaplastic lymphoma kinase; BRAF, B-raf murine sarcoma homolog B gene; DDR2, discoidin domain receptor tyrosine kinase 2 gene; EGFR, epidermal
growth factor receptor gene; FGFR1 fibroblast growth factor receptor 1 gene; HER2, human epidermal receptor 2 gene; METexon14, mesenchymal-epithelial transition gene
exon 14; NF1, neurofibromin 1 gene; NRG1, neuregulin 1 gene; NSCLC, non-small cell lung cancer; NTRK1, neurotrophic receptor tyrosine kinase 1 gene; PIK3CA,
phosphatidylinositol-4,5-bisphosphate 3-kinase catalytic subunit alpha gene; KRAS, kirsten rat sarcoma viral oncogene homolog; RET, rearranged during transfection proto-
oncogene; RIT1, RAS like without CAAX 1 gene; ROS1, ROS proto-oncogene 1
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The most widely used staging system in NSCLC is the tumour, node and metastasis (TNM)
system developed by the American Joint Committee on Cancer (AJCC) and the Union for
International Cancer Control (UICC) (8th edition).’®2° The TNM staging system uses the
extent of the primary tumour (T), regional lymph nodes (N), and distant metastases (M) as
the basis for staging.?° Tumour stage is then determined by a composite of these factors.?°
Additionally, NSCLC may be categorised as localised (Stage |), locally advanced (Stage II-
I11A), advanced, or metastatic (Stage IlIB-1V)."%2° Around three-quarters of lung cancer cases
are diagnosed at a late stage (Stages Ill and IV) in England (2014), Scotland (2014-2015)
and Northern Ireland (2010-2014).2-23

B.1.3.1.1. Clinical burden

The most prevalent symptoms in patients with NSCLC are coughing (phlegm, mucus or
blood), dyspnoea, fatigue, insomnia, and pain.?* Additional symptoms include a change in
colour or volume of sputum, shortness of breath, changes in the voice, recurrent bronchitis
or pneumonia, loss of appetite, weight loss, cachexia, bone fractures, memory loss, gait

instability, swelling, bleeding and blood clots.

That said, patients with early stage lung cancer often experience non-specific symptoms,
therefore in most situations, disease recognition comes at an advanced stage.?® Therefore,
as mentioned, around 75% of patients with lung cancer have Stage lll or IV disease at the
time of diagnosis, excluding them from potentially curative surgery.?® As a result, lung cancer
is recognised to carry a high burden to patients, with some studies suggesting that a higher
burden of lung cancer-related symptoms negatively affects the response to treatment and

overall survival (OS) in NSCLC patients.?”28

Furthermore, the clinical presentation of NSCLC is generally concordant for patients with or
without METex14 skipping alterations, and further molecular testing is required to determine

METex14 status and tumour mutation burden, described in later sections.2%-36

B.1.3.1.2. Humanistic burden

Using the Lung Cancer Symptom Scale (LCSS), the most frequent symptoms in patients
with advanced NSCLC were found to be fatigue (100%), loss of appetite (97%), shortness of
breath (95%), cough (93%), pain (93%) and blood in sputum (63%). The correlation between
these symptoms and HRQL was noted to be significant for loss of appetite (B =-0.204;
p<0.001), cough (B =-0.145; p<0.01), pain (B =-0.265; p<0.001), and shortness of breath

(B =-0.145; p<0.01).*"
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Fatigue, dyspnoea, cough and pain have been found to reduce the emotional dimension of
HRQL, while sleep deprivation had the greatest effect on cognitive function.® In a study
conducted using the European Organization for Research and Treatment of Cancer-Quality
of Life Questionnaire (EORTC-QLQ-C30), the most common symptoms in patients with
advanced NSCLC were cough, dyspnoea, fatigue, insomnia and pain (Table 4).%*
Multivariate analyses revealed that significant (p<0.05) reductions in cognitive, physical and
emotional functioning, in addition to significant (p<0.05) increases in diarrhoea, insomnia,
and dyspnoea were present in patients with advanced NSCLC (as assessed by EORTC
QLQ-C30), demonstrating the notable impact of NSCLC on HRQL.?* A separate study also
using the EORTC QLQ-C30 and LC13 largely corroborated these findings in NSCLC
patients, while also noting detriments in role function and social function and significant
impacts of current treatments, respiratory comorbidities and level of financial income on
HRQL (Table 4).2* These studies, using multiple instruments, all conclude that the symptoms

associated with NSCLC are a significant burden to patients’ HRQL.

Table 3. Most prevalent symptoms and factors that impact HRQL in patients with
advanced NSCLC

Most prevalent symptoms (EORTC score*) | Functions/symptoms with significant impact
on HRQL (p-value)**

Silvoniemi 2016 Hechtner 2019 Silvoniemi 2016 Hechtner 2019
Dyspnoea Dyspnoea Physical functioning Higher physical activity
(33.9) (41) (0.013) (<0.01)
Fatigue Role function Cognitive functioning Mental distress
(31.9) (33) (0.003) (<0.001)
Insomnia Fatigue Emotional functioning Current treatment
(30.3) (27) (0.041) (<0.01)
Pain Social function Insomnia Respiratory comorbidity
(21.8) (27) (0.037) (<0.01)
Appetite loss Physical function Diarrhoea Living on disability
(19.3) (24) (0.020) pension

(<0.01)
Constipation Insomnia Dyspnoea High income
(16.0) (21) (0.0002) (<0.01)

Source: Ripamonti ,19973%; Hechtner , 20193%°

Abbreviations: EORTC=European Organisation for Research and Treatment of Cancer; HRQL=health-related
quality of life
Note: * Scale of 0 to 100; higher score represents more prevalent symptom; **Based on LC13 module results

B.1.3.2. NSCLC harbouring METex14 skipping alterations

Alterations to the MET oncogene, such as METex14 skipping alterations and MET
amplification, have been identified as primary oncogenic drivers in NSCLC.**#! The MET
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receptor tyrosine kinase is a cell surface receptor capable of mediating pleiotropic effects,
including cell migration, survival, and proliferation.*?* Mutations in MET that cause skipping
of exon 14 in the mRNA transcript leads to a more stable protein and overactivity of MET
mediated cell signalling and is thought to contribute to cell proliferation, survival, invasion,

and metastasis.*®

B.1.3.2.1.  Epidemiology of METex14 skipping alterations

The prevalence of METex14 skipping alterations in NSCLC varies by histology and has been
previously reported to account for approximately 3% of NSCLC cases in total; however, it is
notable that rates vary according to histological subtype and source, with 3—4% of
adenocarcinomas and 8-30% of sarcomatoid carcinomas presenting with METex14 skipping

alterations.10.18.29.45:46

To assess epidemiological evidence in NSCLC with METex14 skipping alterations, a
comprehensive systematic literature review (SLR) of published evidence in this population
was conducted.*” In total, 40 studies were identified that reported prevalence data for

METex14 in NSCLC patients; no studies were identified that reported incidence data.

The prevalence of METex14 skipping alterations, as reported in individual studies, ranged
from 0.6% to 6.6%. When looking at geographical subgroups, the prevalence ranged from
0.6% to 6.6% in Asia, 1.4% to 3.0% in Europe, and 2.3% to 5.1% in North America.*

Notably, some studies on the low- or high end of the prevalence included relatively small
numbers of patients and relatively high numbers of adenocarcinoma histology types. The
observed heterogeneity in the prevalence of METex14 mutation skipping in NSCLC may be
related to the differences in the number of patients sampled in studies, included histology
types, study design, and geographical origin. Furthermore, various genetic testing methods

were used in different studies.*”

A recent oral abstract presented at the British Thoracic Oncology Group (BTOG) 19" Annual
Conference 2021 reported on the detection of tier 1 variants with circulating tumour (ct) DNA
next generation sequencing (NGS) in the UK for NSCLC patients, including for METex14
skipping alterations. Of the 103 patients tested, 3.9% (n=4) were positive for METex14
skipping alterations.*®
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B.1.3.2.2.  Patient characteristics with METex14 skipping alterations

Compared to wildtype NSCLC, patients with primary METex14 skipping alterations are more
commonly older individuals with adenocarcinoma histology, although an increased frequency
of tumours with sarcomatoid features has also been observed. Based on findings of the
recently conducted SLR, 27 studies reported median age ranging from 64 to 80.5 years of
age in NSCLC patients with METex14 skipping alterations, with a median of 72 years.*’
Among the studies that reported gender distribution, median female inclusion was 56%;
median male inclusion was 45%.4” The most common histology that was reported among
NSCLC patients with METex14 skipping was adenocarcinoma (79%), followed by pulmonary

sarcomatoid carcinoma (3%) and squamous histology (3%).4’

Compared to other driver mutations in NSCLC, such as EGFR- and ALK-positive mutations,
which primarily occur in never smokers, findings regarding METex14 skipping alterations are
less pronounced. Although some studies suggest that the majority (i.e., 59%—65%) of
NSCLC with METex14 skipping alterations occur in smokers, other research points to a
higher occurrence among older female non-smokers.**%2 Included studies in the SLR
demonstrated a higher inclusion rate for ever-smokers (median 56%) than for never-smokers
(median 43%).4

Furthermore, patients with NSCLC harbouring METex14 skipping alterations are more likely
to be PD-L1 positive.5' According to one study, PD-L1 expression of 0%, 1-49%, and 250%
in METex14-altered lung cancers were 37%, 22%, and 41%, respectively. Further analysis

showed that patients with sarcomatoid histology had a higher PD-L1 expression, compared

with adenocarcinoma (p=0.021).5"

Similar patient characteristics have been observed in clinical trial populations, where patients
with NSCLC harbouring METex14 skipping alteration were found to be older and more
predominantly with non-squamous histology.'-%® In conclusion, patients with METex14
skipping alterations are therefore a distinct population within NSCLC with different patient

characteristics to wildtype NSCLC or NSCLC with other oncogenic driver mutations.

B.1.3.2.3.  Disease prognosis and risk factors of METex14 slipping

alterations

In general, patients with tumours that have MET alterations (including METex14 skipping
alterations) have poor prognosis compared to NSCLC patients without MET alterations.*%*

%6 In a recent study of patients with advanced NSCLC harbouring METex14 skipping
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alterations (N=148), OS measured since the timepoint of diagnosis of Stage IV was only 8.1
months for patients treated with therapies that did not target MET (N=34) (Awad 2019).4°
The target patient population with NSCLC harbouring METex14 skipping alterations tends to
be older than other oncogenic driven NSCLC subpopulations. This makes treatment of this
population clinically challenging, further impacted by comorbidities and overall frailty, which
limit the use of currently available non-targeted treatment options, ultimately impacting on

the prognosis of this subset of patients.

In a retrospective study conducted by Tong et al. in patients diagnosed with NSCLC
between 1995 and 2011 in Hong Kong, a multivariable analysis of patients with NSCLC
demonstrated that in addition to stage (p<0.001), METex14 skipping alterations (HR, 2.156;
95% ClI, 1.096—4.242; Figure 2) and high-level MET amplification (HR, 3.444; 95% ClI,
1.398-8.482) were independent poor prognostic factors for NSCLC patients (Figure 2).57 It
should be noted that this study is based on a small number of patients with METex14

skipping alterations (N=18); future studies will be needed to confirm this finding.

Figure 2. Presence of METex14 skipping alterations and correlations with poor
outcome
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Source: Tong et al., 2016%
Abbreviations: METex14, mesenchymal-epithelial transition gene exon 14

Section B.1.3.3.2 also discusses the poor response to immunotherapy seen in the METex14

skipping alterations population, contributing to the poor prognosis seen in these patients.
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B.1.3.3. Current management and unmet need

B.1.3.3.1.  Molecular testing for predictive biomarkers including METex14

After diagnosis and tumour staging, the next consideration should be therapy-predictive
biomarker testing, as predictive biomarkers are used to inform treatment decisions in locally
advanced and metastatic NSCLC.%8 It has been recognised that there are different molecular
subtypes of lung cancer, and that there is a shift towards practicing precision medicine with
the availability of targeted therapies which can treat specific molecular subtypes of cancer.
Targeted therapies are now the standard of care for patients with EGFR-mutant, ALK
positive or ROS1 positive advanced NSCLC. Advanced NSCLC with METex14 skipping
alterations is now considered to represent another group of patients who would benefit from

a targeted treatment option.

Current clinical guidelines from the European Society for Medical Oncology (ESMO),
National Comprehensive Cancer Network (NCCN), and American Society of Clinical
Oncology (ASCO) strongly recommend performing molecular testing prior to the initiation of
a treatment for advanced disease.%®%" If a predictive oncogenic marker such as EGFR, ALK,
ROS1, RET or METex14 skipping alterations is identified in a NSCLC patient, initiation of
targeted treatment with the respective approved agent is to be applied whenever possible,
due to their known beneficial effects. A characteristic of these oncogenic drivers is their
apparent mutual exclusivity, which has also been shown for METex14 skipping
alterations.?®%2 Activating mutations in EGFR, ALK, and ROS1 are detected by real-time
PCR, next generation sequencing (NGS), Sanger sequencing, or fluorescence in situ
hybridisation (FISH).58:63.64

In Europe, the ESMO guidelines re-iterate the importance of METex14 skipping alterations
as an emerging treatment target. Currently, NICE guidelines do not recommend testing for
METex14 skipping alterations, as a standard of care, despite the testing of other targets,
such as EGFR, ALK and ROS1, where targeted treatments are already available.%55¢
However, the updated ESMO Precision Medicine Working Group guidance on
recommendations for NGS has noted METex14 skipping alterations as a molecular target of
interest and recommends testing for METex14 skipping alterations as a level IB alteration
(meaning the match of a genetic alteration and a drug has been validated in clinical trials,
and should drive treatment decision in daily practice).®? The NCCN 2021 guidelines clearly
recommend testing for METex14 after very recent accelerated approval of the MET inhibitors

tepotinib and capmatinib.5®

Company evidence submission template for tepotinib for treating advanced non-small-cell
lung cancer with MET gene alterations [ID3761]

© Merck Ltd (2021). All rights reserved Page 27 of 231



Assays for determining the presence of METex14 skipping alterations in patients with
NSCLC are available, including real-time quantitative reverse transcription-polymerase chain
reaction (QRT-PCR), Sanger sequencing, and next-generation sequencing (NGS; hybrid-
capture targeted DNA/RNA sequencing).®’ In 2019, a study was conducted which compared
the sensitivity and specificity of these respective assays in patients with NSCLC; it was
determined that gRT-PCR has greater sensitivity but worse specificity for METex14 than
Sanger sequencing.®” NGS was found to be the most appropriate assay for multiplex testing
in clinical practice.®” Based on clinical expert feedback (N=4), the majority of centres in
England are moving towards using NGS, or already use NGS, for detection of mutations in
NSCLC.

B.1.3.3.2.  Treatment options for advanced NSCLC

The primary objective of treating advanced, recurrent, or metastatic NSCLC (Stage llIb-1V) is
to extend survival and improve the quality of life.®® The choice of treatment depends on the
disease stage, tumour characteristics revealed by histology, prior treatment, biomarker
testing in metastatic NSCLC (mutation status and PD-L1), and the patient's performance

status.58.6°

As discussed, predictive biomarkers are used to inform treatment decisions in advanced
NSCLC. Activating mutations currently tested for with specifically NICE-approved treatments
include EGFR, ALK and ROS1.7° However, there are currently no EMA or MHRA approved
treatments specifically targeting NSCLC with METex14 skipping alterations. In the absence
of specific MET-targeted therapies, treatments currently used for patients without any
identifiable biomarkers in advanced NSCLC make up the current NHS standard of care
(SoC), including immunotherapies and/or chemotherapy.” The sections below also highlight

the poor response seen to immunotherapy in the METex14 skipping alterations population.

The NICE treatment algorithms are reported below for advanced NSCLC without driver
mutations (Figure 3 [non-squamous] Figure 4 [squamous]) as well as for targeted treatments
(Figure 5).7°
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Figure 3. NICE guidelines — Lung cancer: Systemic anti-cancer therapy for patients with no gene mutation or fusion protein,
management options for people with non-squamous advanced NSCLC
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Figure 4. NICE guidelines — Lung cancer: Systemic anti-cancer therapy for patients with no gene mutation or fusion protein,
management options for people with squamous advanced NSCLC
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Figure 5. NICE guidelines — Lung cancer: Systemic anti-cancer therapy: management options for people with non-squamous
(adenocarcinoma, large cell undifferentiated) carcinoma and non-small-cell carcinoma (non-otherwise specified) — December 2020
Update
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Immunotherapy

NICE Guidelines recommend testing for PD-L1 expression before first time treatment in all
patients with metastatic NSCLC, if clinically feasible. PD-1 and PD-L1 immune checkpoint
inhibitors (ICls) (single agent or as a combination with chemotherapy) are treatment options
in patients with advanced or metastatic NSCLC and negative results for the driver mutations
(EGFR, ALK and ROS1).%8

Recent studies have shown that patients with METex14 skipping alterations tend to have
poor response to immunotherapy specifically, particularly for response rates and PFS. In
2018, a study reported the tumour mutational burden and response to immunotherapy for
patients diagnosed with METex14 skipping alterations NSCLC between 2014 and 2017. In
total, 24 patients were identified with these inclusion criteria; of these, 11 patients received
first-line therapy, six received second-line therapy, and seven received third-line therapy. Of
the total study population, 63% of patients assessed had tumours that were PD-L1 positive
(21%). The results demonstrated that the overall response rate (ORR) for these patients was
17%, median OS was 18.2 months, and the median progression-free survival (PFS) was 1.9

months, despite the PD-L1 expression status of the patients.®’

In a separate study from the IMMUNOTARGET registry, which included a retrospective
analysis of 551 patients, treated in 24 centres from 10 countries (France, US, Switzerland,
UK, Spain, Australia, The Netherlands, Israel, Italy, Germany), with driver mutations who
were treated with immunotherapy, the ORR and PFS for patients with MET alterations was
similar to results reported for patients expressing other mutation tumours in this setting
(Table 4).8* This provides further supporting evidence for the limited efficacy of
immunotherapies in patients with specific driver mutations, including MET alterations.

Table 4: Efficacy of immunotherapy in patients with driver mutations
(IMMUNOTARGET registry)

N ORR, % Median PFS, | 6-month PFS, | 12-month
months n PFS, n
KRAS 271 26% 3.2 37.9 25.6
EGFR 125 12% 2.1 18.4 6.4
BRAF 43 24% 25 321 18.0
MET 36 16% 3.4 36.5 23.4
HER2 29 7% 21 22.7 13.6
ALK 23 0% 3.1 11.8 5.9
RET 16 6% 21 141 7.0
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N

ORR, %

Median PFS,
months

6-month PFS,
n

12-month
PFS, n

ROS1 7

17%

Source: Mazieres et al. 2019
Abbreviations: ALK: Anaplastic lymphoma kinase; BRAF: B-Raf proto-oncogene; EGFR: Epidermal growth factor

receptor; HER2, human epidermal receptor 2 gene; KRAS, kirsten rat sarcoma viral oncogene homolog; MET,
mesenchymal-epithelial transition gene; NSCLC: Non-small cell lung cancer; PFS: Progression-free survival;
ORR: Objective response rate; RET, rearranged during transfection proto-oncogene; ROS1: ROS proto-
oncogene-1

In qualitative interviews (N=2) and an advisory board (N=4), clinical experts agreed with and
supported the published evidence that patients with advanced NSCLC harbouring METex14
skipping alterations are more likely to respond poorly to immunotherapy, particularly in terms
of lower responses rates and lower PFS than expected for immunotherapy. This was based
on their experience when patients at specific centres have received a MET test, as well as
experience with other driver mutations where similar responses are seen. One clinical expert
stated that this reduced response is not seen in all patients, however a general trend of poor

responses is often still seen.

A retrospective, multicentre study in ICl-treated BRAF-, HER2-, MET- or RET-NSCLCs,
analysed clinical characteristics and outcomes.® Before ICI, patients had received a median
of one treatment line. The response rate for patients with MET mutations was 36%, median
PFS was 4.9 months, 12-month PFS was 22.2%, median OS was 13.4 months and 12-
month OS was 59.0%.8°

The management of adverse events associated with immunotherapies is complex, and
requires a multidisciplinary approach involving not only oncologists, but also other internal
medicine specialists, to ensure prompt diagnosis and optimal management of these
complications.® This is of relevance for the targeted METex14 skipping alterations NSCLC
population, mainly comprising elderly patients who may experience low benefit with the
current non-targeted available therapies, and who are often unable to tolerate the adverse

reactions and demanding infusions linked to chemotherapy or immune checkpoint inhibitors.

Chemotherapy

Chemotherapy is used for patients with metastatic disease that is negative for driver
mutations (EGFR, ALK and ROS1), and where the patient is contraindicated to
immunotherapy.585°6%8” Chemotherapy options are also used as second-line and beyond
treatments when a patient has received immunotherapy (monotherapy or combination) at
first line. NICE recommended and commonly used regimens include cisplatin-based

doublets (such as cisplatin and pemetrexed [non squamous alone]) and carboplatin-based
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doublets (such as carboplatin and paclitaxel).%®°%%%87 The choice of chemotherapy regimen
can be dependent on histological subtype (non-squamous vs. squamous). Platinum-based
chemotherapy in fit patients, prolongs survival, improves symptom control, and yields
superior quality of life compared with best supportive care in patients with advanced
NSCLC.58’59’69’87

However, platinum-based chemotherapy combinations also show limited responses in
patients with advanced NSCLC harbouring METex14 skipping alterations. Responses to
platinum-based chemotherapy were assessed in Hur et al 2020, a retrospective, single-
centre observational study in South Korea, where patients were identified between 2015 and
2017 (n=20). The median PFS in these patients was 4.0 months (95% Cl:2.8-14.1) and the
median OS was 9.5 months (95%Cl:6.5-23.1). In 12 patients treated with pemetrexed-based
chemotherapy, the ORR was 33.3% (4/12).

Common AEs experienced with chemotherapy include nausea/vomiting,
neutropenia/anaemia/pancytopaenia, alopecia, constipation/diarrhoea, and
fatigue/tiredness.®® This is of relevance for the targeted METex14 skipping alterations
NSCLC population, mainly comprising elderly patients who may experience low benefit with
the current non-targeted available therapies, and who are often unable to tolerate the
adverse reactions and demanding infusions linked to chemotherapy or immune checkpoint

inhibitors.

Unmet medical need

Unlike for patients with EGFR, ALK or ROS1 mutations, patients in the UK with advanced
NSCLC harbouring METex14 skipping alterations do not currently benefit from a targeted
treatment, and as demonstrated, the available non-targeted therapies are considered
unsatisfactory with limited clinical benefit and a clear unmet need exists for these patients.
As such, a therapy that targets this specific alteration and prevents or delays the need for
subsequent-line treatment, and the associated adverse events (AEs) of chemotherapies,

represents a significant unmet need.

Positioning of tepotinib relative to the current treatment pathway

Tepotinib is being investigated in patients with advanced (locally advanced or metastatic)
NSCLC with METex14 skipping alterations as detected by a liquid and /or tissue biopsy, and
so would be available for suitable patients with a METex14 skipping alteration regardless of

line of therapy and histology.
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The expectation is that tepotinib would replace non-targeted therapies (immunotherapies
and/or chemotherapies) for patients with METex14 skipping alterations in all lines of
treatment, in line with past recommendations for targeted treatments in EGFR, ALK and
ROS1 NSCLC.

B.1.4. Equality considerations

There are no anticipated equality issues relating to the use of tepotinib in patients with
advanced NSCLC with METex14 alterations.
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B.2. Clinical effectiveness

Executive summary

VISION is an ongoing, single-arm, open-label, Phase Il study designed to assess the
antitumour activity and tolerability of tepotinib in patients with advanced NSCLC
harbouring METex14 skipping alterations. The study population in Cohort A is
representative of the METex14 skipping alterations NSCLC population based on
reported disease history.

VISION is the largest study in patients with NSCLC harbouring MET alterations to
prospectively enrol patients using tissue biopsy as well as liquid biopsy, allowing for
maximum accessibility to patients and physicians. Liquid biopsies are an accessible
alternative, especially when tissue biopsy is not an option, although tissue biopsy
remains the standard of care

Tepotinib had durable antitumour activity in patients with advanced NSCLC with
METex14 skipping alterations with consistent activity across treatment lines (1L and
2L+) and promising activity in patients with brain metastases.

ORR by the independent review committee (IRC) was -% (95% Cl: q

onset of response was mostly within six weeks with a long median DOR of up to
months (95% C!: | l). The response rate was higher in the 1L population
(%) versus the 2L+ population (%) and was consistent across the tissue

biopsy and liquid biopsy groups, as well as across other baseline characteristics.

The median PFS based on IRC in Cohort A was l months (95% C!: |, and
)

the median OS was ] months (95% Cl: . Consistent results were
observed between 1L and 2L+ patients.

Tepotinib penetrates the blood-brain barrier at therapeutic levels. The response to
tepotinib was consistent in patients with stable brain metastases at baseline
determined by RECIST v1.1; n=Jl). IRC-assessed ORR was [JJ§% (95% CI:
_), and median DOR was [l months (95% CI: ). IRC-assessed median
PFS was ] months (95% CI: e

Tepotinib demonstrates and confirms a favourable and well-tolerated safety profile,
with the most common AEs being Grade 1 or 2. In this elderly patient population,
there was a low proportion of Grade >3 treatment-related AEs (JJ§%), and a low
frequency of treatment discontinuation due to treatment-related AEs (%)

Patients' quality of life was maintained during treatment with tepotinib; dyspnoea
symptoms were stable, whereas cough symptoms were reduced.

The first HRQL analysis results were consistent across different PRO tools, such as
QLQ-LC13, EORT QLQ-30, and EQ-5D VAS, suggesting stability in HRQL over time,
as well as an improvement in coughing symptoms.

EORTC QLQ-LC13 symptom scores revealed mean changes from baseline indicated
a meaningful improvement in coughing, with a median time to improvement (i}
months) paralleling the onset of objective response (within the first three months) and
a numerical improvement in dyspnoea (] at Week 12) and chest pain (] at
Week 12).

QLQ-C30 global health values remained stable over the treatment period, as did EQ-
5D-5L VAS scores (higher=better): mean (standard deviation, SD) change from
baseline score ( ) was ﬁ at Week 6 and | at Week 12.
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B.2.1.

Identification and selection of relevant studies

See Appendix D for full details of the process and methods used to identify and select the

clinical evidence relevant to the technology being appraised.

A systematic literature review (SLR) was performed to identify randomised controlled trials

(RCTs), non-randomised clinical trials, single arm studies and retrospective real-world

studies that evaluated survival, response, safety and patient-reported outcomes for patients

with advanced NSCLC harbouring METex14 skipping alterations.

A total of 143 publications were included in the review (refer to Appendix D, Appendix G

Appendix H, and Appendix |). Of the total publications identified, 38 publications reported

clinical outcomes associated with treatments for patients with NSCLC harbouring METex14

skipping alterations (16 full-text and 22 abstracts/conference posters) (refer to Table 5).

Table 5. Identified clinical effectiveness evidence

inhibitors
(pembrolizumab,

Intervention Trial N Publications
Tepotinib VISION 8 Mazieres et al. 2020;%° Mazieres et al.
NCT02864992 2021;%" Park et al. 2019;% Paik et al.
2020 (full text);! Paik et al. 2021;%
Veillon et al. 2021°* Viteri et al. 2020;%
Yang et al. 2020
Capmatinib GEOMETRY 11 Goodwin et al. 2021a;%” Goodwin et al.
NCT02414139 2021b;% Groen et al. 2020;% Han et al.
2021;190 Heist et al. 2021a;'%! Heist et
al. 2021b;'%2 Schuler et al. 2020 (full
text);'°3 Vansteenkiste et al. 2020;104
Wolf et al. 2019;53 Wolf et al. 2020a (full
text); %5 Wolf et al. 2021106
Crizotinib NCT02499614 3 Drilon et al. 2020 (full text);'%7 Landi et
NCT02034981 al. 2019 (full text);'°® Moro-Sibilot et al.
2019 (full text)10?
Savolitinib NCT02897479 2 Lu et al. 2019;10 Lu et al. 2020
Tyrosine kinase 1 Lau et al. 202112
inhibitors (crizotinib,
capmatinib,
cabozantinib)
Chemotherapy (1L) 1 Pruis et al. 2020 (full text)'"3
PD-1 inhibition
monotherapy (1L+)
Crizotinib (1L)
Pemetrexed-based 1 Hur et al. 2020 (full text)!4
chemotherapy (1L+),
crizotinib (2L+)
Immune checkpoint 5 Guisier et al 2021 (full text);8 Kato et al

2021 (full text);"® Kauffmann-Guerrero
et al. 2020 (full text);!'® Mazieres et al.
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Intervention Trial N Publications

nivolumab, 2019 (full text);8+ Sabari et al. 2018 (full
atezolizumab) text)s!

Standard treatments 1 Wolf et al. 2020b %5

(RWE)

Sym015 3 Camidge et al 2019;""7 Camidge et al.
(MET antibody 2020;"8 Castiglione et al 2019 (full
mixture) text)"®

Various (No MET 2 Awad et al 2019 (full text);*° Gow et al.
inhibitor; 1L+ and/or 2017120

2L+)

Total 38

Abbreviations: 1L, firstline; 1L+ firstline or subsequent line; 2L, secondline; 2L+ secondline or subsequent; MET,
mesenchymal-epithelial transition; RWE, real world evidence

B.2.2.

List of relevant clinical effectiveness evidence

The clinical evidence used to support the marketing authorisation and reimbursement of

tepotinib comes from the VISION study, which is an ongoing Phase Il single-arm study that

investigates tepotinib in patients with locally advanced or metastatic NSCLC harbouring

METex14 skipping alterations or MET amplification (Table 6, Section B.2.3).

Table 6. Clinical effectiveness evidence

Study VISION (NCT02864992)
Study design Single arm, open-label, Phase Il study
Population The study included adult male and female patients = 18 years of age

with measurable disease according to RECIST 1.1 and an ECOG PS of
0 or 1. Patients had to have histologically or cytologically confirmed
locally advanced or metastatic NSCLC (all types including squamous
and sarcomatoid) and be either untreated (for 1L therapy) or previously
treated with no more than 2 lines of prior therapy.

Patients needed to have MET alterations to be eligible, as detailed
below:

1) METex14 skipping alterations in plasma and/or tissue, determined by
the central laboratory or by an assay with appropriate regulatory status;
for these patients, sufficient tumour tissue and/or plasma was
requested to allow additional testing;

2) MET amplification only in plasma defined by a positive liquid biopsy
(LBx) test, as determined by the central laboratory or by an assay with
appropriate regulatory status;

3) Based on the outcome of the interim analysis in 12 LBx selected
patients: MET amplification only in tissue defined by a positive tissue
biopsy (TBx) with a gain of at least 4 copies of the MET gene, as
determined by the central laboratory or by an assay with appropriate
regulatory status.

Patients with characterised EGFR activating mutations that predict
sensitivity to anti-EGFR therapy and patients with characterised ALK
rearrangements that predict sensitivity to anti-ALK therapy were
excluded from the study.
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Intervention(s) Patients took 450 mg tepotinib (equivalent to

500 mg tepotinib hydrochloride hydrate) orally once daily during each
21-day cycle until progression of disease (as assessed according to
RECIST 1.1), withdrawal of consent, AE leading to discontinuation, or

death.
Comparator(s) Not applicable as single arm study
Indicate if trial Yes v Indicate if trial used in Yes v
supports application the economic model
for marketing No No
authorisation

Rationale for use/non- | VISION is the pivotal trial for tepotinib in the population directly relevant

use in the model to the decision problem.

Reported outcomes ORR (confirmed complete response or partial response) as per IRC
specified in the determined according to RECIST 1.1

decision problem ORR as per Investigator determined according to RECIST 1.1

(outcomes highlighted | hoR 45 per IRC

in bold are outcomes DOR as per investigator
used in the economic P 9

model) Objective disease control as per IRC
PFS as per IRC

PFS as per investigator assessment
oS

EQ-5D-5L

EORTC QLQ-C30

EORTC QLQ-LC13

Safety
All other reported Plasma pharmacokinetic parameters of tepotinib and metabolites
outcomes Exploratory biomarkers including biomarkers that may correlate with

antitumour activity, including, but not limited to, markers of MET
pathway activation (e.g., HGF levels and MET mutations) and other
relevant oncogenic pathways

QT/QTc interval concentration relationship based on Cycle 1, Day 1
and Cycle 2, Day 1 data

Associations between exposure, predictive biomarker candidates, and
efficacy and/or safety

Abbreviations: DOR=duration of response, ECOG=Eastern Cooperative Oncology Group, EORTC=European
Organization for Research and Treatment of Cancer, EORTC QLQ-C30=EORTC Quality of Life Questionnaire
Core 30, EQ5D5L=EuroQol Five Dimension Five Level Scale, HRQL=health-related quality of life,
IRC=independent review committee, ORR=0bjective response, OS=overall survival, PFS=progression-free
survival, PROs=patient-reported outcomes, PS=performance status, QLQLC13=Quality of Life Questionnaire
Lung Cancer 13, RECIST=Response Evaluation Criteria in Solid Tumours

Non-interventional studies investigating patient characteristics, treatment patterns and
effectiveness outcomes in patients with advanced NSCLC harbouring METex14 skipping
alterations were also conducted and included in the indirect comparisons and cost-
effectiveness analysis to inform the comparator efficacy data (Table 7). For further detail
please see Section B.2.9 and the indirect treatment comparison report (Appendix L)

provided separately.
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Table 7. Summary of non-interventional studies in patients with advanced NSCLC
harbouring METex14 skipping alterations used in the indirect treatment comparison

Study 0015 0035 COTA Wong et al
Country USA Israel, The USA and Canada | Canada
Netherlands,
Taiwan, USA
Study type Non- Non-interventional | Data source Non-interventional
interventional real world based on EMR real world
real world retrospective data sourced from | retrospective
retrospective cohort study, COTA Healthcare | review
cohort study based on EMR
based on EMR data
data
Study period 01 Jan 2004 to 01 Jan 2010 to 30 | 15 Aug 2008 to 10 | Jan 2016 to Sept
30 Sept 2019 Sept 2018 Feb 2020 2019
N (before 39 with MET 86 with MET 202 412
application of alterations alterations
inclusion
criteria)
Treatment lines | 76 165 680 NR

Abbreviations: NR, not reported; OS, overall survival; PFS, progression free survival; RR, response rate; ToT,
time on treatment; TTNTD, time to next treatment or death

Notes:

a Data was available for 41 patients, though not all received treatment

B.2.3.

effectiveness evidence

B.2.3.1. VISION Study

Summary of methodology of the relevant clinical

VISION (NCT02864992) is an ongoing, single-arm, open-label, Phase Il study designed to
assess the antitumour activity and tolerability of tepotinib 500 mg (equivalent to 450 mg free
form tepotinib), a highly selective small-molecule inhibitor of MET in patients with advanced
(locally advanced or metastatic) NSCLC harbouring METex14 skipping alterations or MET
amplification. Patients were selected based on defined MET alterations or MET amplification
identified in tumour tissue and/or in circulating tumour DNA (ctDNA) derived from plasma,

and then subdivided into three cohorts (Figure 6):

e Cohort A: Tepotinib 500 mg for METex14 skipping alterations
e Cohort B: Tepotinib 500 mg for MET amplification

e Cohort C: Confirmatory part for tepotinib 500 mg for METex14 skipping alterations
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POPULATION

Patients with Stage IIIB/IV
NSCLC harbouring METex14
skipping alterations
Exclusion of active brain
metastases or brain as only
measurable lesion
Treatment naive or

Cohort A: METex14 skipping
alterations
Detection of alteration in
plasma (DNA based) or tissue
(RNA based)

Figure 6: Schematic overview of Cohort A and Cohort C in the VISION trial design

Cohort B: MET amplified
Detection of amplification in
plasma (DNA based)

Tepotinib 500 mg QD
21-day cycles until disease
progression

experienced patients
No prior targeted MET
therapy

Cohort C: METex14 skipping
alterations
Detection of alterations in
plasma or tissue

Confirmatory Part 2 of study

Source: Data on File: VISION Clinical Study Report 2020

Abbreviations: NSCLC, non-small cell lung cancer; QD, once daily.

The study was divided into two parts: Part 1 included the pivotal Cohort A and Cohort B. Part
2 included the new confirmatory part, Cohort C. Additional patients were needed to extend
and confirm the existing results for Cohort A (METex14 skipping alterations), so to expand
the METex14 population in this study, a new confirmatory cohort was subsequently added
(Cohort C). Cohort C was started following the completion of the subject accrual for Cohort
A. The eligibility criteria and schedule of assessments for Cohort C were the same as those

for enrolment into Cohort A.

The key VISION data considered in this submission are from Cohort A and included data

from two different cut-off dates (Table 8).

o Data cut-off 1 February 2021: The total patient set for Cohort A. All patients who

received a dose of tepotinib in Cohort A, all before 01 November 2020, using the 1
February 2021 cut-off date (N=152) (Figure 8).

o Data cut-off 1 July 2020: ITT analysis set restricted to patients who received the first
dose of tepotinib before 02 October 2019 (this approach ensured that the latest

enrolled subject had a follow-up of at least nine months, expected to provide six
months of follow-up beyond a possible onset of response), using the 1 July 2020 cut-

off date (N=146) (Figure 7).
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The cost-effectiveness analysis is based on the 1 February 2021 data cut and therefore is
the focus of the text in the clinical effectiveness results (Section B.2.6). However, results are
presented for both data cuts in the data tables to ensure full transparency and

comprehensive reporting of data.

The dossier also presents efficacy outcomes supporting the activity of tepotinib in brain
metastases from patients enrolled in VISION. Exclusion criteria for this subset were: brain
metastasis as the only measurable lesions, leptomeningeal disease and neurologically
unstable symptomatic brain metastases requiring an increase in steroid dose within two
weeks and/or have received prior stereotactic radiosurgery/gamma knife within two weeks
and/or other prior treatment for brain metastases within four weeks prior to the start of
therapy.

In Appendix R, additional efficacy results are also reported from Cohort A+C, using the 1
February 2021 cut-off (i.e., pooled METex14 skipping alteration cohorts), to confirm the

efficacy of tepotinib in a larger population of patients with METex14 skipping alterations.

The safety data from VISION are summarised for patients in Cohorts A+C (Table 9): SAF-1
July 2020: The safety analysis set (SAF) for Cohorts A+C included 255 subjects. A total of
152 patients were enrolled and were administered at least one dose of tepotinib in Cohort A;
103 patients were enrolled and were administered at least one dose of tepotinib in Cohort C
(Figure 7), based on 1 July 2020 cut-off.

In Appendix R, summary safety data from the latest 1 February 2021 data cut for Cohort
A+C are also reported (N=291) (Figure 8).

Table 8: VISION data synopsis presented in NICE dossier (efficacy)

Analysis | Cut-off date Cohorts Description Number | Reporting
set of

patients
Cohort A | 1 February Cohort A All subjects in Cohort A 152 Document
all 2021 who received a dose of A, B and
patients tepotinib. All were Appendix E

administered at least one
dose of tepotinib by 1

November 2020.
ITT-2 Oct | 1 July 2020 Cohort A All subjects in Cohort A 146 Document
2019 received the first dose of B and
tepotinib before 2 Appendix E

October 2019. This set of
subjects had at least 9
months of follow-up.

SAF-1 1 February Cohort A+C All patients in Cohort A, 275 Appendix E
Nov 2020 | 2021 and all patients in Cohort and
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tepotinib by 1 November
2020. Used for efficacy
analysis for Cohort A+C.

Analysis | Cut-off date Cohorts Description Number | Reporting
set of
patients
C who were administered Appendix
at least one dose of R

Abbreviations: ctDNA, circulating tumour deoxyribonucleic acid, ITT-02 Oct 2019, Intention-to-Treat analysis set
restricted to subjects who received the first dose of tepotinib before 02 October 2019; SAF, safety analysis set

Table 9. VISION data synopsis presented in NICE dossier (safety)

Analysis | Cut-off date Cohorts Description Number | Reporting
set of
patients
SAF-1 1 July 2020 Cohort A+C | All subjects in Cohorts A 255 Document
July 2020 + C were administered at Aand B
least one dose of
tepotinib by 1 July 2020.
SAF 1 February 2021 | Cohort A+C | All subjects in Cohort A 291 Appendix
Cohort and Cohort C who R
A+C all received a dose of
patients tepotinib for safety
analysis.
Abbreviations: SAF, safety analysis set
Figure 7: VISION analysis sets, at 1 July 2020 data cut-off
Overall SAF Cohort A+C all patients treated N=255
CohortA CohortC
N=152 N=103
N=1 (insufficient
METex14 skipping
alteration data)
ITT group
N=151

N=5 (insufficient follow-
up at the time (having

received first dose after
2 Oct 2019)

ITT 02 Oct 2019 (N=146)

Firstline and beyond
treatment N=144

Secondline and beyond

Patients with 29 months follow-up, first dose before 2 October 2019

treatment N=91

Thirdline and beyond
treatment N=34

N=47 (insufficient

follow-up at the time

(having received first
dose after 2 Apr 2019)

ITT 02 Apr 2019 (N=99)

Firstline and beyond
treatment N=99

Secondline and beyond

Patients with 215 months follow-up, first dose before 2 April 2019

treatment N=56

Thirdline and beyond
treatment N=23

Abbreviations: ITT, intention to treat; ITT-02 Apr 2019, Intention-to-Treat analysis set restricted to subjects who
received a first dose of tepotinib before 02 April 2019; ITT-02 Oct 2019, Intention-to-Treat analysis set restricted
to subjects who received the first dose of tepotinib before 02 October 2019; SAF, safety set
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Figure 8. VISION analysis sets, at 1 February 2021 data cut-off

Overall SAF Cohort A+C all patients treated N=291

Cohort A SAF 1L N=69 Cohort C SAF
All patients treated < All patients treated
N=152 2L+ N=83 N=139

N=16 (insufficient follow-up at
the time [received first dose
after 1 Nov 2020])

Cohort C SAF 01 Nov 2020 1L N=69
Patients with 15t dose before 01 /

Nov 2020 (23 months follow-up) \
N=123 2L+ N=83

Cohorts A + C SAF 01 Nov 2020

N=275 <

1L N=137

2L+ N=138

Abbreviations: SAF=safety analysis set
Source: SAF-01 Nov 2020,

Notes: Safety Set analysis set restricted to subjects who received the first dose of tepotinib before 01 October
2020, so with at least 3 months follow; SAF, safety set; 1L, first-line treatment; 2L, second-line treatment

B.2.3.1.1.  Study objectives

The primary endpoint of the VISION trial was objective response (ORR; confirmed CR or

PR) determined according to RECIST Version 1.1, based on an IRC evaluation.
The key secondary objectives were as follows:

¢ ORR as per Investigator’s assessment,

o Duration of response (DOR) per IRC and Investigator,

e Progression-free survival (PFS) per IRC and Investigator,

e Overall survival (OS).
Other endpoints included:

e Safety and tolerability,

o PROs as measured by:
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e The European Organization for Research and Treatment of Cancer Quality of Life
Questionnaire Core 30 (EORTC QLQ-C30),

e The European Organization for Research and Treatment of Cancer Quality of Life
Questionnaire Lung Cancer 13 (EORTC QLQ-LC13),

e The EuroQol Five Dimension Five Level Scale (EQ-5D-5L) visual analog scale (VAS).

In addition to the endpoints mentioned above, this dossier also presents outcomes for
tepotinib activity in patients with baseline brain metastasis. The presented outcomes for this

specific subgroup included:
e ORR(INV and IRC)
o PFS (INV and IRC).

B.2.3.1.2.  Eligibility criteria

Eligible subjects were required to have histologically or cytologically confirmed locally
advanced or metastatic NSCLC with METex14 skipping alterations or MET ampilification in
either plasma samples or tissue samples of tumour biopsy. The inclusion and exclusion

criteria for VISION are summarised in Table 10.

Table 10: VISION trial inclusion and exclusion criteria

Inclusion criteria

e Male or female, greater than or equal to (>=) 18 years of age (or having reached the age of majority
according to local laws and regulations

. Measurable disease in accordance with RECIST version 1.1
. ECOG PSof 0O or 1

e Afemale subject is eligible to participate if she is not pregnant, not breastfeeding, and at least one
of the following conditions applies:

=  Not a woman of childbearing potential OR
= A woman of childbearing potential who agrees to use a highly effective contraception

e A male subject must agree to use and to have their female partners of childbearing potential to
use a highly effective contraception

e Histologically confirmed advanced (Stage I1IB/IV) NSCLC (all histologies including squamous and
sarcomatoid)

e Untreated patients in first-line or previously-treated patients with no more than two lines of prior
therapy
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Subjects with MET alterations, namely METex14 skipping alterations in plasma and/or tissue, or
MET amplification only in plasma and/or tumour biopsy sample

Exclusion criteria

Subjects with characterised EGFR activating mutations that predict sensitivity to anti-EGFR-
therapy

Subjects with characterised ALK rearrangements that predict sensitivity to anti-ALK therapy
Active brain metastases

Any unresolved toxicity Grade 2 or more according to National Cancer Institute Common
Terminology Criteria for Adverse Events (NCI-CTCAE) from previous anticancer therapy

Need for transfusion within 14 days prior to the first dose of trial treatment

Prior chemotherapy, biological therapy, radiation therapy, hormonal therapy for anti-cancer
purposes, targeted therapy, or other investigational anticancer therapy (not including palliative
radiotherapy at focal sites) within 21 days prior to the first dose of trial treatment

Subjects who have brain metastasis as the only measurable lesion

Inadequate haematological, liver, renal, cardiac function

Prior treatment with other agents targeting the Hepatocyte Growth Factor c(HGF/c) -Met pathway
Hypertension uncontrolled by standard therapies (not stabilised to < 150/90 mmHg)

Past or current history of neoplasm other than NSCLC, except for curatively treated non-
melanoma skin cancer, in situ carcinoma of the cervix, or other cancer curatively treated and with
no evidence of disease for at least five years

Medical history of difficulty swallowing, malabsorption, or other chronic gastrointestinal disease,
or conditions that may hamper compliance and/or absorption of the test product

Major surgery within 28 days prior to Day 1 of trial treatment

Known infection with human immunodeficiency virus, or an active infection with hepatitis B or
hepatitis C virus

Substance abuse, active infection, or other acute or chronic medical or psychiatric condition or
laboratory abnormalities that might increase the risk associated with trial participation at the
discretion of Investigators

Known hypersensitivity to any of the trial treatment ingredients
Legal incapacity or limited legal capacity

Any other reason that, in the opinion of the principal investigator, precludes the subject from
participating in the trial

Participation in another clinical trial within the past 30 days

Generalisability of the population treated

The study population in Cohort A (1 February 2021 cut-off) was representative of the

METex14 skipping alterations NSCLC population, based on the reported disease history.

Overall, JJlll of patients had adenocarcinoma and the median and mean age were |JJjij and
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- years respectively. The proportion of patients who were former smokers was -
These characteristics are aligned with estimates in the METex14 skipping alterations
population identified within the literature (Section B.1.3.2.3). In the SLR conducted, a median
of 79% of METEXx14 skipping alterations patients were adenocarcinoma histology, the
median age was 72 years and 56% were ever smokers.*”'2" At the conducted advisory
board, the clinical experts (N=4) also agreed that VISION is generalisable to the wider

METex14 skipping alterations population based on the literature.

B.2.3.1.3.  Patient disposition

From the 1 February 2021 data cut-off, all 152 patients on Cohort A were included in the
efficacy analysis. Of the 152 patients, 69 patients received tepotinib as 1L therapy, and 83
patients received tepotinib as 2L+ therapy (Table 11).

In Cohort A from the 1 July 2020 data cut-off, a total of 152 patients were treated up to 1 July
2020 and were part of the overall safety analysis set (SAF). The overall ITT analysis set
comprised 151 patients; one patient was excluded from all efficacy analyses due to
insufficient METex14 skipping alteration data. Of the 151 overall ITT patients, 69 patients
received tepotinib as 1L therapy, and 82 patients received tepotinib as 2L+ therapy. All
patients in the 1 July 2020 data cut-off had a follow-up of at least nine months from the start
of treatment (expected to yield six months of follow-up after onset of response). Among
responders, 84.8% had =12 months follow-up from onset of response or event (progressive

disease or death) or discontinued treatment <12 months after onset of response (Table 14).

From the 1 July 2020 data cut-off, 124 (81.6%) patients permanently discontinued treatment
due to progressive disease (77 patients), AE (26 patients), death (12 patients), consent
withdrawal (five patients), protocol noncompliance (one patient), or other reason (three

patients).

Table 11. Analysis Sets in VISION Study Cohort A

Number of patients in Overall 1L 2L+
analysis set

1 July 2020 data cut-off

Overall SAF 152 69 83
Overall ITT 151 69 82
ITT-02 Oct 2019 146 65 81
ITT-02 Apr 2019 99 43 56
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Number of patients in Overall 1L 2L+
analysis set
1 February 2021 data cut-off
All patients 152 69 83

Source: VISION CSR 1 July 2020 cut-off, Table 15.1.1.2, 15.1.1.20, 15.1.1.2s. Data on file for 1 February 2021
cut-off

Abbreviations: 1L=first line of therapy, 2L+=second or later line of therapy, CSR=Clinical Study Report,
ITT=intention-to-treat, SAF=safety analysis set

METex14 Results at Pre-screening/Screening

Patients were screened for METex14 in tissue and blood samples and categorised into the
liquid biopsy (L+) set, the tumour tissue biopsy (T+) set, or the combined set (one test was
sufficient, but two tests were allowed). As of 1 July 2020, a total of 7,673 patients were
prescreened to determine MET alteration status in tissue and blood samples. Pre-screening
was not required for patients with a documented MET alteration status by an assay with
appropriate regulatory status (i.e., Lung Cancer — Genomic Screening Project for
Individualised Medicine); in these instances, MET alteration status did not need to be
reconfirmed in tissue and/or blood for study recruitment. Results are not presented by liquid

or tissue biopsy here, although are presented in Appendix E.

B.2.3.1.4. Demographic and Baseline Characteristics

In the 1 February 2021 cut-off, |l of patients were male, |l of patients were white,
and [l of patients were from Europe (see Table 12). Most patients ([l were =65
years of age and [l of patients were >75 years of age.

Similar demographic and baseline characteristics were observed in 1L and 2L+ patients.
Demographic and baseline characteristics in the 1 July 2020 cut-off were consistent to the 1

February 2021 cut-off across 1L and 2L+ patient populations (Appendix R).

Table 12. Demographics and Baseline Characteristics, VISION Cohort A — 1 February
2021 cut-off

Overall 1L 2L+

N=152 (100%) N=69 (100%) N=83 (100%)
Sex, n (%)
Male I N I
Female I N I
Race, n (%)
White ] I I
Black or African American e | [
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Overall 1L 2L+

N=152 (100%) N=69 (100%) N=83 (100%)

Asian

Not collected at site
Other

Age (years)
Mean (StD)

Median (range)

Min, max

Age groups, n (%)

<65 years

265 years

65 to <75 years

75 to <85 years

=285 years

Country, n (%)

Belgium

France

Germany

Italy

Japan

Poland

Spain

United States
South Korea

Taiwan

Netherlands

Israel

Geographic region, n (%)

Europe

North America

Asia

Histology subtype, n (%)

Adenocarcinoma

Adenosquamous

Squamous

Sarcomatoid
Other

Source: VISION 1 February 2021 cut-off data on file.

Abbreviations: 1L=first line of therapy, 2L+=second or later line of therapy, CSR=Clinical Study Report,
ITT=intention-to-treat analysis set, max=maximum, min=minimum, Q1=quartile 1, Q3=quartile 3, StD=standard
deviation
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B.2.4. Statistical analysis and definition of study groups in the relevant clinical effectiveness evidence

A summary of statistical analysis methods is provided below. Please refer to Appendix D for a more detailed summary.

Assignment

Study Design Single-arm, open-label, Phase Il study was planned to assess the anti-tumour activity and tolerability of tepotinib, a highly selective

Overview small molecule inhibitor of MET in subjects with advanced (locally advanced or metastatic) NSCLC harbouring METex14 skipping
alterations or MET amplification. Subjects were to be selected based on defined MET alterations or MET amplification identified in
tumour tissue and/or in circulating tumour DNA (ctDNA) derived from plasma.

Treatment All subjects received tepotinib in this single-arm study. Subject numbers were assigned in the appropriate format and reflected

study number, study centre number, and subject number. Subject numbers were not reassigned to other subjects or reused in this
study.

Analysis Populations

Prescreened Analysis Set

The Prescreening analysis set comprised all subjects who provided informed consent for prescreening or screening. This included
subjects enrolled in Japan who could be enrolled without prescreening.

Screened Analysis Set

The Screening analysis set comprised all subjects who provided informed consent for the main screening, regardless of the
subject’s treatment status in the study.

Safety Analysis Set
The Safety analysis set comprised all subjects who were administered at least one dose of tepotinib.
Intention-to-Treat Analysis Set

The ITT analysis sets comprised all subjects who were administered at least one dose of tepotinib and had METex14 skipping
alterations or MET amplification confirmed by a validated central laboratory assay. The ITT analysis set for Cohort A was defined as
follows (the ITT analysis for Cohort B and Cohort C is provided in the clinical study report [provided separately]):

Cohort A (METex14 Skipping Alterations)

For efficacy analyses, in the cohort of subjects who tested positive for METex14 skipping alterations, regardless of MET
amplification status, the following primary ITT analysis sets were defined taking into account the assessment used to identify
subjects with METex14 skipping alterations.
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« TheITT L+ and/or T+ analysis set (also referred to as the combined analysis set) was defined as all subjects who tested
positive for METex14 skipping alterations in tumour tissue or plasma ctDNA (including those tested positive for METex14
skipping alterations in both tumour tissue and plasma ctDNA);

* The ITT L+ analysis set (also referred to as the L+ analysis set) was defined as all subjects who tested positive for METex14
skipping alterations in plasma ctDNA,;

* TheITT T+ analysis set (also referred to as the T+ analysis set) was defined as all subjects who tested positive for METex14
skipping alterations in tumour tissue.

Subjects who tested positive in tissue (TBx) and in plasma (LBx) were assigned to both the L+ and the T+ analysis sets.
For those subjects with available samples for both TBx and LBx:

* The ITT T+/L+ analysis set comprised all subjects tested positive for METex14 skipping alterations in both tumour tissue and
plasma ctDNA,;

+ The ITT T+/liquid biopsy negative (L) analysis set comprised all subjects tested positive for METex14 skipping alterations in
tumour tissue, but negative in plasma ctDNA,;

« The ITT tumour tissue biopsy negative (T-)/L+ analysis set comprised all subjects tested positive for METex14 skipping
alterations in plasma ctDNA, but negative in tumour tissue.

Primary Endpoints The primary endpoint of the VISION ftrial is objective response (ORR; confirmed CR or PR) determined according to Response
Evaluation Criteria for Solid Tumours (RECIST) Version 1.1, based on an independent review committee (IRC) evaluation.

Subjects are identified as having an objective response if they achieve either a confirmed CR or PR from first administration of trial
treatment to first observation of PD. Confirmation needs to take place by a tumour assessment at least four weeks (28 days) after
the tumour assessments initially indicating CR or PR.

Key Secondary The key secondary objectives were as follows:

Endpoints

* ORR as per Investigator’s assessment: Objective response as per Investigator is determined according to RECIST Version 1.1.
Subjects are identified as having an objective response if they achieve either a confirmed CR or PR. Confirmation needs to take
place by a tumour assessment at least four weeks (28 days) after the tumour assessments initially indicating CR or PR.

» Duration of response (DOR) per IRC: For subjects with objective response based on independent review, DOR is the time from
when the CR/PR (whichever is first) criteria are first met until PD or death due to any cause within 84 days of the last tumour
assessment, whichever occurs first. Duration of response data will be censored on the date of the last adequate tumour
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assessment for subjects who do not have an event (PD or death) or for subjects with an event after 84 days of the last tumour
assessment. Subjects who do not have a tumour assessment after objective response will be censored at the date CR/PR
criteria are first met.

» Duration of response as per Investigator: Duration of response will also be determined for subjects with objective response
based on Investigator assessment.

*  Progression-free survival (PFS) per IRC: PFS is defined as the time (in months) from the first administration of trial treatment to
the date of the first documentation of PD (based on independent review) or death due to any cause within 84 days of the last
tumour assessment, whichever occurs first. The PFS data will be censored on the date of the last evaluable tumour
assessment for subjects who do not have an event (PD or death) or for subjects with an event more than 84 days after the last
tumour assessment. Subjects who do not have a baseline tumour assessment or who do not have any post baseline tumour
assessments will be censored at the date of the start of trial treatment.

» Progression-free survival (PFS) per Investigator: PFS will also be assessed based on Investigator assessment.

*  Overall survival (OS): Overall survival will be measured as the time (in months) from first trial treatment administration to the
date of death. For subjects not known to be deceased at time of analysis, OS time will be censored at the last date the subject
was known to be alive. If this date is after the data cut-off, subjects will be censored at the date of data cut-off.

Other endpoints included:

« Safety and tolerability

*  Number of subjects with TEAEs based on the Medical Dictionary for Regulatory Activities (MedDRA) and Common
Terminology Criteria for Adverse Events of the National Cancer Institute (NCI-CTCAE) version 4.03

¢ Number of deaths

*  Number of subjects with markedly abnormal clinical laboratory tests (haematology and coagulation, biochemistry and
urinalysis)

*  Number of subjects with markedly abnormal vital signs, ECG, physical examination, including change in body weight and
ECOG PS.

+ Patient reported outcomes (PROs) as measured by:

o The European Organization for Research and Treatment of Cancer Quality of Life Questionnaire Core 30 (EORTC
QLQ-C30),
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o The European Organization for Research and Treatment of Cancer Quality of Life Questionnaire Lung Cancer 13
(EORTC QLQ-LC13),

o The EuroQol Five Dimension Five Level Scale (EQ-5D-5L) visual analogue scale (VAS).

Sample Size and
Power

The trial enrolled subjects with MET alterations identified in tumour tissue and/or in ctDNA derived from plasma into three cohorts:
» Part 1: Cohort A with subjects tested positive for METex14 skipping alterations, regardless of MET amplification status
» Part 1: Cohort B with subjects tested positive for MET amplification and negative for METex14 skipping alterations

» Part 2: Cohort C with subjects tested positive for METex14 skipping alterations, regardless of MET amplification status
(confirmatory part for METex14 skipping alterations).

Part 1: Cohort A (METex14 skipping alterations)
For this cohort the primary analysis will be based on the three separate primary analysis sets:

+ TBx or LBx analysis set is defined as all subjects tested positive for METex14 skipping alterations irrespective of testing
methodology i.e., tested positive in tumour tissue or plasma ctDNA (including those tested positive for METex14 skipping
alterations in both, tumour tissue and plasma ctDNA)

and

* LBx analysis set of at least 60 subjects is defined as all subjects tested positive for METex14 skipping alterations in plasma
ctDNA

» TBx analysis set of at least 60 subjects is defined as all subjects tested positive for METex14 skipping alterations in tumour
tissue.

Subjects tested positive in tissue (TBx) and in plasma (LBx) will be assigned to the LBx as well as the TBx analysis set. Subjects
who are enrolled in the trial based on a tissue-based assay only will be retrospectively tested for METex14 skipping alterations
using LBx. These subjects, if tested positive for METex14 skipping alterations in plasma ctDNA, will be assigned to the LBx
analysis set as well as the TBx analysis set.

Enrolment into this cohort may continue until at least 60 subjects are included in the LBx as well as the TBx analysis set. Due to an
anticipated overlap of subjects tested positive for METex14 skipping alterations in tumour tissue and in ctDNA derived from plasma,
a total of approximately 100 subjects are currently estimated to be enrolled in Cohort A. At least 25 second or further line subjects
will be enrolled in the overall population of Cohort A.

Part 1: Cohort B and Part 2: Cohort C information is provided in the clinical study report (provided separately).
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In each of the three primary analysis sets, the trial aims to show an ORR based on independent review (performed by an IRC) in
the range of 40% to 50% and to demonstrate that the lower limit of the corresponding exact two-sided 95% confidence interval (Cl;
according to Clopper-Pearson) for ORR exceeds 20% across lines of therapy. With a sample size of 60 subjects per analysis set, a
maximum width for the 95% CI of 26.4% was achieved in the range for ORR of 40% to 60%.

Confidence intervals for objective response rate:

Objective response rate Corresponding exact 2-sided 95% CI
24/60 (40%) (27.6%, 53.5%)
30/60 (50%) (36.6%, 63.2%)
36/60 (60%) (46.5%, 72.4%)

The 95% CI within line of therapy (with smaller sample sizes) and other subgroups, in the range of ORR from 40% to 60%.

Confidence intervals for objective response rate within line of therapy and other subgroups

Sample size Objective response rate Corresponding exact 2-sided
95% ClI

10 4/10 (40%) (12.2%, 73.8%)
5/10 (50%) (18.7%, 81.3%)
6/10 (60%) (26.2%, 87.9%)

20 8/20 (40%) (19.1%, 63.9%)
10/20 (50%) (27.2%, 72.8%)
12/20 (60%) (36.1%, 80.9%)

30 12/30 (40%) (22.7%, 59.4%)
15/30 (50%) (31.3%, 68.7%)
18/30 (60%) (40.6%, 77.3%)

40 16/40 (40%) %24.9%), 56.7%)
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20/40 (50%) (33.8%, 66.2%)
24/40 (60%) (43.3%, 75.2%)

50 20/50 (40%) (26.4%, 54.8%)
( )

( )

25/50 (50%)
30/50 (60%)

35.5%, 64.5%
45.2%, 73.6%
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B.2.5. Quality assessment of the relevant clinical effectiveness
evidence

The quality assessment for the VISION clinical trial in Section B.2.2 is presented in Appendix
D.

B.2.6. Clinical effectiveness results of the relevant trials

This section presents the efficacy results of Cohort A of the pivotal VISION study. Most
results are presented for both 1 February 2021 and 1 July 2020 cut-off dates (with the
exception of Safety data, Section B.2.10.). Analyses are also stratified by line of therapy (1L
or 2L+). The data presented includes the combined set of Cohort A (which includes patients
who are liquid biopsy positive, tumour tissue biopsy positive, or both). As mentioned earlier,
the cost-effectiveness analysis is primarily based on the 1 February 2021 data cut-off and
therefore this will be the main focus of the clinical effectiveness results section below. For a

description of where all data cuts are reported, please see Table 68 in Appendix R.

B.2.6.1. Objective Response

The ORR based on independent evaluation in Cohort A was % (95% C!: | ) from
the 1 February 2021 cut-off (Table 13).

Consistent results were observed between patients receiving tepotinib as 1L or 2L+ therapy,

although in the most recent data cut-off, | N
I
.

Table 13. Objective Response Rate by Line of Therapy, Based on Independent
Evaluation, VISION Cohort A — 1 Feb 2021 cut-off

Overall 1L 2L+
1 July 2020 cut-off, N [ ] || ||
ORR2n (%) ] | |
[95% CI] ® ] ] I
1 Feb 2021 cut-off, N [ ] || ||
ORR 2 n (%) I I |
[95% CI] ® [ ] I ]

Source: VISION CSR 1 July 2020 cut-off, Tables 15.2.1.1bo, 15.2.1.1bs, 15.2.1.17bo, 15.2.1.17bs. Data on file
for 1 February 2021 cut-off

Abbreviations: 1L=first line of therapy, 2L+=second or greater line of therapy, Cl=confidence interval,
CSR=Clinical Study Report, ITT=intention-to-treat, ORR=0bjective response rate.

Notes:
a Complete response/partial response were confirmed; b 95% exact Cl using the Clopper-Pearson method.
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B.2.6.2. Duration of Response

The mDOR based on independent evaluation in Cohort A was [JJf months (95% Cl:
) -t | February 2021 cut-off (Table 14). For Kaplan-Meier curves, see Figure 9 for
the 1 February 2021 cut-off and Appendix R for 1 July 2020 cut-off. Consistent results were

observed between 1L and 2L+ patients.

Of note, among the 66 patients with a confirmed complete or partial response in 1 July 2020
cut-off, all patients (100%) had a duration of follow-up of at least six months after the onset
of response and the majority (56 [84.8%] patients) had (at the time of cut-off) a duration of
follow-up of 212 months or event (progressive disease or death) or treatment discontinuation

due to any reason <12 months past onset of response.
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Table 14. Duration of Response, Independent Evaluation, VISION Cohort A — 1 Feb 2021 cut-off

Overall

2L+

1 July 2020 cut-off

Number of patients with confirmed CR or PR, N

Patients with an event (PD/death), n (%)

mDOR, months [95% CI] @

DOR ®, n (% of responders)

26 months

=9 months

212 months

Follow-up among responders®, n (%)

26 months follow-up from onset of response or event or
discontinued treatment <6 months after onset of response

Ongoing response with <6 months duration

=12 months follow-up from onset of response or event or
discontinued treatment <12 months after onset of
response

Ongoing response with <12 months duration

1 Feb 2021 cut-off

Number of patients with confirmed CR or PR, N

mDOR, months [95% CI] 2

Frrlmj--
Jiikinlu

Source: VISION CSR 1 July 2020 cut-off, Tables 15.2.2.10, 15.2.2.1s, 15.2.2.3a0, 15.2.2.3as, 15.2.2.3co, 15.2.2.3do, 15.2.2.3cs, 15.2.2.40, 15.2.2.4s. Data on file for 1

February 2021 cut-off.

Abbreviations: 1L=first line of therapy 2L+=second or later line of therapy, Cl=confidence interval, CR=complete response, CSR=Clinical Study Report, DOR=duration of

response, ITT=intention-to-treat, MDOR=median duration of response, ne=not estimable, PD=progressive disease, PR=partial response.

Notes:
a Based on Kaplan-Meier estimates, 95% CI using the Brookmeyer and Crowley method.
b Only patients that achieved confirmed CR or PR based on independent evaluation are considered in this table as the denominator for percentages.
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Figure 9. Kaplan-Meier Curve Showing Duration of Response, Independent Evaluation, VISION Cohort A —1 Feb 2021 cut-off

Source: VISION 1 Feb 2021 cut-off, data on file, Data on file for 1 February 2021 cut-off.
Abbreviations: Cl=confidence interval
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Figure 10, Figure 11 and Figure 12 provide swimmer plots by independent evaluation in 1 July
2020 cut-off (as these were not available for the 1 February 2021 data cut-off). In this
assessment, a substantial percentage of patients achieved early tumour response, within the
first three months; this observation was consistent regardless of line of therapy. Although most
responses occurred early, few patients achieved late onset of response, showing that

responses can still occur after three months.

Figure 10. Time on Treatment, Time to and Duration of Response Per Patient Receiving
1L Therapy, Independent Evaluation, VISION Cohort A — 1 July 2020 cut-off

Source: VISION CSR 1 July 2020 cut-off, Figure 15.2.2.20a0

Abbreviations: 1L=first line of therapy, BOR=best overall response, CR=complete response, CSR=Clinical Study
Report, ITT=intention-to-treat, NE=not estimable, PD=progressive disease, PR=partial response, SD=stable disease.
Notes:

Patients with an arrow are still on treatment.
BOR: NE* = BOR of NE where ongoing patient has not had 2 post-baseline tumour assessments.

Only prior anti-cancer drug therapies administered for advanced (Stage llIb/llic) or metastatic (IV) diseases are taken
into account for the categorization of line of therapy.

Company evidence submission template for tepotinib for treating advanced non-small-cell lung
cancer with MET gene alterations [ID3761]

© Merck Ltd (2021). All rights reserved Page 60 of 231



Figure 11. Time on Treatment, Time to and Duration of Response Per Patient Receiving
2L Therapy, Independent Evaluation, VISION Cohort A — 1 July 2020 cut-off

Source: VISION CSR 1 July 2020 cut-off, Figure 15.2.2.20a0

Abbreviations: 2L=second line of therapy, BOR=best overall response, CR=complete response, CSR=Clinical Study
Report, ITT=intention-to-treat, NE=not estimable, PD=progressive disease, PR=partial response, SD=stable disease.
Notes:

Patients with an arrow are still on treatment.
BOR: NE* = BOR of NE where ongoing patient has not had 2 post-baseline tumour assessments.

Only prior anti-cancer drug therapies administered for advanced (Stage llIb/llic) or metastatic (V) diseases are taken
into account for the categorization of line of therapy.
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Figure 12. Time on Treatment, Time to and Duration of Response Per Patient Receiving
Third or Later Line Therapy, Independent Evaluation, VISION Cohort A — 1 July 2020 cut-
off

Source: VISION CSR 1 July 2020 cut-off, Figure 15.2.2.20a0

Abbreviations: BOR=best overall response, CR=complete response, CSR=Clinical Study Report, ITT=intention-to-
treat, NE=not estimable, PD=progressive disease, PR=partial response, SD=stable disease.

Notes:

Patients with an arrow are still on treatment.
BOR: NE* = BOR of NE where ongoing patient has not had 2 post-baseline tumour assessments.

Only prior anti-cancer drug therapies administered for advanced (Stage IlIb/llic) or metastatic (IV) diseases are taken
into account for the categorisation of line of therapy.

B.2.6.3. Best Overall Response

By independent evaluation, best overall response (BOR) results by RECIST 1.1 are

summarised in Table 15.

In the 1 February 2021 cut-off, -% of patients achieved partial response by the time of the
data cut-off, whereas the proportion of patients with stable disease was [JJJl§%. The proportion
of patients with progressive disease was [JJ|%. Results were consistent with the earlier 1 July
2020 cut-off.

The proportion of patients achieving partial response in 1 February 2021 cut-off was higher for
1L over 2L (% and %, respectively).
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Table 15. Best Overall Response, Independent Evaluation, VISION Cohort A — 1 Feb 2021
cut-off

Overall

1 July 2020, N

BOR, n (%) @

Complete response
Partial response
Stable disease
Progressive disease
Not evaluable

ORR, n (%)
[95% CI] ®

1 Feb 2021 cut-off, N

BOR, n (%) @

Complete response
Partial response
Stable disease
Progressive disease
Not evaluable

ORR, n (%)
[95% Cl] ®

Ril- <jii- -
wunllsnll

Source: VISION CSR 1 July 2020 cut-off, Table 15.2.1.1bo, 15.2.1.1bs, 15.2.1.17bo, 15.2.1.17bs. Data on file for 1
February 2021 cut-off.

Abbreviations: 1L=first line of therapy, 2L+=second or later line of therapy, BOR=best overall response,
Cl=confidence interval, CSR=Clinical Study Report, ITT=intention-to-treat, ORR=0bjective response rate.

OR evaluated by the independent evaluation was the primary endpoint.

Notes:
a Complete response and partial response must be confirmed, and stable disease must last at least 12 weeks.
b 95% exact Cl using the Clopper-Pearson method.

B.2.6.4. Progression-free Survival

The mPFS based on independent evaluation in Cohort A was [JJJlf months (95% CI: | )
in 1 February 2021 cut-off (Table 16). Consistent results were observed between 1L and 2L+

patients.

For Kaplan-Meier curves on 1 February 2021 and by line of therapy, see Figure 13 and
Figure 14, respectively. For the 1 July 2020 cut-off, Kaplan-Meier curves are reported in

Appendix R.
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Table 16. Progression-free Survival, Independent Evaluation, VISION Cohort A

Overall 1L 2L+
ITT-02 Oct 2019, N [ ] N
Patients with event, n (%) ] ]
Death - -
Progressive disease I I
mPFS 2, months [95% CI] ® I ]
1 Feb 2021 cut-off, N N N
mPFS 2, months [95% CI] b ] ]

Source: VISION CSR 1 July 2020 cut-off, Tables 15.2.3.10, 15.2.3.1s, 15.2.3.90, 15.2.3.9s. Data on file for 1
February 2021 cut-off.

Abbreviations: 1L=first line of therapy, 2L+=second or later line of therapy, Cl=confidence interval, CSR=Clinical
Study Report, ITT=intention-to-treat, mMPFS=median progression-free survival.

Notes:

a Product-limit (Kaplan-Meier) estimates.

b 95% CI for the median calculated using the Brookmeyer and Crowley method.
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Figure 13. Kaplan-Meier Curve Showing Progression-free Survival, Independent Evaluation, VISION Cohort A — 1 February
2021 cut-off

Source: Data on file for 1 February 2021 cut-off.
Abbreviations: Cl=confidence interval
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Figure 14. Kaplan-Meier Curve Showing Progression-free Survival by Line of Therapy, Independent Evaluation, VISION
Cohort A — 1 February 2021 cut-off

Source: Data on file for 1 February 2021 cut-off.
Abbreviations: Cl=confidence interval
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B.2.6.5. Overall Survival

The mOS in Cohort A was [JJJl] months (95% CI: |l in 1 February 2021 cut-off, with a total

of ] events (Table 17). Consistent results were observed between 1L and 2L+ patients.

For Kaplan-Meier curves on 1 February 2021 cut-off and by line of therapy, see Figure 15 and
Figure 16, respectively. For the 1 July 2020 cut-off, Kaplan-Meier curves are reported in

Appendix R.

Table 17. Overall Survival, VISION Cohort A

Overall 1L 2L+
ITT-02 Oct 2019, N [ ] [ ]
Patients with event, n (%) [ ] ii
mOS time ¢, months [95% Cl] ® I I I
1 Feb 2021, N [ ] [ H
Patients with event, n (%) [ ] ii
mOS time 2, months [95% CI] ® I D | N

Source: VISION CSR 1 July 2020 cut-off, Tables 15.2.4.10, 15.2.4.1s, 15.2.4.40, 15.2.4.4s. Data on file for 1
February 2021 cut-off.

Abbreviations: 1L=first line therapy, 2L+=second line therapy, Cl=confidence interval, CSR=Clinical Study Report,
ITT=intention-to-treat, mMOS=median overall survival.

Notes:
a Product-limit (Kaplan-Meier) estimates.
b 95% CI for the median calculated using the Brookmeyer and Crowley method.
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Figure 15. Kaplan-Meier Curve Showing Overall Survival, VISION Cohort A — 1 February 2021 cut-off

Source: Data on file for 1 February 2021 cut-off.
Abbreviations: Cl=confidence interval
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Figure 16. Kaplan-Meier Curve Showing Overall Survival by Line of Therapy, VISION Cohort A — 1 February 2021 cut-off

Source: Data on file for 1 February 2021 cut-off.
Abbreviations: Cl=confidence interval
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B.2.6.6. Patient-reported Outcomes: Health-related Quality of Life

All patients were asked to take part in all PRO assessments: EQ-5D-5L, EORTC QLQ-C30, and
EORTC QLQ-LC13. The questionnaires were to be completed on Cycle 1, Day 1 (Baseline,
before the first dose of study treatment), every six weeks thereafter for the first nine months,
and then every 12 weeks thereafter until disease progression, death, or withdrawal of consent.
For further details about the time points of these assessments, refer to VISION Study Protocol
v8.0, Table 1. This section reports the 1 July 2020 data cut-off mostly, as the 1 February 2021

PRO outcomes reporting are not currently as comprehensive.

Overall, the completion rate for PROs in this study was approximately 90% per visit, and

remained high up to Cycle 21.

For all PRO tools, a scale from 0 to 100 was used, with a mean change from baseline of
10 considered as a clinically meaningful improvement or worsening, as described in the

literature (Heigener 2016).1%2

Results were consistent across the three PRO tools and suggested that HRQL remains

stable over time. In EORTC QLQ-LC13, favourable effects with regards to stability of symptom
intensities for dyspnoea and pain in chest, and a trend towards a clinically meaningful
improvement in the coughing symptom scale was observed. The stability observed in the
assessment of quality of life for patients treated with tepotinib indicates control of the symptoms
in this population with advanced disease, as a worsening is to be expected in case of ineffective

and/or toxic therapies.
No analyses of subgroups, including line of therapy, were performed for PROs.

B.2.6.6.1. EQ-5D-5L

The EQ-5D is a validated and widely used generic patient assessment tool, and this section
presents the results from the EuroQol visual analogue scale (EQ VAS). At baseline, the majority
of patients (89.0%) in completed the questionnaire and had a resulting EQ VAS score (refer to
VISION CSR 1 July 2020 cut-off, Table 15.2.6.10).

The mean (standard deviation [StD]) EQ VAS baseline score in 1 July 2020 data cut-off was 61

(20.3), in line with the literature in patients with advanced NSCLC (Novello 2015). Values were
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stable over time in this generally elderly population with advanced disease, with the mean
changes from baseline up to Cycle 21 in the combined set ranging from 0 to seven across
cycles (Figure 17). For further details, refer to VISION CSR 1 July 2020 cut-off, Table 15.2.6.60.

Results were consistent with the 1 February 2021 data cut-off (Figure 18).
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Figure 17. EQ-5D-5L Health Question Score — Boxplot of Change From Baseline Values by Time Point, VISION Cohort A —1
July 2020 cut-off

Source: VISION CSR 1 July 2020 cut-off, Figure 15.2.6.110.

Abbreviations: C=Cycle, CSR=Clinical Study Report, D=Day, EOT=end of trial, EQ-5D-5L=EuroQol Five-dimension Five-level Scale, EQ VAS=EuroQol visual
analogue scale, FU=follow-up.

Notes:

Visits done with 10 or less patients are not summarized and presented, with the exception of end of treatment/30-day safety follow-up visits.

The duration of each cycle is 21 days.
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Figure 18. EQ-5D-5L Health Question Score — Boxplot of Change From Baseline Values by Time Point, VISION Cohort A —1
February 2021 cut-off

Source: VISION 1 February 2021 cut-off data on file.
Abbreviations: C=Cycle, D=Day, EOT=end of trial, EQ-5D-5L=EuroQol Five-dimension Five-level Scale, EQ VAS=EuroQol visual analogue scale, FU=follow-up.

Notes:
Visits done with 10 or less patients are not summarized and presented, with the exception of end of treatment/30-day safety follow-up visits.

The duration of each cycle is 21 days.
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B.2.6.6.2. EORTC QLQ-C30

The EORTC QLQ-C30 is a questionnaire developed to assess the QoL of cancer patients. The
EORTC QLQ-C30 (Version 3.0) is available in 81 languages and has been used in clinical
studies worldwide. It is cancer-specific and consists of five functional scales (physical, role,
cognitive, emotional, social), 4 symptom scales (fatigue, pain, nausea, vomiting), a global health
status (GHS) scale, and several single items (including dyspnoea, loss of appetite, and

insomnia). The questionnaire consists of 30 multiple-choice questions.

At baseline, the majority of patients at 1 July 2020 cut-off (89.0%; combined set) completed the
questionnaire and had QLQ-C30 data (refer to VISION CSR 1 July 2020 cut-off,

Table 15.2.6.20). The mean (SD) QLQ-C30 GHS score was 53.7 (24.27) at baseline, in line with
what is known from literature in patients with advanced NSCLC (refer to Heigener, 2016)."%
Values were stable over time in this generally elderly population with advanced disease, with
the mean changes from baseline up to Cycle 21 in the combined set ranging from -0.3 to 11.1
(Figure 19). For further details, refer to VISION CSR 1 July 2020 cut-off, Table 15.2.6.70.

Results were consistent in the 1 February 2021 data cut-off (Figure 20).
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Figure 19. EORTC QLQ-C30 — Boxplot of Change From Baseline Values by Time Point, VISION Cohort A — 1 July 2020 cut-
off

Source: VISION CSR 1 July 2020 cut-off, Figure 15.2.6.120.

Abbreviations: C=Cycle, CSR=Clinical Study Report, D=Day, EOT=end of trial, EORTC QLQ-C30, European Organization for Research and Treatment of Cancer
Quality of Life Questionnaire Core 30, FU=follow-up.

Notes:

Visits done with 10 or less patients are not summarized and presented, with the exception of end of treatment/30-day safety follow-up visits.

The duration of each cycle is 21 days.
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Figure 20. EORTC QLQ-C30 — Boxplot of Change From Baseline Values by Time Point, VISION Cohort A — 1 February 2021
cut-off

Source: VISION 1 February 2021 cut-off data on file.
Abbreviations: C=Cycle, CSR=Clinical Study Report, D=Day, EOT=end of trial, EORTC QLQ-C30, European Organization for Research and Treatment of Cancer
Quality of Life Questionnaire Core 30, FU=follow-up.

Notes:
Visits done with 10 or less patients are not summarized and presented, with the exception of end of treatment/30-day safety follow-up visits.

The duration of each cycle is 21 days.
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B.2.6.6.3. @ EORTC QLQ-LC13

The EORTC QLQ-LC13 is a modular supplement to the QLQ-C30 for use in lung cancer
studies. The QLQ-LC13 module comprises both multi-item and single-item measures of lung
cancer-related symptoms (i.e. coughing, haemoptysis, dyspnoea, and pain in chest) and
side effects from conventional chemo- and radiotherapy (i.e. hair loss, neuropathy, sore

mouth, and dysphagia).

At baseline, the majority of patients in the 1 July 2020 data cut-off (89.0%) completed the
questionnaire and had QLQ-LC13 data. Results for the mixed-effect model repeated
measures approach are presented in Figure 21, Figure 22, and Figure 23. An improvement
in the symptom scale of coughing was observed at Week 12; this scale levelled near the
threshold for clinical meaningfulness (minimum important difference of 10) and remained
approximately stable. For dyspnoea and pain in chest, symptom intensity remained stable
over time. Due to low numbers at risk, data late in the study (after Week 75) should be
interpreted with caution. Results at the 1 February 2021 data cut-off were consistent
(Figure 21, Figure 22, Figure 23).
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Figure 21. Line Plot of Scores Least Square Means of Change from Baseline by Visit
for EORTC QLQ-LC13 Symptom Scale Coughing, VISION Cohort A — (A) 1 July 2020
cut-off; (B) 1 February 2021 cut-off

Source: VISION CSR 1 July 2020 cut-off, Figure 15.2.6.50. 1 February data cut-off data on file.

Abbreviations: BSL=Baseline, C=Cycle, CSR=Clinical Study Report, D=Day, EORTC QLQ-LC13=European
Organization for Research and Treatment of Cancer Quality of Life Questionnaire Lung Cancer 13, LS=least
square, SEM=standard error of mean.

Notes:

The QLQ-LC13 symptom scales range in score from 0 to 100, and a decrease in score represents an
improvement in symptoms.

The duration of each cycle is 21 days
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Figure 22. Line Plot of Scores Least Square Means of Change from Baseline by Visit
for EORTC QLQ-LC13 Symptom Scale Dyspnoea, VISION Cohort A — (A) 1 July 2020
cut-off; (B) 1 February 2021 cut-off

Source: VISION CSR 1 July 2020, Figure 15.2.6.50. 1 February data cut-off data on file.

Abbreviations: BSL=Baseline, C=Cycle, CSR=Clinical Study Report, D=Day, EORTC QLQ-LC13=ITT=European
Organization for Research and Treatment of Cancer Quality of Life Questionnaire Lung Cancer 13, LS=least
square, SEM=standard error of mean.

Notes:

The QLQ-LC13 symptom scales range in score from 0 to 100, and a decrease in score represents an
improvement in symptoms.

The duration of each cycle is 21 days

Company evidence submission template for tepotinib for treating advanced non-small-cell
lung cancer with MET gene alterations [ID3761]

© Merck Ltd (2021). All rights reserved Page 79 of 231



Figure 23. Line Plot of Scores Least Square Means of Change from Baseline by Visit
for EORTC QLQ-LC13 Symptom Scale Pain in Chest, VISION Cohort A — (A) 1 July
2020 cut-off; (B) 1 February 2021 cut-off

Source: VISION CSR 1 July 2020, Figure 15.2.6.50. 1 February data cut-off data on file.

Abbreviations: BSL=Baseline, C=cycle, CSR=Clinical Study Report, D=day, EORTC QLQ-LC13=European
Organization for Research and Treatment of Cancer Quality of Life Questionnaire Lung Cancer 13, ITT=intention-
to-treat, LS=least square, SEM=standard error of mean.

Notes:

The QLQ-LC13 symptom scales range in score from 0 to 100, and a decrease in score represents an
improvement in symptoms.

The duration of each cycle is 21 days.
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B.2.6.7. Efficacy Analyses by Investigator Assessment

Overall, the ORR, mDOR, and mPFS based on Investigator assessment strongly support the
efficacy results based on independent evaluation, with a tendency for higher ORRs and a
longer DOR (Table 18). Three patients were identified with complete responses by
Investigator assessment (refer to VISION CSR 1 July 2020 cut-off, Table 15.2.1.9bo). The
proportion of patients showing tumour shrinkage was consistent between the independent
evaluation and Investigator assessment (see VISION CSR 1 July 2020 cut-off,

Figure 15.2.1.14a0) and numerical differences in ORR may just reflect differences in the

assessment of sum of longest diameters between both reads.

Table 18. Efficacy Results, Investigator Assessment, VISION Cohort A

Overall 2L+

1 July 2020, N

ORR 2n (%)

[95% CI] ®

mDOR, months ¢ [95% CI] ¢

mPFS, months ¢ [95% ClI] ¢
Patients with event (PD/Death),
n (%)

1 February 2021, N

ORR 2 n (%)

[95% CI] ®

mDOR, months ¢ [95% CI] ¢

mPFS, months ¢ [95% CIl] ¢
Patients with event (PD/Death),
n (%)

Source: VISION CSR 1 July 2020 cut-off, Tables 15.2.1.9bo, 15.2.1.9bs, 15.2.2.110, 15.2.2.11s, 15.2.3.120,
15.2.3.12s, 15.2.2.150, 15.2.2.15s, 15.2.3.160, 15.2.3.16s, 15.2.1.18bo, 15.2.1.18bs. Data on file for 1 February
2021 data cut-off.

Abbreviations: 1L=first line therapy, 2L+ = second or later line of therapy, Cl=confidence interval, CSR=Clinical
Study Report, DOR=duration of response, mDOR=median duration of response, mPFS=median progression-free
survival, mOS=median overall survival, ne=not estimable, ORR=o0bjective response rate, PD=progressive
disease.

111k

Akl

Notes:

a Confirmed complete response/partial response.

b 95% exact Cl using the Clopper-Pearson method.

c Product-limit (Kaplan-Meier) estimates.

d 95% CI for the median using the Brookmeyer and Crowley method.

B.2.7. Subgroup analysis

Tepotinib has shown consistent efficacy across lines of therapy (for first-line, second-line
and third-line-and-beyond) for all outcomes assessed (ORR, DOR, OS, PFS and quality of

life outcomes), as demonstrated in previous sections.
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Results for additional subgroup analyses are provided in Appendix E. These subgroup
analyses demonstrates that tepotinib has consistent efficacy across age groups (above or
below 65 years), sex, race, geographic region, ECOG, metastatic disease (yes/no), baseline
brain metastases (absent/present), time from diagnosis to first dose (above or below 6
months) and smoking status. Outcomes are also shown to be generally consistent
regardless of biopsy method, although higher for certain outcomes in patients with tumour

biopsy over liquid biopsy.

B.2.8. Meta-analysis

Pairwise meta-analysis was not conducted.

B.2.9. Indirect and mixed treatment comparisons

B.2.9.1. Available data

No head-to-head efficacy and safety data are available for tepotinib versus the comparators
listed in the scope, and there are currently no comparator clinical trial data available in
patients with advanced NSCLC harbouring METex14 skipping alterations (see Appendix D).
Although clinical trial data are available for immunotherapy and/or chemotherapy in wildtype
NSCLC, using this data to form an efficacy comparison to tepotinib would be inappropriately
comparing different patient populations, therefore this comparison has not been performed.
As already shown, NSCLC harbouring METex14 skipping alterations is typically associated
with older age (typically 70 years and above), non-squamous histology and a higher
occurrence in females*’, as well as poorer prognosis and poorer response to current
treatments, particularly immunotherapies (Section B.1.3.2.2).4%:545¢ Clinical experts
interviewed at the advisory board (see Section B.3.2) also confirmed that the presence of
METex14 skipping alterations as an independent prognostic factor would make any
comparisons to wildtype NSCLC clinical trial data highly uncertain. For this reason, data from
retrospective real-world studies in patients with advanced NSCLC harbouring METex14

skipping alterations have been used to perform comparisons with tepotinib.

Patient level data from four retrospective real-world studies were available to conduct the
comparisons.'? In addition to the patient level data to which Merck were able to obtain
access, three published studies in the METex14 skipping alterations population,*%:518%
identified from the SLR, were also considered relevant for a comparison to VISION data; that

is reporting patient characteristics and outcomes for patients treated with immunotherapy or
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chemotherapy providing adequate detail to facilitate indirect treatment comparisons (ITC) —

see Appendix D.

Details of the ITC using the four patient-level data sets (referred to as “real-world cohorts”
from this point onwards) are presented below. This is the primary ITC which has been
incorporated into the economic model and base case cost-effectiveness analysis. Match-
adjusted indirect comparisons (MAIC) were also conducted to compare to published studies.
Full details of the MAICs using published data are presented in the ITC report within
Appendix L, as these are only used as supporting analyses and not included in the base

case cost-effectiveness.

B.2.9.2. Patient population

The patient population considered in both primary and supplementary ITC is in line with the
proposed license, final NICE scope and population of the Phase Il VISION study, that is,

adult patients with advanced NSCLC harbouring METex14 skipping alterations. As per the
proposed licence, tepotinib covers all lines of treatment and histology subgroups, therefore

the base case ITC analysis assumes a line agnostic population, regardless of histology.

Considering the line-agnostic population in the base case is beneficial for a number of
reasons. Firstly, tepotinib has been shown to be clinically effective across all treatment lines
(see Section B.2.7) and therefore there is no expected benefit for one treatment line group
over the other. Secondly, using all patients across treatment lines allows for a larger data set
for the indirect comparisons, in what is considered a small subset of the wider NSCLC
population. This ensures the comparisons are more robust and allows for a simpler decision
problem. Finally, the anticipated line agnostic label will allow clinicians the flexibility to
choose the right treatment strategy for each individual patient, without the barrier of
treatment history, and the base case for the NICE decision problem should reflect the label

and the flexibility of treatment choice across lines of therapy and histology.

Subgroup analysis by treatment line for untreated and previously treated patients are
presented separately (see ITC report within Appendix L) although are limited by low patient
numbers. Patient numbers were too small to present subgroups by histology given the small
proportion who have squamous NSCLC (approximately 9%). However, given the
generalisability of disease characteristics and outcomes across the histology subgroups,

clinicians at the advisory board were not concerned with this lack of analysis.
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B.2.9.3. Treatments

As discussed in Section B.2.9.4, comparator data relied on studies using real-world
retrospective studies in patients with METex14 skipping alterations. However, given the
rarity of patients with METex14 skipping alterations (approximately 3% of patients with
NSCLC),#124132 patient numbers in these studies were too small to split out by each
treatment regimen for the ITC (see Table 21 and Table 22). Therefore, treatments were
grouped by treatment class, and so two comparisons were conducted using the real-world

cohort data in the primary ITC:
1. VISION versus immunotherapy
2. VISION versus chemotherapy

The grouping of comparators has been used in previous NSCLC NICE submissions, such as
TA531 where the comparator arm was comprised of a mix of chemotherapy and platinum-
based chemotherapy regimens.”” Additionally, this approach has been used in other NICE
oncology submissions (TA517, TA502 and TA541)'33-135 where the comparators comprised a
basket of chemotherapies. These were considered appropriate given the assumption of
similar efficacy. As such, this approach was considered reasonable given the expected
similar outcomes in efficacy within the treatment classes in NSCLC, supported by the
literature. For immunotherapies, there have been several published studies concluding that
there is no statistically significant difference in efficacy between anti-PD1/PD-L1 inhibitor
monotherapy in advanced NSCLC."8'3" There are also studies demonstrating similar
efficacy between platinum-based chemotherapy regimens in advanced NSCLC, showing
non-statistically significant differences in outcomes.'®-4° Clinical and health technology
assessment (HTA) experts at an advisory board (see Section B.3.2) also considered the
comparator grouping approach to be reasonable given the similar efficacy and safety profiles
particularly within the relapsed setting and expectation of little difference in the first-line
setting between the different immunotherapies and chemotherapies. However, it was noted
that platinum-based chemotherapy regimens would not be considered similar to single-agent
chemotherapy (mostly docetaxel) but given the low number of usage of single-agent
chemotherapy within the data set (see Table 21), and the fact that clinicians use this

treatment for later lines, this was not considered to have a substantial impact on results.

Patient numbers were too low to conduct an ITC of VISION versus immunotherapy in
combination with chemotherapy, and given the differences in expected efficacy and costs, it
did not seem appropriate to combine these within the immunotherapy group. As such,
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alternative methods have been used to estimate an exploratory comparison between
tepotinib and immunotherapy in combination with chemotherapy, for the untreated

population subgroup only (see Appendix N).

B.2.9.4. Real-world cohort

Patient-level data'?® for NSCLC patients harbouring METex14 skipping alterations were
available from the non-interventional study (NIS) 0027, comprising of three studies planned
and conducted by Merck: NIS-0015, NIS-0035 and COTA. In addition to these data sets,
patient-level data from British Columbia, Canada, was also made available by the authors of
Wong et al. (2021)."*" Each study is discussed in turn below (further details in the ITC report
within Appendix L).

B.2.9.4.1.  NIS-0015

The NIS-0015 study consisted of data collected from the Concerto HealthAl US real-world
database, taken from Electronic Medical Records (EMR), used in a non-interventional real-
world retrospective cohort study. Prior to the application of inclusion and exclusion criteria
(detailed in Section B.2.9.5.1), the dataset included complete data on 39 patients with MET
alterations, with 76 treatment lines in total. The dates included in the study ran from 1
January 2004 to 30 March 2018.

A large number of patient characteristics were captured, including the treatment received by
patients, treatment line, data on the MET alteration status of patients, and patient
demographics. Outcomes captured included PFS, OS, and response rate. As the data were

taken from clinical practice, all readings were investigator measured.

B.2.9.4.2.  NIS-0035

The NIS-0035 study consisted of EMR data taken from a chart abstraction from oncology
sites in multiple countries (including Israel, the Netherlands, Taiwan and the USA). Prior to
the application of inclusion and exclusion criteria (see Section B.2.9.5.1), the dataset
included data on 86 patients harbouring a MET alteration, with details of 165 treatment lines

in total. Data was captured for the period between 1 January 2010 to 30 September 2018.

Although a large number of patient demographic information and disease characteristics
were included in the dataset, the data captured did not include response rates or PFS.
However, ‘Time to Next Treatment or Death’ (TTNTD) was recorded and used in this

analysis as a proxy for PFS (where PFS was missing).
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B.2.9.4.3. COTA

The COTA healthcare data service provides data on patients with MET gene mutations,
treated in the US and Canada. The data were from COTA'’s Real - World Evidence (RWE)
database, a de-identified data source drawn from EMRs of contributing mainly academic,
for-profit, and community oncologist provider sites and hospital systems in the US and

Canada.

In total 202 complete patient records were available with at least one data point, for a total of

680 lines of therapy.

This dataset is extensive in terms of the report of all tests and investigations given to
patients (e.g., the outcomes of genetic tests over time). As a result, many of the treatment
lines received by patients are not comparable to VISION (for instance, as a patient was at an
earlier stage of disease). Treatment discontinuation for some patients was recorded, most of
which were due to progression and as such used as the PFS data. OS was available for the
majority (and patients were excluded without OS data). Where PFS/treatment duration was

unavailable, TTNTD was able to be calculated from the information available in the dataset.

B.2.9.4.4. Wong et al. 2021

Patient level data was provided by the authors of Wong et al. (2021),'" based on a
retrospective review of treatments and outcomes for patients with metastatic NSCLC
harbouring METex14 skipping alterations in British Colombia, Canada, from January 2016 to
September 2019. Before the application of inclusion/exclusion criteria, data was available for

41 patients in total, although not all received treatment.

The dataset includes characteristics such as histology, treatment history, in addition to
patient demographics. The main limitation of the data is that some of the specific treatments
received by patients are not identified beyond class. Instead, some treatments are identified
in classes, including ‘platinum-doublet chemotherapy’, and ‘immunotherapy’. In addition, the
information available was duration of treatment and overall survival time, and not the actual
dates (for instance if there was an off-treatment period between interventions). For this
reason, it has been assumed patients begin their next treatment on the day after
discontinuation of the previous treatment. PFS was therefore estimated based on duration of

treatment from this data set.
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B.2.9.5. Construction of a comparable data set

Data from the four retrospective real-world studies, detailed in Section B.2.9.4 (NIS-0015,
NIS-0035, COTA and Wong et al.), were imported into a Common Data Model (CDM) with
variables categorised consistently in order to perform the primary ITC. Multiple lines of
therapy were available for patients in the real-world cohort data, which were categorised in
line with the VISION study (i.e., the first line of therapy being the first treatment received post

diagnosis of advanced or metastatic disease).

As mentioned previously, in many patients PFS was not available within the real-world
cohort data (65% in the chemotherapy arm and 59% in the immunotherapy arm). Therefore,
TTNTD or duration of treatment was used as a proxy for PFS as this was preferred to a
substantial reduction in patient numbers from exclusion. TTNTD was considered a
conservative estimate by clinical experts given that some patients will generally have a delay
in between progression and starting their next treatment, and so may over estimate ‘actual’
PFS. Conversely, using duration of treatment may under-estimate PFS as some patients
may discontinue treatment for other reasons than confirmed progression. For completeness,
a sensitivity analysis using only patients with a PFS date was also conducted and presented

in the ITC report within Appendix L.

Due to the nature of the real-world data, there were inconsistencies with the data collected
for some patients. For example, some patients had a censored OS event earlier than their
last known treatment discontinuation event, or in Wong et al, the total duration of treatment
for each line was greater than the overall survival time. As such, a number of rules were put

in place to ensure censoring was consistent across endpoints:

o Where patients continue on treatment, but without an overall survival event, they are

assumed to be censored for overall survival at their last contact point for treatment

o Where a patient has a confirmed death event, any data after this point is discarded
as it likely represents either estimated or predicted data (for example when a patient

would be due for retreatment)

e Should a patient’s treatment times add up to more than their survival time, the final
line of treatment will be shortened such that the overall survival matches that

recorded in the data
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These rules ensure that the assumed known event was taken forward for the analysis,
however the impact of amending the OS censoring times meant that the OS data looked

better (and were longer) than if the actual dates reported in the real-world data were used.

B.2.9.5.1. Inclusion/exclusion criteria

To align with the patient population in VISION, inclusion/exclusion criteria as per the VISION
trial were applied to the real-world patient data in the following order to form a comparable

dataset:
e Age =18 years
o Exclude stages I-IlIA
¢ Exclude if missing both disease stage and advanced/metastatic disease status
e Exclude ECOG 22
e Exclude if missing both PFS/TTNTD and OS
e Include only the METex14 skipping alterations population
e Exclude anaplastic lymphoma kinase positive (ALK+)
o Exclude epidermal growth factor receptor positive (EGFR+)

Table 19 provides the number of patients and lines available at each stage of applying the
inclusion/exclusion criteria to the CDM, resulting in a total of 140 patients with data for 273
lines of therapy from all four datasets. Over half of the patients had a missing ECOG status.
However clinical expert opinion suggested that missing ECOG status was not likely to impact
results given that most patients that are given chemotherapy or immunotherapy are likely to
be ECOG 1 at most. Therefore, retaining patients with a missing ECOG was considered
preferable over removing those patients and reducing the sample size. A sensitivity analysis
using only patients with an ECOG status was also conducted and presented in the ITC

report within Appendix L.

Table 19: Application of inclusion/exclusion criteria to real world data

L Total Excluded
Criteria . .
n Lines n Lines
All patients - - | |
Age 18+ - - I I
Exclude stages I-IlIA - - . -
Missing stage and advanced/metastatic status - - I .
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L Total Excluded
Criteria _
n Lines n Lines

Exclude ECOG 2+ || || || ||
Missing PFS/TTNTD and OS ] ] I I
MET Skipping population - - - -
Exclude ALK+ || || | ||
Exclude EGFR+ || || | |

Abbreviation: ALK, anaplastic lymphoma kinase; ECOG, Eastern Cooperative Oncology Group; EGFR, epidermal
growth factor receptor; MET, mesenchymal-epithelial transition; OS, overall survival; PFS, progression-free
survival; TTNTD, time to next treatment or death.

B.2.9.5.2.  Resulting patient characteristics

A maximum of 1 treatment line per patient was included within each analysis (VISION vs.
immunotherapy, and VISION vs. chemotherapy) by selecting a random line as suggested in
the publication by Hernan & Robins et al. (2016)."? This is to avoid one patient being
included multiple times within the data set. For example, a patient with first-line
immunotherapy followed by two lines of chemotherapy would have their data included in the
immunotherapy comparison and one of the two chemotherapy lines selected at random for

the chemotherapy comparison.

Following this sampling process, a total of 66 chemotherapy-treated patients and 51
immunotherapy-treated patients were available in order to conduct the primary ITC with the

tepotinib VISION data. The resulting patient characteristics are presented in Table 20.

Table 20: Comparator baseline patient characteristics prior to weighting

Chemotherapy Immunotherapy

Characteristic

n
Study (%)

0015

0035

COTA

Wong et al.

VISION
Age (mean, (SD))
Age over 75 (%)
Treatment Experienced (%)
Male (%)

Race

-

N
N
N
N
]
LI
LI
LI
N

oy

Asian
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Characteristic VISION
Black or African American
Other
White

Unknown

mmunotherapy

History of smoking (%)
ECOG
0
1
Unknown
Stage (%)
1B
HB/C
e
v
IVA
IVB

Unknown

Metastatic disease; (%)

Histology
Adenocarcinoma
Squamous
Sarcomatoid
Others
Missing

Abbreviations: ECOG, Eastern Cooperative Oncology Group; SD, standard deviation

=
(1]
3
]
-
=2
[1]
=
[Y)
©
<

1 g WII"

B.2.9.5.3.  Treatment groups

Table 21 presents the different treatments received by patients within the chemotherapy

group. Of the patients who received chemotherapy, the majority were pemetrexed ([ )
or platinum containing regimens ().

Table 21: Treatment regimens received in the chemotherapy treatment group

Line Chemotherapy (n=66)
Frequency Percent
Carboplatin & pemetrexed [ | [ ]
Platinum doublet? . -
Bevacizumab, carboplatin & pemetrexed | [ ]
Carboplatin & paclitaxel I -
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Line Chemotherapy (n=66)
Frequency Percent
Docetaxel | ||
Pemetrexed I -
Cisplatin & pemetrexed | -
Pemetrexed & bevacizumab | [
Bevacizumab, cisplatin & pemetrexed I -
Carboplatin | ||
Carboplatin & gemcitabine | ||
Cisplatin & etoposide I -
Cisplatin & gemcitabine l -
Cisplatin & vinorelbine l -
Everolimus I -
Gemcitabine & vinorelbine | [
Vinorelbine | -
Notes:

a The Wong et al data set only labelled treatments as per the treatment class.

Table 22 presents the immunotherapies patients received within the immunotherapy group.

Pembrolizumab was the most common immunotherapy followed by nivolumab.

Table 22: Treatment regimens received in the immunotherapy treatment group

Line Immunotherapy (n=51)
Frequency Percent
Pembrolizumab [ | |
Immunotherapy @ [ | ]
Nivolumab . -
Ipilimumab & nivolumab I [
Durvalumab | N
Spartalizumab | [
Notes:

a The Wong et al data set only labelled treatments as per the treatment class.

B.2.9.6. Indirect treatment comparison method

Propensity scoring was implemented in the primary ITC in order to achieve an improved
balance in patient characteristics between tepotinib and the comparators. This was done to
create a fairer comparison, accounting for prognostic patient characteristics, versus a naive

comparison between groups.

The propensity score is a logistic regression to predict treatment assignment, which captures
the probability of being treated with tepotinib, given the observed patient characteristics. The

propensity score uses a selected set of baseline patient characteristic variables in order to
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balance between groups. Assuming there is no imbalance in unobserved characteristics,
balancing on the propensity score can result in a statistically unbiased sample and is in line
with the NICE DSU 17 guidance.'®

Several approaches to balancing groups based on the propensity score are available, such
as matching and weighting. Matching searches for patients with similar characteristics
between groups. While a tight match can be achieved, the maximum number of patients is
limited to the number of patients available in the smallest group, resulting in a loss of patient
data. As inclusion/exclusion criteria were applied to the comparator datasets to obtain a
group similar to VISION, propensity score weighting (rebalancing characteristics to match
between datasets, resulting in no loss of data) was preferred over matching in order to avoid

discarding patient records.

Standardised Mortality Ratio (SMR) Weights were chosen to weight the samples. An SMR
weighting approach reweights the observational data to match the tepotinib data.'** This
means that the tepotinib data remains constant between comparisons (when comparing to
the immunotherapy group, and the chemotherapy group) for VISION, and is also consistent

with the trial publication and clinical study report.

Interviews with two separate clinical experts with extensive experience in treating NSCLC
were conducted to obtain input on the characteristics considered to be prognostic and/or
predictive in the disease area in order to inform the variables included in the calculation of
the propensity score. All characteristics available for inclusion were presented to the clinical
experts, with input taken on the most important factors to be included in addition to the order

of importance. The resulting covariates in order of relevance were:
e Prior treatment experience
e Age (as a mean)
o Metastatic/stage 4 disease (vs non-metastatic)
e Sex
o Histology

e Presence of smoking history

Clinical experts explained smoking history was expected to be a negative prognostic factor
in the chemotherapy group and a positive prognostic factor in the immunotherapy dataset,

therefore, it was included in both models. Clinical input also indicated that ECOG
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performance status was an important variable to match on, however this was not possible to
include due to the amount of missing data (Jfl]% unknown within the chemotherapy group
and 1% unknown within the immunotherapy group). In addition, patient numbers were only
sufficiently large enough to match on the percentage of patients with adenocarcinoma
histology, as there are relatively small proportions of patients with alternative histology

groups in both the VISION and real-world studies.

B.2.9.7. Indirect treatment comparison results

B.2.9.7.1. Patient characteristics

Baseline characteristics of the reweighted data for the immunotherapy and chemotherapy
groups were presented to the clinicians involved, with the match deemed acceptable based
on their input. Table 23 and Table 24 present the baseline patient characteristics for the
tepotinib group, with the unweighted and weighted characteristics for the immunotherapy
and chemotherapy treatment groups, respectively. P-values and standardised mean
differences (SMDs) are also presented where values of >0.1 and <0.1, respectively, are

considered measures of acceptable similarity in data.®

For the chemotherapy data (Table 23), all weighted p-values and SMDs were within their
respective acceptable thresholds, indicating a good match to the tepotinib data. All
characteristics with the exception of one looked balanced between tepotinib and the
immunotherapy data (Table 24). An imbalance remained for the metastatic disease category
likely due to small patient numbers, resulting in weighted SMDs greater than 0.1. Clinical
input indicated that the resulting match was acceptable and that it was preferrable for all key
characteristics to be matched upon, rather than any removed from the propensity score
model. The differences seen were also felt to be acceptable, and would not be remarked on

in a randomised comparison.
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Table 23: Baseline patient characteristics for the chemotherapy data, before and after weighting, compared to the VISION data

Characteristic

p-value

SMD

Unweighted

Weighted

Unweighted

Weighted

n

Age (mean, (SD))

Age over 75

Prior treatment
Untreated

Treatment Experienced

Sex
Female (%)
Male (%)

Race
Asian

Black or African
American

Other
White
Unknown

History of smoking (%)
No (%)
Yes (%)

ECOG
0
1
Unknown

Stage (%)
nB/C
1B
v

lmc o
IH
o3
Q| O
S| 5
3|2
(S
°
<
o,
Q
=2
~—
[
o

II :
D
°
o
=3
3.
o
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Characteristic

Chemotherapy

Unweighted

S
o,
Q
=
—*
o
o

p-value

SMD

Unweighted

Weighted

Unweighted

Weighted

IVB
NA

Metastatic disease (%)
No (%)
Yes (%)

Histology
Adenocarcinoma
Squamous
Others

o
o
o
=
3
o

Abbreviations: ECOG, Eastern Cooperative Oncology Group; SD, standard deviation; SMD, standardised mean difference

Table 24: Baseline patient characteristics for the immunotherapy data, before and after weighting, compared to the VISION data

Characteristic

Immunotherapy

Unweighted

Tepotinib

p-value

SMD

Unweighted

Weighted

Unweighted

Weighted

n

Age (mean, (SD))

Age over 75

Prior treatment
Untreated
Treatment Experienced

Sex
Female (%)
Male (%)

Race
Asian

Black or African
American

Other

INHN I!:
i

Company evidence submission template for tepotinib for treating advanced non-small-cell lung cancer with MET gene alterations [ID3761]
© Merck Ltd (2021). All rights reserved

Page 95 of 231




Characteristic

3
3
(=
=]
o
-
=
o
=
Q
o
<

White
Unknown

p-value

SMD

Unweighted

Weighted

Unweighted

Weighted

History of smoking (%)
No (%)
Yes (%)

ECOG
0
1
Unknown

Stage (%)
HB/C
1B
v
IVB
NA

Metastatic disease (%)
No (%)
Yes (%)

Histology
Adenocarcinoma
Squamous
Others

c
S
£
o
Q
>
(=g
@
o
o,
Q@
>
—*
@
o

o
o
o
=
3
o

Abbreviations: ECOG, Eastern Cooperative Oncology Group; SD, standard deviation; SMD, standardised mean difference.
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B.2.9.7.2. Overall survival

The weighted patient level data from the real-world cohorts were used to provide OS

estimates for each comparator, presented in turn below.

Chemotherapy

Median OS was ] months (95% CI: ) for the chemotherapy treatment group, with
a restricted mean survival time (RMST) of ]l months (capped at 35.1 months), compared
to a median of [ months (95% C!: ) for tepotinib and RMST of | months
(Table 25). A summary of the unweighted and weighted OS data for the chemotherapy
treatment arm is provided in Figure 24, which shows a consistent benefit of overall survival
for tepotinib versus chemotherapy until around 24 months after which the KM’s overlap,

however at this point the numbers at risk are small.

Figure 24: Overall survival — Chemotherapy

Abbreviations: Chemo, chemotherapy; OS, overall survival; RWD, real-world data

Immunotherapy

Median OS was [ months (95% CI: |} for the immunotherapy treatment group, with a
RMST of ] months (capped at 35.1 months) compared to a median of [} months (95% ClI:
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) o tepotinib and RMST of [l months (Table 25). A summary of the unweighted
and weighted OS data for the immunotherapy treatment arm is provided in Figure 25. As per
the chemotherapy comparison, the results show a consistent benefit of OS for tepotinib

versus immunotherapy until around 12 months, after which the KM’s overlap.

Figure 25: Overall survival — Immunotherapy

Abbreviations: |0, immunotherapy; NIS, non-interventional study; OS, overall survival; RWD, real-world data

B.2.9.7.3.  Progression-free survival

The weighted patient level data from the real-world cohort data were used to provide PFS
estimates for each comparator, presented in turn below. Where PFS was not available from
the real-world data, TTNTD was used as a proxy in order to form a comparison to tepotinib.
A sensitivity analysis using only patients with a PFS outcome was also conducted and
presented in the ITC report within Appendix L, and these results were supportive of the
findings of the base case ITC, suggesting the use of TTNTD as proxy did not majorly change
the expected PFS results.

Chemotherapy

Median PFS was [J] months (95% C!I: ) for the chemotherapy treatment group, with a
RMST of ] months (capped at 32.9 months), compared to a median of ] months (95% CI:
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) for tepotinib and RMST of ] months (Table 25). A summary of the weighted PFS
data for the chemotherapy treatment arm is provided in Figure 26 showing a consistent and
sustained benefit of PFS for tepotinib.

Figure 26: Progression-free survival - Chemotherapy

Abbreviations: Chemo, chemotherapy; PFS, progression-free survival; RWD, real-world data

Immunotherapy

For immunotherapy, median PFS was [Jf months (95% C!: [l with a RMST of ||}
months (capped at 32.9 months), compared to a median of [ months (95% CI: | ) for
tepotinib and RMST of ] months (Table 25). A summary of the weighted PFS data for the
immunotherapy treatment arm is provided in Figure 27 showing a consistent and sustained
benefit of PFS for tepotinib.
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Figure 27: Progression-free survival - Imnmunotherapy

Abbreviations: 10, immunotherapy; PFS, progression-free survival; RWD, real-world data

B.2.9.7.4. Summary

Table 25 presents the summary of the primary ITC results. Tepotinib showed a substantial
clinical benefit of PFS in comparison to chemotherapy and immunotherapy and marginal
benefit for OS. As shown in Section B.3.5.4, the real-world cohort patients had a higher
number of subsequent treatments, and more aggressive sets of subsequent therapies
compared to VISION and UK practice, as such, the OS estimates could be underestimating
the OS benefit for tepotinib compared to chemotherapy and immunotherapy in the METex14
skipping alterations population and could explain the reasons why the main benefit for

tepotinib is seen in PFS.

The Cox proportional hazard ratios demonstrated a statistically significant PFS benefit for
tepotinib versus chemotherapy and immunotherapy, and non-statistically significant OS
benefit. However, Cox proportional hazard ratios should be taken with caution as they are
based on the assumption of proportional hazards, which we have demonstrated does not
hold for the comparison of tepotinib and chemotherapy or immunotherapy (see Appendix M).
To this end, the RMST provides a better outcome to measure the treatment effect without

the need for assumptions#® and shows that tepotinib has a greater PFS and OS than
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chemotherapy and immunotherapy when capped at the same time point (i.e., using the

minimum maximum time point between the three treatment arms).

Table 25: Summary of ITC efficacy results

Tepotinib (n=151)

Chemotherapy
(n=66, WSS=152)

Immunotherapy (n=51,
WSS=150)

Overall survival

Median, months
(95% CI)

RMST, months 2

HR versus tepotinib
(95% CI)

p-value

Progression-free survival

Median, months
(95% CI)

RMST, months 2

HR versus tepotinib
(95% CI)

p-value

Abbreviations: ClI, confidence interval; HR, hazard ratio; ITC, indirect treatment comparison; RMST, restricted

mean survival time; WSS, weighted sample size

Note:

a RMST capped by maximum immunotherapy time (35.1 months for OS and 32.9 months for PFS)

B.2.9.8. Uncertainties in the indirect and mixed treatment comparisons

Several uncertainties were identified with the ITC approach for forming a comparison to

tepotinib in NSCLC harbouring METex14 skipping alterations, discussed in turn below:

e PFS data was not available for all patients included in the real-world cohort data, with

TTNTD or duration of treatment included as a proxy where data was missing to

inform this outcome.

o While TTNTD is generally highly correlated with PFS, it does not provide an

exact match. For instance, some patients may spend time off-treatment post

progression, prior to receiving their next treatment, while others may

discontinue due to toxicity rather than progression and start another treatment

shortly afterward. Therefore, using TTNTD as a proxy for PFS is likely to

overestimate the ‘real’ PFS as this could be expected to be shorter.

o As above, duration of treatment is generally highly correlated with PFS but

does not provide an exact match. Some patients may stop treatment for other

Company evidence submission template for tepotinib for treating advanced non-small-cell
lung cancer with MET gene alterations [ID3761]

© Merck Ltd (2021). All rights reserved

Page 101 of 231




reason’s other than progression such as toxicity. Therefore, using duration of
treatment as a proxy for PFS could likely bias the comparators as the ‘real’
PFS could be expected to be longer. In the COTA data set, for those
discontinuing treatment for reasons other than PFS, TTNTD was used instead
of treatment duration. Wong et al did not include time between treatment line,
as such only duration of treatment was able to be used as PFS. This limitation

is tempered by the fact Wong et al provided relatively few patients (Table 20).

o Although using TTNTD or duration of treatment is a limitation of the real-world
data, including all patients increases the number available for the comparison

to tepotinib, and provides a more robust statistical comparison for OS.

o The sensitivity analysis using only patients with a PFS time resulted in similar
outcomes, though patient numbers were reduced hence uncertainty

increased (see the ITC report within Appendix L).

¢ Following the application of the inclusion/exclusion criteria, the remaining patients
from the real-world studies cannot be confirmed as being eligible for VISION as other

reasons may have prevented them being included should they have been screened.

o Although this is an uncertainty, patients enrolled in VISION would have
definitely been excluded due to the criteria shown in Table 19. Thus by
removing these patients prior to performing the weighting analysis, the
remaining patients are as aligned with VISION as was possible with the

available information.

o Alarge number of patients had missing ECOG status, however this was not
expected to have much impact on the results given that most patients treated
with chemotherapy and immunotherapy would likely be ECOG 1 at most. The
sensitivity analysis using only patients with an ECOG status resulted in similar
outcomes, though patient numbers were reduced so the uncertainty

increased (see the ITC report within Appendix L).

e The SMR weighting approach is technically less statistically efficient than a standard
weighting approach, as the distribution of patients from one group are entirely
reweighted to match another, rather than the distributions of both groups adjusted to

the overlap area.
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o Despite this, the overlap in patient characteristics, and thus propensity
scores, between studies was high. Therefore, this was considered

acceptable.

o In addition, the method provides the ability to include all VISION patients
within the analysis and allow for easier interpretation compared to other

available methods.

¢ An imbalance remained in the immunotherapy data with the weighted SMD for
metastatic disease remaining greater than 0.1 (0.14), suggesting a meaningful
difference between the proportion of patients with metastatic disease compared to
the data from VISION.

o Though this remains a source of uncertainty, the significant difference seen is
likely due to small patient numbers. Clinical input indicated that the resulting
match for the immunotherapy group was acceptable. Furthermore, clinical
experts consulted stated that it was preferrable for all key characteristics to be
matched upon, rather than to remove any from the propensity score model in

an attempt to achieve a closer match.

o The comparability of data for these analyses is uncertain due to limitations when

comparing trial data to real-world evidence.

o In VISION, monitoring of patients is frequent and includes regularly scheduled
imaging investigation as per the study protocol. The patients in the real-world
data sets were likely to be monitored less frequently and without routine
imaging. Mandated imaging in VISION will identify progression-events,
including those who are asymptomatic and do not require treatment. In the
real-world setting, it is likely that progression-events are determined only after
symptomatic presentation. It is therefore possible that progression-events are
recorded later in the real-world setting than in VISION and could overestimate
PFS for the real-world data cohort.

o Another limitation of using real-world data is the variations in treatment
sequencing based on the different clinical practices. A large majority of the
patients in the real-world cohort (particularly for chemotherapy) had more
aggressive subsequent treatment pathways, particularly with higher rates of

subsequent immunotherapy or another MET inhibitor such as crizotinib. This
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would be expected to give the real-world cohort data patients additional OS
benefit, and as such, the estimated OS gain is likely to be underestimated for
tepotinib compared to chemotherapy and immunotherapy in the METex14

skipping alterations population.

o There are general limitations associated with comparing trial data to real-
world data, however the access to patient-level data had several benefits and
alleviates some of these limitations. Firstly, the data enabled application of
inclusion/exclusion criterion to the real-world data set to match the patients
who would be included within the VISION study. Secondly, this allowed for
adjusting of the patients to be matched to the VISION cohort using robust
statistical techniques. Finally, this approach meant that the VISION cohort
could remain unadjusted and consistent between the two comparisons (with a
resulting impact on being able to use the same curve fits, for example). This
is an unusual situation, given many prior appraisals with non-comparative

data have to rely on published data.™’

o There are currently very little data in the METex14 skipping alterations
population for patients treated with immunotherapy in combination with
chemotherapy. These are newer treatment options, so there has been little
time to collect data. In all the real-world cohorts identified, very few patients
treated with immunotherapy in combination with chemotherapy were included
(n=5), with very few in published studies from the systematic literature review
either. This is a limitation, as it is unclear how efficacious immunotherapy in
combination with chemotherapy will be in this specific population, given the
associated poor response these patients have to immunotherapy when used

as monotherapy (see Section B.3.2.3).

B.2.10. Adverse reactions

B.2.10.1. Safety set

The safety set (SAF) for VISION is for the larger Cohort A+C. The presented data is from the
1 July 2020 data cut-off. The summary safety data for Cohort A+C at the 1 February 2021 is
presented in Appendix R.

Data for the pooled METex14 skipping alteration Cohorts A+C SAF is presented in Table 26.
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For the combined group, the median duration of tepotinib therapy ranged between 0.03 and
43.33 months, with a median duration of 5.125 months. The majority of patients in the SAF
analysis set did not have any dose reduction for tepotinib (70.2%). The tepotinib dose was
reduced from 500 mg once daily (equivalent to 450 mg free form tepotinib) to 300 mg 17.3%
of patients, to 250 mg for 4.7% of patients, and to 200 mg for 7.8% of patients.

Table 26: Overview of safety set (SAF)

Cohort A+C (N=255)
Duration of tepotinib therapy*, months (95% CI) 5.125 (0.03—43.33)
Dose reduction of tepotinib, n (%) **
Number of subjects without any dose reduction for tepotinib 179 (70.2)
Number of subjects with at least 1 tepotinib dose reduction 76 (29.8)
Number of subjects with minimum tepotinib dose level, n (%)
200 mg (40%) 20 (7.8)
250 mg (50%) 12 (4.7)
300 mg (60%) 44 (17.3)
500 mg (100%) 179 (70.2)
Treatment delay, n (%)
Number of subjects with delays 128 (50.2)
Number of subjects with maximum consecutive delays of, n (%)
1-2 days 39 (15.3)
3-7 days 23 (9.0)
8-14 days 24 (9.4)
15-21 days 32 (12.5)
> 21 days 10 (3.9)

Source: VISION CSR 1 July 2020 cut-off

Abbreviations: AE, adverse events, IMP=investigational medicinal product

Notes:

* Duration of therapy (months) was calculated as: (date of last dosing day — date of first dosing day + 1)/30.4375.

** Dose reduction was defined as any dose less than 500 mg. Dose omission was not considered as dose
reduction

B.2.10.2. Safety set baseline characteristics

Table 27: Safety set demographic and baseline characteristics

Characteristic Cohort A+C (N=255)
Age (years)

Median 72.0

Range 41; 94

Gender, n (%)
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Characteristic

Cohort A+C (N=255)

Male 123 (48.2)
Female 131 (51.8)
Race, n (%)
White 171 (67.1)
Black or African American 3(1.2)
Asian 72 (28.2)
Not collected at this site 7(2.7)
Other 1(0.4)
Missing 1(0.4)
Geographic region, n (%)
Europe 128 (50.2)
North America 54 (21.2)
Asia 73 (28.6)
ECOG PS, n (%)
0 71 (27.8)
1 184 (72.2)
Smoking history, n (%)
Yes 121
No 124 (48.6)
Prior therapy for advanced / metastatic disease, n (%)
Untreated 125 (49.0)
Previously treated 130 (51.0)
Histology subtype, n (%)
Adenocarcinoma 207 (81.2)
Squamous 25(9.8)
Other 23 (9.0)
Stage at study entry, n (%)
b 8(3.1)
lllc 3(1.2)
v 243 (95.3)
Missing 1(0.4)
Brain metastases as identified by IRC, n (%)
Non-target lesion INV: 31 (12.2)
IRC: 31 (12.2)
Target lesion INV: 1(0.4)
IRC: -

Source: VISION CSR 1 July 2020 cut-off

Abbreviations: ECOG PS, Eastern Cooperative Oncology Group performance scale; INV, investigator

assessment; IRC, independent review committee
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B.2.10.3. Adverse Events

Tepotinib was well tolerated at the proposed dose administered once daily in VISION
Cohorts A+C. The majority of AEs were nonserious and mild or moderate in severity (Grade

1 or 2), with low discontinuation rates due to treatment-related adverse events (TRAE).

B.2.10.4. Overview of TEAEs and TRAEs

In VISION Cohorts A + C, 96.5% of patients had =1 TEAE, 52.9% had Grade 23 TEAEs, and
45.1% had serious TEAEs (see Table 28). Although most patients (86.3%) had TRAEs,
Grade 23 TRAEs and serious TRAEs were reported with lower incidences of 25.1% and

12.2%, respectively.

Most of the AEs leading to tepotinib dose reduction or temporary treatment discontinuation
were considered treatment-related. The incidence of TRAESs leading to permanent treatment
discontinuation was 10.6%. Thirty patients died from any causality, including two patients

that were considered treatment-related by the Investigator (Section B.2.10.5).

Table 28. Overview of TEAEs and TRAEs

Tepotinib 500 mg
VISION Cohorts A+ C
(N=255)
n (%)

Any TEAE 246 (96.5)
TEAE, NCI CTCAE Grade = 3 135 (52.9)
Any TRAE 220 (86.3)
TRAE, NCI CTCAE Grade = 3 64 (25.1)
TEAE leading to treatment dose reduction 76 (29.8)
TRAE leading to treatment dose reduction 71 (27.8)
TEAE leading to temporary treatment discontinuation 112 (43.9)
TRAE leading to temporary treatment discontinuation 90 (35.3)
TEAE leading to permanent treatment discontinuation 2 52 (20.4)
TRAE leading to permanent treatment discontinuation 27 (10.6)
Serious TEAE 115 (45.1)
Serious TRAE 31 (12.2)
TEAE with an outcome of death 30 (11.8)
TRAE with an outcome of death 2(0.8)

Source: Section 2.7.4, Table 11.

Abbreviations: NCI CTCAE=National Cancer Institute - Common Terminology Criteria for Adverse Events,
TEAE=treatment- emergent adverse event, TRAE=treatment-related adverse event

Notes:
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a The number reflects information from the adverse event eCRF page, resulting in a difference to the number of
patients with an AE as primary reason for treatment discontinuation, which is based on the disposition eCRF
page.

b There was an additional TRAE leading to death by the cut-off date, which was not recorded in the clinical
database.

B.2.10.5. Common adverse events

The most common TRAEs in VISION Cohorts A + C irrespective of the severity were
peripheral oedema (54.1%), nausea (20.0%), diarrhoea (19.6%), blood creatinine increased
(17.6%), and hypoalbuminemia (14.5%). Most of these TRAEs were mainly Grade 1 or 2 in

severity.

The most frequently affected System Organ Classes (SOCs) or Preferred Terms (PTs) in
VISION Cohorts A + C are consistent with the AEs reported with other MET inhibitors or with
the underlying disease. Patients had TRAEs belonging most often to the following SOCs:

e General disorders and administration site conditions, with the most frequent PTs being
peripheral oedema (54.1%), fatigue (7.1%), and asthenia (5.5%).

e Gastrointestinal disorders, with the most frequent PTs being nausea (20.0%),
diarrhoea (19.6%), and constipation (5.9%).

e Investigations, with the most frequent PTs being blood creatinine increased (17.6%)

and alanine aminotransferase increased (ALT) increased (8.6%).

e Respiratory, thoracic and mediastinal disorders, with the most frequent PTs being

dyspnoea (3.9%) and pleural effusion (6.3%).

Peripheral oedema was the most frequently reported TEAE and TRAE in VISION Cohorts
A+C. Peripheral oedema has been consistently reported for other MET inhibitors (e.g.
capmatinib,’® and crizotinib,'#°), suggesting a potential class effect. The development of
peripheral oedema might be associated with the role of MET/HGF in vascular and lymphatic
endothelial tissue.'™ Most adverse events were managed with temporary dose interruptions

or dose reductions.’

B.2.10.6. Severity and Relatedness of Adverse Events

B.2.10.6.1. Grade 23 Adverse Events

A summary of Grade = 3 TEAE/TRAEs is presented in Table 29. Overall, Grade = 3 TRAE

occurred in 25.1% of patients.
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The most common grade = 3 TRAE was peripheral oedema (7.5%), followed by pleural

effusion (3.1%) and hypoalbuminemia (2.4%).

Table 29: Overview of Grade 2 3 TEAE and TRAEs

Patients with at least one, n (%) Grade 2 3 TEAE Grade 2 3 TRAE
Any AE 135 (52.9) 64 (25.1)
Peripheral oedema 20 (7.8) 19 (7.5)
Hypoalbuminemia 14 (5.5) 6 (2.4)
Pleural effusion 13 (5.1) 8 (3.1)
Pneumonia 11 (4.3) 0 (0.0)
ALT increased 8 (3.1) 5 (2.0)
Dyspnoea 7(2.7) 4 (1.6)
Decreased appetite 3(1.2) 1(0.4)
Vomiting 3(1.2) 1(0.4)
Asthenia 3(1.2) 1(0.4)
Nausea 2(0.8) 1(0.4)
Back pain 2(0.8) 0(0.0)
Diarrhoea 1(0.4) 1(0.4)
Blood creatine increased 1(0.4) 1(0.4)
Fatigue 1(0.4) 1(0.4)
Cough 1(0.4) 0 (0.0)
Constipation 0 (0.0) 0 (0.0)

Source: VISION CSR 1 July 2020 cut-off
Abbreviations: AE, adverse events; ALT, alanine aminotransferase

B.2.10.7. Deaths, Serious Adverse Events, and Discontinuations Due to
Adverse Events

B.2.10.7.1. Deaths

In VISION Cohorts A + C, 85 (33.3%) patients died due to any reason. Disease progression
was the most common primary cause of death, occurring in 66 (25.9%) patients. During the
on-treatment period (within 30 days after the last dose of study drug), the primary cause of

death was disease progression in 16 (6.3%) patients.

Three TRAEs were fatal: acute respiratory failure secondary to interstitial lung disease (ILD),
respiratory failure secondary to anasarca after severe worsening of dyspnoea and acute

hepatic failure after the patient withdrew consent.
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In VISION Cohorts A + C, 30 (11.8%) patients had TEAEs leading to death. The most
frequent fatal TEAEs were disease progression (nine patients, 3.5%) and general physical

health deterioration (four patients, 1.6%).

B.2.10.7.2. Serious Adverse Events

In VISION Cohorts A + C, 115 (45.1%) patients had at least one serious TEAE and

31 (12.2%) patients had at least one serious TRAE. The most common TRAEs were pleural
effusion in 3.5% of patients, followed by peripheral oedema (2.4%), generalized oedema
(1.6%), and dyspnoea (1.6%).

The most common serious TEAEs were pleural effusion (6.7%), pneumonia and disease
progression (each in 4.7%), dyspnoea (3.9%) and general physical health deterioration

(3.5%), which are typical of the underlying disease.

B.2.10.7.3. Adverse Events Leading to Permanent/Temporary Treatment

Discontinuation or Dose Reduction

In VISION Cohorts A + C, most of the events leading to permanent discontinuation of

tepotinib were consistent with the tepotinib safety profile and the underlying disease.

A summary of TRAESs leading to dose reduction and treatment discontinuation in 22% of

patients is presented in Table 30.

Permanent discontinuations of treatment due to TRAEs occurred in 10.6% of patients;
35.3% of patients temporarily discontinued treatment, and 27.8% required a dose reduction.
Peripheral oedema was the most common TRAE that resulted in temporary treatment
discontinuation (16.1%) and dose reduction (14.1%); permanent treatment discontinuation,

as a result, was rare (3.5%).
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Table 30. Overview of TRAEs leading to dose reduction/treatment discontinuation
22% of patients

TRAE leading to dose
- Temporary Permanent
reduction / treatment .
. . . o treatment treatment Dose reduction
discontinuation 22% of . . . . h .
. o discontinuation | discontinuation
patients, n (%)
Any AE 90 (35.3) 27 (10.6) 71 (27.8)
Peripheral oedema 41 (16.1) 9 (3.5) 36 (14.1)
Blood creatine increased 16 (6.3) 2 (0.8) 7(2.7)
Pleural effusion 9 (3.5) 3(1.2) 5(2.0)
ALT increased 7(2.7) 0 (0.0) 2 (0.8)
Generalized oedema 8(3.1) 0(0.0) 6 (2.4)
Oedema 6 (2.4) 1(0.4) 5(2.0)
Diarrhoea 5(2.0) 1(0.4) 0(0.0)

Source: VISION CSR 1 July 2020 cut-off

Abbreviations: AE, adverse events; ALT, alanine aminotransferase

B.2.11. Ongoing studies

The following clinical trials are ongoing:

° The VISION study is ongoing and is expected to be completed by _
(final data cut). Subsequent data cuts are expected to provide additional PFS and
OS data, with ongoing follow-up expected post study completion to allow more

mature OS data to be captured.

B.2.12. Innovation

As shown in Section B.1.3.2, METex14 skipping alterations can cause aggressive tumours
with a poor prognosis. Currently, there are no available treatment options that specifically
target advanced NSCLC harbouring METex14 skipping alterations. Current standard of care
with non-targeted therapies do not address the medical need of this severely diseased and
predominantly elderly population. In addition, chemotherapies and immunotherapies require

lengthy infusions where patients need to come into hospital.'s'-1%4

MET TKiIs, including tepotinib, appear to result in better response rates and PFS than
immunotherapies, as well as numerically greater survival compared to immunotherapies and
chemotherapies in patients with METex14 skipping alterations.**'%° Real-world clinical
outcomes show that highly-selective MET inhibitors, such as tepotinib, have a reduced risk

of off-target toxicity compared to other types that are not highly selective for MET.?
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In the UK, tepotinib is the first precision medicine targeting MET for patients with NSCLC

assessed by the MHRA and to be appraised by NICE. | IIGzGzGzGzGzIzINGINGE

Tepotinib, administered orally at 500 mg once daily (equivalent to 450 mg tepotinib free
form), has shown a substantial and clinically meaningful benefit for patients with NSCLC
harbouring METex14 skipping alterations. Along with a tolerable and manageable safety
profile, tepotinib provides a convenient and therapeutic option for the targeted

population." %6157 Tepotinib will be taken as an oral administration, allowing for patient-
friendly once-daily dosing that is known to promote patient adherence and reduce
administration and monitoring costs, as well as allowing patients to manage their treatment
at home (vs. immunotherapies and chemotherapies which require lengthy infusions in a

hospital setting)."°®

Tepotinib is an innovative therapy with the potential to make a substantial impact on health-
related benefits and treatment tolerability in patients with advanced NSCLC with METex14
skipping alterations. As such, tepotinib will address the critical unmet need for a therapy that
sustains and improves therapeutic responses, thereby improving survival outcomes and

maintaining HRQL in this patient population.

B.2.13. Interpretation of clinical effectiveness and safety evidence

Retrospective studies have shown that patients with NSCLC harbouring METex14 skipping
alterations have a poorer prognosis compared to those without METex14 skipping
alterations, and often a poor response to current treatments, particularly response rates and
PFS with immunotherapies. This makes treatment of this population clinically challenging,
exacerbated by the comorbidities and overall frailty of the elderly patient population, which
limit the use of currently available non-targeted treatment options, ultimately impacting on
the prognosis of this subset of patients. Predictive biomarkers are used to inform treatment
decisions in advanced NSCLC. Oncogenic driver mutations that are currently tested for,
including EGFR, ALK and ROS1, can be treated with NICE-recommended targeted
therapies. However, there are currently no EMA or MHRA approved treatments in the UK
specifically targeting NSCLC with METex14 skipping alterations. In the absence of specific

MET-targeted therapies, treatments currently used for patients without any identifiable
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biomarkers in advanced NSCLC make up the current NHS standard of care (SoC), including

immunotherapies and/or chemotherapy.
Principal findings from the available clinical evidence to support tepotinib

Tepotinib will be the first MET inhibitor available in the UK. Tepotinib demonstrated durable
antitumour activity in patients with advanced NSCLC with METex14 skipping alterations with
consistent activity across treatment lines and promising activity in patients with brain
metastases, with an ORR of |, a median DOR of ] months, median PFS of [}
months and median OS of [ months (N=152) at the latest VISION data cut-off (1 February
2021).

Tepotinib penetrates the blood-brain barrier at therapeutic levels. The response to tepotinib
was consistent in patients with stable brain metastases at baseline. IRC-assessed ORR was

Bl 95% CI: ). and median DOR was ] months (95% CI: ). IRC-
assessed median PFS was ] months (95% CI: |).

Patients' quality of life was maintained during treatment with tepotinib; dyspnoea symptoms
were stable, whereas cough symptoms were reduced. The stability observed in the
assessment of quality of life for patients treated with tepotinib indicates control of the
symptoms in this population with advanced disease, as worsening of symptoms is to be

expected in case of ineffective and/or toxic therapies.

In general, tepotinib was well tolerated with a manageable safety profile. Tepotinib is also

administered orally, once daily which allows patients to manage their disease at home.

ITCs were conducted comparing tepotinib to immunotherapy or chemotherapy in the
METex14 skipping alterations NSCLC population. Data for immunotherapy and
chemotherapy were sourced from a real-world cohort of patients with NSCLC and METex14
skipping alterations. This is one of the largest efficacy datasets in this population used for an
ITC, where published data are limited. Therefore, the dataset and ITC represent the best
available evidence in the METex14 skipping alterations population, with PLD available, and
allows for robust statistical comparisons. When comparing to published data in the MEtex14
skipping alterations population, the real-world cohort data is largely aligned in terms of
patient characteristics and outcomes (Section B.3.2). Outcomes are also similar when
comparing to clinical trial data for immunotherapy and chemotherapy (Section B.3.2), further

supporting the external validity of the data set. Clinical experts interviewed were also
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supportive of the outcomes and said they were aligned to their expectations of the METex14

skipping alterations population.

Results showed a large clinical benefit of PFS for tepotinib in comparison to chemotherapy
(p<0.0001) or immunotherapy (p=0.0131), and a median benefit for OS of ] months in
comparison to chemotherapy, with a marginal OS benefit to immunotherapy. This is despite
the higher number and aggressive set of subsequent treatments in the real-world cohort
compared to VISION. These results are supported by the MAICs conducted to published
studies in the METex14 skipping alterations population (Appendix L).

Strengths and limitations of the data package

There are no Phase 3 randomised controlled trials (RCTs) for tepotinib. RCTs are
considered the gold-standard in facilitating the comparability of treatment arms. However, in
certain circumstances exist where randomisation can be considered ethically questionable or
unfeasible due to a disease's rarity impacting only a small population.'®® With a prevalence
of roughly 3% in NSCLC patients, METex14 skipping alterations in NSCLC is such a
disease, as it would require considerable time and resources to accrue a sufficient amount of
subjects to conduct an RCT."® In this instance a Phase 2 study provides sufficient
information on efficacy in this very rare cancer with high unmet medical need were no
approved treatments are available yet in the UK. When building on a strong biological
rationale in a biomarker-selected population of patients, there is a precedent for single-arm
trials to provide a strong alternative to RCTs provided the patient population is well-defined
and the drug produces a substantial ORR that exceeds that of existing treatments.*°
METex14 skipping alterations is a novel mutation, and until recently, there were no approved
therapies specifically targeting this mutation. Tepotinib, however, has a durable ORR and
manageable safety profile, allowing for an adequate assessment of the risk/benefit ratio. The
VISION trial builds on strong scientific evidence and pre-clinical data. Taking this into
consideration, the single-arm study design was the most feasible and appropriate method for
VISION.

No head-to-head data are available for tepotinib versus the comparators listed in the scope,
and there are currently no comparator clinical trial data available in patients with advanced
NSCLC harbouring METex14 skipping alterations. Although clinical trial data is available for
immunotherapy and/or chemotherapy in wildtype NSCLC, using these data to form an
efficacy comparison to tepotinib would involve comparing two different patient populations.

As such, data from four real-world studies in patients with advanced NSCLC harbouring
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METex14 skipping alterations were used to perform comparisons with tepotinib, which
included high quality comparative data to supplement the tepotinib data package. These
studies enabled an ITC to be performed by treatment class and were well-matched in patient
characteristics across all studies, and allowed comparisons in the specific patient population.
In addition, subgroup analysis was conducted by line of therapy in the population with locally
advanced or metastatic NSCLC with METex14 skipping alterations for which limited data are
available. However, there were no data in the METex14 skipping population for patients
treated with immunotherapy in combination with chemotherapy which remains a limitation of

the available data.

In conclusion, the data provided for tepotinib (VISION) and the primary ITC results informed
by the real-world cohorts in the METex14 skipping alterations population demonstrates the
clinical benefits associated with tepotinib compared to the current SOC, in this elderly
population which have no any targeted treatments currently available. Clinical experts
interviewed highlighted the high unmet need for a targeted treatment option in this patient
population, as is already available for other oncogenic mutation driver NSCLC (EGFR, ALK,
ROS1), with the freedom to prescribe at first-line or subsequent lines of therapy depending

on individual patient need.

B.2.13.1. End-of-life considerations

As discussed in Section B.1.3.2.3, patients with NSCLC harbouring METex14 skipping
alterations have a poorer prognosis compared to wildtype NSCLC.4%5+% METex14 skipping
alterations were found to be independent poor prognostic factors for NSCLC patients.®” In
addition, studies reporting outcomes of patients harbouring METex14 skipping alterations

show a poorer response to treatment, particularly with immunotherapies:

¢ Median OS for patients with NSCLC harbouring METex14 skipping alterations since
the diagnosis of Stage IV disease was only 8.1 months for patients treated with

therapies that did not target MET - mostly chemotherapies (Awad 2019).4°

e Median OS for METex14 skipping alterations patients treated with immunotherapy

was found to be 13.4 months (Guisier et al)® and 18.2 months (Sabari et al).*!

Patients with NSCLC harbouring METex14 skipping alterations tend to be older than other
oncogenic driven NSCLC subpopulations, making treatment for this population clinically
challenging (due to comorbidities and overall frailty), impacting on the prognosis of this
subset of patients.5” Older patients typically have a poorer response to treatments.’®® One
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study investigating the efficacy of first-line chemotherapy in older patients found that the
median survival reduced from 9.9 months in patients < 70 years to 7.7 months in patients =
70 years.'® In a study of the efficacy of nivolumab in older patients with pre-treated NSCLC,

median survival was 14.85 months.62

The results of the primary ITC using the real-world data cohort could be considered more
optimistic than what is reported in the literature for METex14 skipping alterations. However
the ITC results still show a relatively low median OS (JJff months for the immunotherapy arm

and ] months for the chemotherapy arm — see Section B.2.9.7.4).

The above evidence demonstrates that patients with NSCLC harbouring METex14 skipping
alterations are expected to have a short life expectancy, less than 24 months, regardless of
treatment. Mean life-years projected by the model also demonstrate that even using

optimistic survival curves for the comparators (see Section B.3.3.1), mean life expectancy is

estimated to be less than 24 months for patients treated with chemotherapy (- months).

The results of the primary ITC using the real-world data cohort shows an increase of .
months in median survival between tepotinib and chemotherapy and the mean survival
difference from the cost-effectiveness model (using a 30-year time horizon) is estimated to
be ] months (see Section B.3.7.1). Therefore, we believe that tepotinib meets the end-of-
life criteria for the chemotherapy comparison — in a group of patients who treated with
chemotherapy (some of whom are contraindicated or unsuitable for immunotherapy), in

either first-line or second-line.

The evidence from the literature suggests that survival for METex14 skipping alterations
patients treated with immunotherapy is less than 24 months, regardless of treatment (Table
31). However, given the uncertainty in the additional survival benefit, it is unlikely tepotinib

will meet the end-of-life criteria versus immunotherapy.
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Table 31: End-of-life criteria

Criterion

Data available

Reference in
submission (section
and page number)

The treatment is indicated
for patients with a short
life expectancy, normally
less than 24 months

Evidence in the literature suggests that life
expectancy for patients with NSCLC
harbouring METex14 alterations is less than
24 months, regardless of treatment.

This is supported by the results from the ITC
for patients treated with chemotherapy and
immunotherapy (median OS of [} and |}
months, respectively) and mean modelled
outcomes for chemotherapy (mean

months) regardless of treatment

Section B.2.13.1 page
115,116

Section B.2.9.7.2,
page 97

There is sufficient
evidence to indicate that
the treatment offers an
extension to life, normally
of at least an additional

3 months, compared with
current NHS treatment

Median survival between tepotinib and
chemotherapy demonstrated a difference of
[l months in favour of tepotinib.

Mean overall survival from the model projects
a difference of [ months between tepotinib
and chemotherapy.

Section B.2.9.7.2,
page 97

Section B.3.7, page
191

Abbreviations: ITC, indirect treatment comparison; MAIC, mixed adjusted indirect comparison; NHS, National
Health Service; NSCLC, non-small cell lung cancer
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B.3. Cost effectiveness

Executive summary

The base case patient population considers advanced NSCLC patients harbouring METex14 skipping
alterations, regardless of treatment history and histology, in line with the proposed marketing authorisation
and VISION study population.
The economic analysis encompasses evidence from the Phase Il VISION study and real-world data cohort for
NSCLC patients harbouring METex14 skipping alterations.
- The real-world data cohorts are adjusted using propensity scoring such that the population is
matched to the tepotinib cohort in the VISION study.
Due to the low incidence of NSCLC patients harbouring METex14 skipping alterations, patient numbers from
the real-world data were too small to allow for comparisons against individual treatments. As such, treatments
were combined by treatment class (chemotherapy and immunotherapy).
The model used a partitioned survival structure with three health states; progression-free, progressed and
death which is consistent with previous NSCLC submissions.
Parametric models were fitted to the VISION study and the adjusted real-world cohort data to estimate long-
term projections of OS, PFS and ToT. In some cases, flexible models such as splines and piece-wise were
used if parametric models provided poor fits. Base case curves were chosen in line with NICE DSU guidance
and clinical opinion.
Utility data based on progression status was analysed based on EQ-5D-5L data collected in the VISION
study and used for all treatment arms.
- Disutilities associated with adverse events were considered separately for each treatment.
Results demonstrated that tepotinib was cost-effective versus both chemotherapy and immunotherapy at both
the £30,000 and £50,000 willingness-to-pay thresholds.
- Tepotinib is dominant over immunotherapy showing a marginal increase in survival and quality-
adjusted life-year (QALY) gain whilst saving |l per person.
- Tepotinib increases survival by 10.3 months compared to chemotherapy resulting in a [JJ] QALY
gain at an additional cost of [l per person resulting in an ICER of £19,512.
Tepotinib remains cost-effective regardless of whether a patient is untreated or previously treated, including
for compared to immunotherapy in combination with chemotherapy in the untreated population.
Sensitivity analysis demonstrated that tepotinib is cost-effective when varying parameters within their
associated distributions and testing different assumptions, the majority of scenarios being less than the
£50,000/QALY threshold compared to chemotherapy and all scenarios under the threshold versus
immunotherapy.
Key strengths of the analysis include the availability of patient-level data for all treatment arms allowing more
robust statistical techniques to be used for the comparative efficacy.
- The analysis uses the most relevant evidence available for the specific METex14 skipping
populations despite the limitations of evidence within the literature for a rare mutation.
Tepotinib represents a novel treatment offering a cost-effective targeted alternative to chemotherapy-based
and immunotherapy-based treatment options.
- Tepotinib will also offer patients an oral drug option, where currently only infusions, which require

frequent hospital visits, are available.
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B.3.1. Published cost-effectiveness studies

A comprehensive SLR search was conducted to identify cost-effectiveness evidence in the
METex14 skipping alteration NSCLC population. The systematic reviews were performed
following the National Institute for Health and Care Excellence (NICE) preferred
methodological principles of conducting systematic reviews as detailed in the University of
York Centre for Reviews and Dissemination guidance for undertaking systematic reviews in
health care. A systematic database and grey literature (conference proceedings) search was
performed on 13 June 2021 which identified 45 hits. A total of six records were deduplicated
and 39 unique title/abstracts were screened for inclusion. No cost-effectiveness analyses
were identified for inclusion therefore no records were taken forward to full text screening.
Full details of the SLR search strategy, inclusion/exclusion criteria and results are presented

in Appendix G.

B.3.2.  Economic analysis

As discussed in Section B.3.1, no previously published economic evaluations in METex14
NSCLC patients were identified from the SLR. Therefore, a de novo economic model was
built to assess the cost-effectiveness of tepotinib versus relevant comparators for patients
with NSCLC harbouring METex14 skipping alterations.

Table 32 provides an overview of the key features of the economic analysis for tepotinib in
the treatment of NSCLC harbouring METex14 skipping alterations. This is the NICE first
submission in the METex14 skipping alterations NSCLC population, therefore no
comparison to previous appraisals have been included. However, the key features of the
analysis are consistent with previous submissions in the wider NSCLC populations.”>
77.79,163164 The model’s population covers the anticipated marketing authorisation and is
consistent with the population in the VISION study. Comparators are aligned with the
comparators listed in the scope grouped by category due to the lack of individual data to

allow for a comparison (see Section B.2.9).

Table 32: Key features of the economic analysis

Factor Assumption Justification
Patient population Adult patients with As per the expected marketing authorisation for
advanced NSCLC tepotinib and patient population in the VISION

harbouring METex14 study
skipping alterations

Model health states Progression-Free This structure is consistent with the majority of
Progressed previous NICE submissions in advanced
Death NSCLC and accepted as appropriate for
decision making by NICE
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Immunotherapy in
combination with
chemotherapy
(untreated population)

Factor Assumption Justification

Intervention Tepotinib Intervention being assessed in this appraisal

Comparators Immunotherapy Aligned with comparators included in NICE
Chemotherapy scope; Individual treatment regimens combined

into treatment groups due to lack of individual
treatment data for the METex14 skipping
alterations NSCLC population (see Section
B.2.9).

Time horizon

30 years

Lifetime horizon for the defined population.
Given the starting mean age of 73 years, all
patients have died by the end of the time
horizon in all treatment arms.

benefits

Cycle length 7 days Considered short enough to capture the various
dosing regimens included in the model
Perspective NHS and Personal As per NICE reference case
Social Services
Discount 3.5% for costs and As per NICE reference case

Source of utilities

Utilities derived from the
VISION EQ-5D-5L data
(mapped to 3L).

Values from the
published literature and
from previous NSCLC
submissions used in
scenario analysis.

EQ-5D utilities collected from a relevant
METex14 skipping alterations patient population
and used to inform health specific states to the
model.

Source of costs

From the published
literature, from resource
utilisation and costs
used in previous
NSCLC submissions.

These reflect resource utilisation and costs
accepted in previous NSCLC NICE
submissions.

Treatment waning
effect

Not considered for
tepotinib.

Tepotinib is given until progression therefore no
treatment waning effects are included in the
model for tepotinib. Treatment waning effects
are not included for immunotherapies given the
lack of clinical evidence and uncertainty within
the METex14 skipping alterations population.

Subsequent therapy

Subsequent therapy
following tepotinib and
comparator treatments
included in analysis

Subsequent treatments are costed as one-off
costs when patients enter the ‘progressed’
health state based on distributions observed in
VISION and the real-world cohort data.

Abbreviations: NSCLC, non-small-cell lung cancer

B.3.2.1. Patient population

The patient population considered in the model is in line with the proposed license, final

NICE scope and population of the Phase Il VISION study, that is, adult patients with

advanced NSCLC harbouring METex14 skipping alterations. As per the proposed marketing

authorisation, tepotinib covers all lines of treatment and histology groups, therefore the base

case model analysis assumes a line agnostic population regardless of histology. Subgroup

analysis results for untreated and previously treated patients are presented separately in
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Section B.3.1. Inputs for these subgroups are presented in Appendix N. Subgroup by
histology was not possible due to small patient numbers in histology groups other than
adenocarcinoma in VISION (86.8% versus 13.3% for others). However, clinical experts
confirmed that although squamous patients tend to not do as well on treatments as
adenocarcinoma, the overall costs and outcomes are generalisable between histology
groups. In addition, immunotherapies and chemotherapies are used within both squamous
and non-squamous groups, therefore, the overall approach to modelling is unaffected (see

Section B.3.2.3 for details of modelling comparators).

Baseline patient characteristics applied in the economic model are based on the VISION trial
cohort for the base case (as shown in Table 33). For body surface area (BSA) and weight
data there is an option to select just the European patients from the VISION, however the
results are very similar to the full patient cohort (1.73m? and 65.9 kg for all patients versus
1.72 m? and 65.0 kg for European patients), therefore the full cohort has been used in the

base case analysis.

Table 33: Baseline characteristics

Characteristic Mean SD Source
Age 73 8.97 VISION™
% female 47.7% -

BSA (m?) 1.7 0.23

Weight (kg) 65.9 14.09

Abbreviations: BSA, body surface area; SD, standard deviation

B.3.2.2. Model structure

A de novo partitioned survival analysis was developed with a three-health state structure;
progression-free, progressed and death. This structure revolves around the key secondary
endpoints from VISION of OS and PFS and is consistent with the majority of previous NICE
submissions in advanced NSCLC and accepted as appropriate for decision making by
NICE."277.79.163,164 |n the model, patients start in the ‘progression-free’ health state and in
each cycle can transition to ‘progressed’ or ‘death’ or remain ‘progression-free’. Once a
patient progresses, they can either remain progressed or transition to death per model cycle
(Figure 28).
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Figure 28: Model structure

D
N Progression
-free

Progressed

The proportion of patients within each health state are based on OS and PFS curves and

calculated as follows:

e  Progression-free = PFS
e Progressed = OS - PFS
e Death=1-0S
The progression-free state was designed to capture the relatively higher health-related

quality of life (HRQL) while disease is stable prior to progression. The model therefore

captures the changes in HRQL between the progression-free and progressed states.

B.3.2.2.1.  Time horizon and cycle length

A time horizon of 30 years was applied to cover a patient’s lifetime. A cycle length of 7 days
is used in the model as this is considered short enough to capture the various dosing
regimens included within the model. Given the short cycle length, a half cycle correction is

not included the economic model.

B.3.2.2.2. Discount and perspective

As per the NICE reference case, all health effects were measured in quality-adjusted life
years (QALYs), a 3.5% discount rate was used for QALYs and costs, and the perspective is
that of the NHS and Personal Social Services (PSS).

B.3.2.2.3. Sources of costs and utilities

Utilities for each health state are based on the observed EQ-5D data from VISION, with
published literature and previous NSCLC submissions used in scenario analysis. All

treatments are modelled in line with the current summary of product characteristics (SmPC),
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and using ToT data or literature data to inform the proportion of patients on treatment per
model cycle. Resource use costs are defined according to a patient’s progression status and
were based on frequencies used in previous NSCLC appraisals. Terminal care costs were
applied as a one-off cost once a patient enters the ‘death’ heath state. Adverse event costs
were calculated as one-off costs applied at the first cycle of the model using data from

VISION for tepotinib and literature for the comparators.

B.3.2.2.4. Subsequent therapy

Subsequent treatments are costed as one-off costs when patients enter the ‘progressed’
health state based on distributions observed in VISION and the real-world cohort data.

Scenarios exploring UK based distributions are also presented (Section B.3.8.3).

B.3.2.3. Intervention technology and comparators

In the model, tepotinib is dosed at 450 mg daily (equivalent to 500 mg of tepotinib
hydrochloride hydrate) until disease progression or toxicity, in line with the proposed license

and dose received in the VISION trial.121.165

The comparators included within the model are consistent with those listed within the NICE
final scope.'®® However, given the lack of individual treatment data within a METex14
skipping alterations NSCLC population, comparator data is categorised into three treatment
groups; immunotherapy, chemotherapy, and immunotherapy in combination with
chemotherapy. As discussed in Section B.2.9, the immunotherapy and chemotherapy
categories use the efficacy based on real-world cohort data. There were limited patient
numbers within the real-world cohort data for the immunotherapy in combination with
chemotherapy category. As such, hazard ratios reported in studies of immunotherapy in
combination with chemotherapy are applied to the METex14 population chemotherapy data,
and so used to create an estimation of what outcomes might be achieved in the METex14
skipping alterations population. As immunotherapy in combination with chemotherapy is only
given as a first-line treatment in current practice, this comparator group is only considered
within the untreated population presented in Appendix N, and not in the base case

population.

Cost inputs are calculated by weighting each specific comparator included within each
category. Pemetrexed maintenance is included as an option in the model after the
chemotherapy plus platinum regimens and considered in scenario analysis. It was unclear if

any patients from the real-world cohort data set were on pemetrexed maintenance, therefore
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the proportion of patients who receive this treatment after the initial treatment is based on
clinical opinion, and costs are only included in a scenario. The treatment mixes are informed
by the efficacy data in the base case, with variations explored in scenario analysis informed
by clinical opinion based on UK clinical practice. Table 34 presents the treatments within
each category and the mixes used within the model in the base case and scenario.
Treatments which were not considered part of UK clinical practice in the real-world cohort
data were re-weighted to the other treatments (e.g., everolimus was redistributed between
the included chemotherapy regimens and spartalizumab was redistributed between the

included immunotherapy regimens).

Table 34: Comparator groups and treatment mixes

Category Treatment Real-world data | Clinical expert
(base case) opinion (scenario)

Immunotherapy Pembrolizumab - 66.3%
Atezolizumab | 21.7%
Nivolumab [ ] 12.0%
Nivolumab + ipilimumab | 0.0%

Chemotherapy Docetaxel + platinum - 1.0%
Gemcitabine + platinum | 23.1%
Paclitaxel + platinum - 10.2%
Vinorelbine + platinum | 18.2%
Pemetrexed + platinum - 9.8%
Docetaxel monotherapy [ ] 11.7%
Docetaxel + nintedanib [ ] 24.8%
Docetaxel + gemcitabine 2 | ] 0.0%
Gemcitabine monotherapy @ [ ] 0.6%
Vinorelbine monotherapy 2 | ] 0.6%

Notes: @ These treatments were not listed within the NICE final scope however are included as they are
incorporated within the efficacy and therefore costed for.

The approach to combine the individual treatment regimens within categories was driven by
the availability of data for the METex14 skipping alterations NSCLC population. As
discussed in Section B.2.9, comparing to clinical trials in wildtype NSCLC would be
comparing different populations which would be difficult to interpret given the underlying
heterogeneity and disease characteristics. Consequently, comparator data relied on studies
using real-world retrospective studies in patients with METex14 skipping alterations. The
grouping of treatments approach has been used in previous NICE submissions where the
comparators are a mix of different treatments,’””'3313% and was considered reasonable by
clinical experts given the expectation of similar efficacy between treatment groups which is
supported by the literature.'36-140
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Literature suggests there could be some efficacy difference between different
immunotherapy in combination with chemotherapy treatments;'” however, of the two
combinations considered for the untreated population (pembrolizumab/pemetrexed/platinum
and atezolizumab/bevacizumab/carboplatin/paclitaxel - see Appendix N), clinicians
confirmed that the atezolizumab combination was used very little in clinical practice. As

such, the potential efficacy differences between these treatments is negligible.

B.3.3. Clinical parameters and variables

Efficacy data from the VISION trial were used to inform OS, PFS and time on treatment
(ToT) within the economic model for tepotinib using the Cohort A ITT population (N=151)
from the latest VISION data cut (1 February 2021). As discussed in Section B.2.9,
comparator data is categorised by treatment group; immunotherapy, and chemotherapy, with
efficacy data taken from the real-world cohort data, which was weighted to align with
VISION.

Survival modelling was required to inform the economic model, due to the specification of a
lifetime horizon over which modelled costs and QALY are required to be estimated.
Parametric survival models (PSMs) were fitted to OS, PFS and ToT data using the
exponential, generalised gamma, Gompertz, log-logistic, log-normal and Weibull
distributions to extrapolate outcomes over a lifetime horizon. If these were deemed to
provide poor fits to the observed data, then flexible models i.e., splines or piece-wise models

were considered.

The proportional hazards assumption between tepotinib and the comparators
(immunotherapy of chemotherapy) was assessed, resulting in no clear evidence to support
the assumption (see Appendix M). In addition, the fitting of dependent curves to the tepotinib
data would mean the survival for tepotinib would differ between the comparison to
chemotherapy and the comparison to immunotherapy, which was considered unrealistic.

Therefore, independent models were fitted to all treatment groups in the economic model.

The selection of the most appropriate distribution has been made in accordance with NICE
Decision Support Unit (DSU) Technical Support Document (TSD) 14.'% The approach taken

is described below:

e Firstly, log cumulative hazard plots were produced to evaluate how the hazards

change over time.

Company evidence submission template for tepotinib for treating advanced non-small-cell
lung cancer with MET gene alterations [ID3761]

© Merck Ltd (2021). All rights reserved Page 125 of 231



e Secondly, visual inspection and comparison of the Akaike information criterion (AIC)
and Bayesian information criterion (BIC) were then used to compare which
distributions provides the best fit to the KM data.

e Thirdly, expert validation was used to ensure the final extrapolated curve was
clinically plausible at an advisory board with four clinical experts and two UK HTA

experts (see Section B.3.2).
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B.3.3.1. Overall survival

B.3.3.1.1. Tepotinib

Diagnostic plots were produced to assess the suitability of PSMs to model the tepotinib OS

data. The plots are presented in Figure 29 and discussed in turn below.

Figure 29: Diagnostic plots - VISION OS (ITT)

Abbreviations: ITT, intention to treat; OS, overall survival; S(t), survivor function; t, time; Tep, tepotinib

Notes:
Plot A: An approximately straight line indicates that the survivor function is Weibull. If the gradient is
approximately equal to 1, the survivor function is exponential.

Plot B: An approximately straight line indicates the survivor function is log-logistic.
Plot C: An approximately straight line indicates the survivor function is log-normal.

Plot D: Turning points indicate the need for parametric survival models that are able to reflect non-monotonic
hazard functions. A maximum time point of 42 months was selected to calculate the smoothed hazard estimation
within the R muhaz package.
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A log-cumulative hazard plot (LCHP) was produced to assess the appropriateness of fitting
exponential and Weibull PSMs that assume proportional hazards (Figure 29: A). The
gradient of the curve in the LCHP appears to be both relatively constant over time and
greater than 1, indicating that the gradient is steeper than that of an exponential PSM. The
plot indicates a Weibull PSM may provide a good fit to the data with the approximately
constant gradient; however, the interpretation of the LCHP is subjective and so no models

were discounted from consideration.

To assess the suitability of a log-logistic PSM, the logit function of survival (the log-odds of
the survivor function) can be plotted against the log of time. If approximately straight lines
are observed, then a log-logistic PSM may provide a good fit to the data. Figure 29: B
presents the logit survival plot with an approximately straight line observed for the OS

VISION data, indicating that the log-logistic PSM may provide a good fit to the data.

To assess the suitability of a log-normal PSM, the inverse normal cumulative function
applied to the probability of death over time may be plotted against the log of time. If
approximately straight lines are observed, a log-normal PSM may provide a good fit to the
data. Figure 29: C presents the inverse normal survival plot with an approximately straight
line observed for the OS VISION data, indicating that the log-normal PSM may provide a
good fit to the data.

The final assessment of the survivor data undertaken was the inspection of the smoothed
hazard plot. A maximum time of 42 months was set when producing the smoothed hazard
plot as hazard estimates are subject to substantial uncertainty and become unstable when
the number of patients at risk is small. The smoothed hazard plot (Figure 29: D)
demonstrated that the hazard of death does not appear to be constant overtime, suggesting
an exponential model may not provide a good fit to the data. In addition, a clear turning point
is visible on the plot, suggesting the Weibull or Gompertz models, which assume monotonic

hazards (increasing or decreasing), may not provide a good fit to the data.

Based on the diagnostic plots, no specific parameterisations were ruled out. Consequently, a
total of 6 OS extrapolations were available for use in the OS tepotinib treatment arm within

the economic model.

To determine the most appropriate PSM for use in the base-case analysis, guidance from
NICE TSD 14 was followed.®® Following an inspection of the Kaplan-Meier curve for OS,
and the assessment of the underlying hazard function, the following features of the fitted

models were considered:
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e Visual assessment: does the parametric model provide a reasonable fit versus the

Kaplan-Meier curve (within the time period over which data are available)?

o Statistical goodness-of-fit: does the parametric model yield an improved fit to the data
relative to another model when considering its complexity (within the time period over

which data are available)?

o Long-term plausibility: does the extrapolated portion of the model yield clinically

realistic estimates of survival (beyond the time period over which data are available)?

The statistical goodness-of-fit of all fitted PSMs is provided in Table 35. Based on the AIC and
BIC scores, log-logistic and exponential models provided the best fit, however all models
provided a reasonably similar fit to the data (within five points) and so were visually compared

in order to select the base-case extrapolation (shown in Figure 30).

Table 35: Statistical goodness-of-fit scores - VISION OS (ITT)

L Statistical goodness of fit Rank
Parameterisation
AlC BIC AlC BIC

Exponential 745.8 748.8 5 1
Weibull 744.8 750.9 2 3
Gompertz 747.2 753.2 6 5
Log-logistic 743.5 749.6 1 2
Log-normal 744.9 750.9 3 4
Generalised-gamma 745.0 754.1 4 6

Abbreviations: AIC, Akaike Information Criterion; BIC, Bayesian Information Criterion; ITT, intention to treat; OS,
overall survival.
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Figure 30: Parametric curve fits — VISION OS (ITT)

Time 0 1 2 3 4 5 6 7 8 9 10
(years)

Numbers | 151 | g4 22 6 1 0 0 0 0 0 0
at risk

Abbreviations: ITT, intention to treat; KM, Kaplan-Meier; OS, overall survival.

All curves appeared to fit the data reasonably well until around two years where some
curves appear to overestimate the observed date. This is possibly due to overfitting to the
tail of the Kaplan-Meier (caused by censoring) where very few patients remain at risk.
Clinical experts consulted at an advisory board suggested that all curves could be plausible
and noted that OS is hard to estimate due to interactions with subsequent therapy. However,
they considered that the higher estimates (log-logistic and log-normal) seemed more
plausible as they wouldn’t expect tepotinib to perform any worse than immunotherapies and
the other curves appeared too pessimistic in comparison. Therefore, based on clinical
feedback and given log-logistic had the lowest AIC score, this was selected as the base

case curve.

B.3.3.1.2. Comparators

Patient-level data from the real-world cohort data were weighted in an ITC to form a
comparison between tepotinib and immunotherapy, and tepotinib and chemotherapy (see
Section B.2.9).
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As with the tepotinib data, a range of PSMs; exponential, Weibull, Gompertz, log-normal,
log-logistic and generalised gamma, were fitted to the weighted OS data from the real-world
cohorts for immunotherapy and chemotherapy. Candidate PSMs were selected based on
guidance from the NICE TSD 14,'%8 with a series of hazard-based plots produced and

described in turn below (Figure 31).

Figure 31: Diagnostic plots - Comparators OS (weighted)

Abbreviations: Chemo, chemotherapy; IO, immunotherapy; OS, overall survival; S(t), survivor function; t, time
Notes:

Plot A: An approximately straight line indicates that the survivor function is Weibull. If the gradient is
approximately equal to 1, the survivor function is exponential.

Plot B: An approximately straight line indicates the survivor function is log-logistic.
Plot C: An approximately straight line indicates the survivor function is log-normal.

Plot D: Turning points indicate the need for parametric survival models that are able to reflect non-monotonic
hazard functions. A maximum time point of 30 months was selected to calculate the smoothed hazard estimation
within the R muhaz package.
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A LCHP was produced to assess the appropriateness of fitting exponential and Weibull
PSMs that assume proportional hazards (Figure 31:A). The gradient of the chemotherapy
curve in the LCHP appears to be relatively constant over time and seems to be greater than
one, indicating that the gradient is steeper than that of an exponential PSM. The plot
indicates a Weibull PSM may provide a good fit to the chemotherapy data with the
approximately constant gradient. The gradient of the immunotherapy curve appears
relatively constant for the initial 3.5 years, with a slightly steeper gradient observed from that
point until the end of follow up. This indicates non-linearity, therefore PSMs that assume PH
may be inappropriate for consideration of the immunotherapy arm. The non-constant
gradient of the curve indicates that both the Weibull and exponential PSMs are unlikely to
provide a good fit to the immunotherapy data. However, for completeness, these PSMs were

not discounted from consideration, as the interpretation of LCHP is subjective.

To assess the suitability of a log-logistic PSM, Figure 31:B presents the logit survival plot for
the comparator OS data. An almost straight line is seen for the chemotherapy comparator

indicating that the log-logistic PSM may provide a reasonable fit to the data. Conversely, the
immunotherapy curve does not appear to be approximately straight over time, indicating that

the log-logistic PSM is unlikely to provide a good fit to the data.

To assess the suitability of a log-normal PSM, Figure 31: C presents the inverse normal
survival plot showing an approximately a straight line observed for the OS chemotherapy
data, indicating that the log-normal PSM may provide a good fit to the data. As seen with the
logit survival plot, the immunotherapy curve does not appear straight, therefore it is unlikely

that the log-normal PSM will provide a reasonable fit to the immunotherapy OS data.

The final assessment of the comparator survivor data undertaken was the inspection of the
smoothed hazard plot. A maximum time period of 30 months was set when producing the
smoothed hazard plot as hazard estimates are subject to substantial uncertainty and
become unstable when the number of patients at risk is small. The smoothed hazard plot
(Figure 31:D) demonstrated that the hazard of death does not appear to be constant
overtime for either comparator, suggesting an exponential model is unlikely to provide a
good fit to the data. Both curves show turning points indicating that the underlying hazard
function is not monotonic (either consistently increasing or decreasing), providing evidence
to suggest that the Weibull and Gompertz models may provide a poor fit to the data. The
immunotherapy arm in particular shows clear turning points indicating a more flexible model

may be required to capture the OS for this comparator.
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Based on the diagnostic plots, it is unlikely that the exponential, Weibull and Gompertz
models will provide a good fit to either comparator, however, for completeness, no specific
parameterisations were ruled out of the economic model. Consequently, a total of 6 OS
extrapolations were available for use in the OS comparator treatment arms within the

economic model.

The diagnostic plots indicated that the immunotherapy data is likely to require a more flexible
model to capture overall survival, with two clear turning points observed in the smoothed
hazard plot. Consequently, odds, hazard and normal restricted cubic spline models, varying
from one to three knots, were fit to the immunotherapy data, in line with NICE TSD 21.7%° All
spline models, in addition to the six parametric extrapolations, were available for use in the

OS immunotherapy treatment arm within the economic model.

To determine the most appropriate PSMs for use in the base-case analysis, guidance from
NICE TSD 14 was followed, as described for the tepotinib OS data.'®® The statistical
goodness-of-fit of all fitted PSMs to the chemotherapy and immunotherapy OS data is
provided in Table 36. Based on the AIC and BIC scores, the log-normal and generalised
gamma models provided the best statistical fit to the chemotherapy data, with the log-logistic
providing a reasonably similar fit (within five points). All PSMs were visually compared in

order to select the base-case extrapolation (shown in Figure 32).

From the parametric models, the generalised gamma PSM provided the best statistical fit to
the immunotherapy arm closely followed by the Weibull distribution with all other models
providing a poor fit to the data. Figure 33 presents the visual fit of all PSMs, demonstrating the
some of the curves provided unsuitable fit to the data. The spline model fits to the
immunotherapy curve provided an improved statistical (Table 36) and visual fit, shown in
Figure 34.

Table 36: Statistical goodness-of-fit scores - Comparators OS (weighted)

Parameterisation Statistical goodness of fit Rank
AlC BIC AlIC BIC

Chemotherapy

Exponential 840.8 843.0 4 4
Weibull 842.0 846.5 6 6
Gompertz 842.0 846.3 5 o
Log-logistic 832.6 837.0 3 3
Log-normal 828.2 832.6 2 1
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Parameterisation Statistical goodness of fit Rank

AlC BIC AlC BIC
Generalised-gamma 827.9 834.5 1 2
Immunotherapy — parametric curves
Exponential 754.9 756.8 3 3
Weibull 752.6 756.5 2 2
Gompertz 756.9 760.7 4 4
Log-logistic 761.1 765.0 5 3
Log-normal 765.5 769.4 6 6
Generalised-gamma 748.6 754 .4 1 1
Immunotherapy — splines
Odds 1 knot 757.7 763.5 9 9
Odds 2 knot 749.7 757.5 3 3
Odds 3 knot 751.8 761.5 6 7
Hazard 1 knot 752.9 758.7 7 4
Hazard 2 knot 749.2 757.0 2 2
Hazard 3 knot 751.4 761.0 5 6
Normal 1 knot 756.5 762.3 8 8
Normal 2 knot 748.6 756.3 1 1
Normal 3 knot 750.7 760.3 4 S

Abbreviations: AIC, Akaike Information Criterion; BIC, Bayesian Information Criterion; OS, overall survival
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Figure 32: Parametric curve fits — Chemotherapy OS (weighted)

Time 0 1 2 3 4 5 6 7 8 9 10
(years)
Number | 450 |\ 76 | 34 | 16 0 0 0 0 0 0 0
s at risk

Abbreviations: KM, Kaplan-Meier; OS, overall survival
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Figure 33: Parametric curve fits — Immunotherapy OS (weighted)

Time 0 1 2 7 8 10
(years)
Numbers | 150 | 78 | 31 0 0 0
at risk

Abbreviations: KM, Kaplan-Meier; OS, overall survival
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Figure 34: Spline curve fits — Immunotherapy OS (weighted)

Time (years) 0 1 2 3 4 5 6 7 8 9 10
:\i'sugnbers at 150 | 78 | 31| ol o o] o] o] ol ol o

Abbreviations: KM, Kaplan-Meier; OS, overall survival.

The range of plausible curves were presented to clinical and HTA experts at the advisory
board (see Section B.3.2), who considered the long-term estimates projected by the survival
curves. For chemotherapy, it was agreed by the clinical experts at the advisory board that
the expected survival at five years to be around 5%, although they expected some survival in
the longer term. In TA683, the survival of the chemotherapy group for the untreated non-
squamous NSCLC population was considered clinically plausible between 5% and 11% at
five years.'®* At five years, only the Weibull and exponential projected within this range
(2 and %, respectively). Given that these METex14 skipping alteration patients are
generally older and comprise of both untreated and previously treated, the expectation of
survival at 5-years would be lower than the estimate provided in TA683 suggesting Weibull
may be more plausible. Therefore, to better represent the longer-term outcomes, the Weibull
curve was selected as the base case. The Weibull distribution gave the most clinically
plausible estimate at five-years in comparison to the others which projected greater than
12% survival, however the survival is still considered to be over-estimated compared to
clinical opinion and external validation (see Section B.3.8.7). It is important to remember the
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subsequent immunotherapy a large proportion of these patients received in the

chemotherapy group.

For immunotherapy, the clinical experts believed the curves to underrepresent the plateau
they would expect between five and eight years where fewer patients are expected to die if
they have survived up to that time point when considering the wildtype NSCLC population.
Spline one knot odds was considered to most realistically represent the long-term
immunotherapy benefit but represents the most optimistic choice. Therefore, based on
expert opinion and considering the poorer outcomes associated with METex14 skipping
alteration patients, the one knot normal spline model was selected as the base case which is
still considered one of the more optimistic options available to inform the immunotherapy
survival but less so than the Spline one knot odds, to reflect the poorer outcomes in the

MEtex14 skipping alterations population.

B.3.3.1.3. Base-case OS settings

The log-logistic, Weibull and one knot normal spline models were selected to inform the
base-case OS extrapolations for tepotinib, chemotherapy and immunotherapy, respectively.
These curves were validated against external sources for their appropriateness indicating
that the choices for the comparators are quite optimistic compared to external sources and
expected differences (see Section B.3.2). Alternative plausible survival extrapolations for
tepotinib, immunotherapy and chemotherapy were explored within scenario analysis
(detailed in Section B.3.8.3). The base case-curve fits are provided in Figure 35 and Figure
36.
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Figure 35: Base-case OS extrapolations (VISION ITT, Chemotherapy)

Abbreviations: KM, Kaplan-Meier; ITT, intention to treat; OS, overall survival

Figure 36: Base-case OS extrapolations (VISION ITT, Inmunotherapy)

Abbreviations: KM, Kaplan-Meier; ITT, intention to treat; OS, overall survival
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B.3.3.2. Progression-free survival

B.3.3.2.1.  Tepotinib

PFS was a secondary endpoint of the VISION trial (defined as the time from first study
treatment administration until the earlier of progressed disease or death).'?" Two definitions
of progression are available within the VISION trial; independent review committee (IRC) or
investigator assessment. As the PFS data collected for the comparators (from the real-world
cohort data) was in the real-world setting, the investigator definition of progression in VISION
is more likely to reflect the definition of PFS used for patients in the chemotherapy and
immunotherapy arms. Therefore, the investigator definition of PFS from the VISION study is
used in the cost-effectiveness analysis. Diagnostic plots were produced to assess the
suitability of the PSMs to model the tepotinib PFS data. The plots are presented in Figure 37

and discussed in turn below.
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Figure 37: Diagnostic plots — VISION PFS (ITT)

Abbreviations: ITT, intention to treat; PFS, progression free survival; S(t), survivor function; t, time; Tep, tepotinib
Notes:

Plot A: An approximately straight line indicates that the survivor function is Weibull. If the gradient is
approximately equal to 1, the survivor function is exponential.

Plot B: An approximately straight line indicates the survivor function is log-logistic.
Plot C: An approximately straight line indicates the survivor function is log-normal.
Plot D: Turning points indicate the need for parametric survival models that are able to reflect non-monotonic

hazard functions. A maximum time point of 42 months was selected to calculate the smoothed hazard estimation
within the R muhaz package.

A LCHP was produced to assess the appropriateness of fitting exponential and Weibull

PSMs that assume proportional hazards (Figure 37: A). The gradient of the curve in the

Company evidence submission template for tepotinib for treating advanced non-small-cell
lung cancer with MET gene alterations [ID3761]

© Merck Ltd (2021). All rights reserved Page 141 of 231



LCHP appears to be relatively constant over time, indicating that an exponential or Weibull

PSM may provide a reasonable fit to the data.

To assess the suitability of a log-logistic PSM, Figure 37: B presents the logit survival plot for
the VISION PFS data. A relatively straight line is seen for the PFS data indicating that the
log-logistic PSM may provide a reasonabile fit to the data, however, deviations are seen in

the initial portion of the curve.

To assess the suitability of a log-normal PSM, Figure 37: C presents the inverse normal
survival plot. An approximately straight line is observed for the VISION PFS data for the
latter portion of the curve; however deviations are observed in the initial section. This

indicates that the log-normal PSM may not provide a good fit to the data.

The final assessment of the PFS data undertaken was the inspection of the smoothed
hazard plot. A maximum time of 42 months was set when producing the smoothed hazard
plot as hazard estimates are subject to substantial uncertainty and become unstable when
the number of patients at risk is small. The smoothed hazard plot (Figure 37: D)
demonstrated that the hazard of death does not appear to be constant overtime for tepotinib
PFS, suggesting an exponential model is unlikely to provide a good fit to the data. The curve
appears to be monotonically decreasing (with the exception of a small turning point at
approximately three to six months), providing evidence to suggest that the Weibull and

Gompertz models may provide a reasonabile fit to the data.

Based on the diagnostic plots, it is unlikely that the exponential model will provide a good fit
to the tepotinib PFS data, however, for completeness, no specific parameterisations were
ruled out of the economic model. Consequently, a total of six PFS extrapolations were

available for use in the PFS tepotinib arm within the economic model.

To determine the most appropriate PSMs for use in the base-case analysis, guidance from
NICE TSD 14 was followed, as detailed for the tepotinib OS data.'®® The statistical
goodness-of-fit of all fitted PSMs to the tepotinib PFS data is provided in Table 37. Based on
the AIC and BIC scores, the log-normal model provided the best statistical fit to the tepotinib
PFS data, with the log-logistic and generalised gamma providing reasonably similar fits
(within five points), and so were visually compared in order to select the base-case

extrapolation (shown in Figure 38).
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Table 37: Statistical goodness-of-fit scores - VISION PFS (ITT)

L Statistical goodness of fit Rank
Parameterisation
AlC BIC AlC BIC

Exponential 787.3 790.3 4 4
Weibull 788.9 794.9 6 6
Gompertz 787.3 793.3 5 5
Log-logistic 777.5 783.5 2 2
Log-normal 776.5 782.5 1 1
Generalised-gamma 778.4 787.4 3 3

Abbreviations: AIC, Akaike Information Criterion; BIC, Bayesian Information Criterion; PFS, progression free
survival

Figure 38: Parametric curve fits — VISION PFS (ITT)

Time

0 1 2 3 4 5 6 7 8 9 10
(years)
Numbers | 45 | 48 | 13 2 1 0 0 0 0 0 0
at risk

Abbreviations: KM, Kaplan-Meier; ITT, intention to treat; PFS, progression-free survival

The four clinical experts agreed that the curves predicting the higher estimates (log-logistic,
log-normal, Gompertz and generalised gamma) provide the most plausible long-term
estimates based on experience with other first-generation targeted treatments for EGFR,
ALK or ROS1 driven NSCLC. Therefore, based on the assessment of visual fit, statistical
goodness-of-fit and long-term plausibility, the log-normal model was chosen to inform the
estimation of PFS for tepotinib.
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B.3.3.2.2. Comparators

Patient-level data from the real-world cohort data were weighted in an ITC to form a
comparison between tepotinib and immunotherapy, and tepotinib and chemotherapy
(Section B.3.3.1.2). The weighted data were used to provide PFS estimates for each

comparator.

Diagnostic plots were produced to assess the suitability of the PSMs to model the tepotinib

OS data. The plots are presented in Figure 39 and discussed in turn below.

Figure 39: Diagnostic plots - Comparators PFS (weighted)

Abbreviations: Chemo, chemotherapy; 10, immunotherapy; PFS, progression free survival; S(t), survivor function;
t, time

Notes:

Plot A: An approximately straight line indicates that the survivor function is Weibull. If the gradient is
approximately equal to 1, the survivor function is exponential.

Company evidence submission template for tepotinib for treating advanced non-small-cell
lung cancer with MET gene alterations [ID3761]

© Merck Ltd (2021). All rights reserved Page 144 of 231



Plot B: An approximately straight line indicates the survivor function is log-logistic.
Plot C: An approximately straight line indicates the survivor function is log-normal.
Plot D: Turning points indicate the need for parametric survival models that are able to reflect non-monotonic

hazard functions. A maximum time point of 12 months was selected to calculate the smoothed hazard estimation
within the R muhaz package.

A LCHP was produced to assess the appropriateness of fitting exponential and Weibull
PSMs that assume proportional hazards (Figure 39: A). The gradient of the chemotherapy
curve in the LCHP appears to be relatively constant for the initial two years, with a deviation
from the diagonal seen from here onwards. In addition, the immunotherapy curve does not
appear to be constant over time. This indicates non-linearity for both treatment arms,
therefore PSMs that assume PH may be inappropriate for in modelling the comparator PFS.
The non-constant gradients of the curves indicate that both the Weibull and exponential
PSMs are unlikely to provide a good fit to the data. However, for completeness, these PSMs
were not discounted from consideration and included in the model, as the interpretation of
LCHP is subjective.

To assess the suitability of a log-logistic PSM, Figure 39: B presents the logit survival plot for
the comparator PFS data. Neither curve appears to be approximately straight over time,
particularly the immunotherapy curve, indicating that a log-logistic PSM is unlikely to provide

a good fit to the PFS data for the comparators.

To assess the suitability of a log-normal PSM, Figure 39: C presents the inverse normal
survival plot. Similar to the logit survival plot, neither curve appears approximately straight,

therefore it is unlikely that a log-normal PSM will provide a reasonable fit to the PFS data.

The final assessment of the comparator survivor data was the inspection of the smoothed
hazard plot. A maximum time period of 12 months was set when producing the smoothed
hazard plot as hazard estimates are subject to substantial uncertainty and become unstable
when the number of patients at risk is small. The smoothed hazard plot (Figure 39: D)
demonstrated that the hazard of death does not appear to be constant overtime for either
comparator, suggesting an exponential model is unlikely to provide a good fit to the data.
The chemotherapy curve appears to be monotonically decreasing over time after 3 months,
suggesting a Weibull or Gompertz PSM may provide a reasonable fit to the data. The
immunotherapy curve show turning points indicating that the underlying hazard function is
not monotonic (either consistently increasing or decreasing), providing evidence to suggest

that the Weibull and Gompertz models may provide a poor fit to the data.

Based on the diagnostic plots, it is unlikely a PSM will provide a good fit to either

comparator; however, for completeness, no specific parameterisations were ruled out of the
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economic model. Consequently, a total of six PFS extrapolations were available for use in

the comparator treatment arms within the economic model.

The diagnostic plots indicated that the comparator data is likely to require a more flexible
model to capture PFS. Consequently, odds, hazard and normal restricted cubic spline
models, varying from one to three knots, were fitted to the data, in line with NICE TSD 21.%°
Not all spline models converged to the data, with the two- and three-knot models unable to
converge for the immunotherapy data and the two-knot and three-knot hazard models
unable to converge for the chemotherapy arm. While splines provided reasonable visual fits
to the immunotherapy PFS data, given the extremely poor fits of the single parametric
curves, piecewise models were fitted to the data, using the Kaplan-Meier until 3.2 months
and parametric extrapolations from there onwards. The cut-off time of 3.2 months was
selected based on two factors; a) median PFS was 3.2 months allowing enough information
in the remining data set to fit parametric curves, and b) the shape of the smoothed hazard
plot becomes more constant over time following the turning point around 3.2 months (Figure
39: D). The piecewise models provided a much-improved visual fit to the data and were

included as options in the economic model.

To determine the most appropriate models for use in the base-case analysis, guidance from
NICE TSD14 was followed, as described for the tepotinib OS data.'®® The statistical
goodness-of-fit of all fitted PSMs and splines to the chemotherapy PFS data and piecewise
models and splines fitted to the immunotherapy PFS data, are provided in Table 38. Based
on the AIC and BIC scores, the three-knot odds spline model provided the best statistical fit
to the chemotherapy data, with all other models providing a worse fit (>5 points). All PSMs
and converging spline models were visually compared in order to select the base-case
extrapolation (shown in Figure 40 and Figure 41). The log-logistic, and log-normal and
models show a poor visual fit to the chemotherapy PFS curve, with neither model capable of
fully capturing the shape of the Kaplan-Meier. The splines presented in Figure 40 display an

improved visual fit, providing a range of reasonable extrapolations to choose from.

For the immunotherapy PFS data, the log-logistic piecewise model provided the best
statistical fit to the data, with all other piecewise models excluding the Weibull and
Gompertz, producing reasonably good fits (within five points). None of the spline models
appeared to provide good visual fit, therefore just the piecewise parametric models were

visually compared in order to select the base-case extrapolation (Figure 42).
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Table 38: Statistical goodness-of-fit scores - Comparators PFS (weighted)

L Statistical goodness of fit Rank

Parameterisation
AlC BIC AlC | BIC

Chemotherapy — parametric curves
Exponential 831.1 833.3 5 5
Weibull 793.6 798.0 3 2
Gompertz 792.3 796.7 1 1
Log-logistic 811.2 815.5 4 4
Log-normal 920.7 925.0 6 6
Generalised-gamma 792.7 799.3 2 3
Chemotherapy — splines
Odds 1 knot 739.2 745.7 2 2
Odds 2 knot 762.0 770.8 4 5
Odds 3 knot 726.2 737.2 1 1
Hazard 1 knot 764.2 770.8 5 4
Normal 1 knot 771.1 777.7 6 6
Normal 2 knot 780.1 788.9 7 7
Normal 3 knot 741.2 752.2 3 3
Immunotherapy — piece-wise parametric curves
Exponential 380.8 381.9 5 4
Weibull 382.3 384.6 6 6
Gompertz 379.1 381.4 3 3
Log-logistic 376.3 378.6 1 1
Log-normal 377.3 379.6 2 2
Generalised-gamma 379.3 382.7 4 5
Immunotherapy — splines
Odds 1 knot 265.5 271.2 2 2
Hazard 1 knot 241.3 247.0 1 1
Normal 1 knot 267.1 272.8 3 3

Abbreviations: AIC, Akaike Information Criterion; BIC, Bayesian Information Criterion; PFS, progression free
survival.
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Figure 40: Parametric curve fits — Chemotherapy PFS (weighted)

Time 0 1 2 3 4 5 6 7 8 9 10
(years)
Numbers | - o5 | o4 8 6 0 0 0 0 0 0 0
at risk

Abbreviations KM, Kaplan-Meier; PFS, progression free survival.
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Figure 41: Spline curve fits — Chemotherapy PFS (weighted)

Time (years) 0 1 2 3 4 5 6 7 8 9 10

Numbers at risk 152 24

Abbreviations: KM, Kaplan-Meier; PFS, progression free survival

Company evidence submission template for tepotinib for treating advanced non-small-cell
lung cancer with MET gene alterations [ID3761]

© Merck Ltd (2021). All rights reserved Page 149 of 231



Figure 42: Parametric curve fits (piece-wise) — Immunotherapy OS (weighted)

Time (years) 0 1 2 3 4 5 6 7 8 9 10
Numbers at risk 146 32 15

Abbreviations: KM, Kaplan-Meier; PFS, progression free survival

For the chemotherapy arm, clinical experts stated that it was reasonable to assume a very
small proportion of patients would be progression-free in the long-term, as one or two
patients will always be longer-term survivors. They agreed that 1% seemed a reasonable
estimate at five-years, which left the Weibull, one knot odds, two knot odds and two knot
normal as plausible options. Based on visual fit and AIC/BIC, the one knot odds spline model

was selected as the base case for the chemotherapy arm.

For immunotherapies, clinical experts expected between 1-4% to be progression-free at
around five-years, leaving the piece-wise exponential, generalised gamma, log-logistic and
Weibull as options. Therefore, based on the clinical feedback and AIC/BIC, the piece-wise

log-logistic was taken forward as the base case for the immunotherapy arm.

B.3.3.2.3.  Base-case PFS settings

The log-normal, one knot odds spline and piece-wise log-logistic models were selected to
inform the base-case PFS extrapolations for tepotinib, chemotherapy and immunotherapy,

respectively. These curves were validated against external sources for their appropriateness
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(see Section B.3.2). Alternative plausible PFS extrapolations for tepotinib, immunotherapy
and chemotherapy were explored within scenario analysis (detailed in Section B.3.8.3). The

base case-curve fits are provided in Figure 43.

Figure 43: Base-case PFS extrapolations (VISION ITT, Chemotherapy)

Abbreviations: KM, Kaplan-Meier; ITT, intention to treat; PFS, progression-free survival

Company evidence submission template for tepotinib for treating advanced non-small-cell
lung cancer with MET gene alterations [ID3761]

© Merck Ltd (2021). All rights reserved Page 151 of 231



Figure 44: Base-case PFS extrapolations (VISION ITT, Inmunotherapy)

Abbreviations: KM, Kaplan-Meier; ITT, intention to treat; PFS, progression-free survival

B.3.3.3. Time on treatment

B.3.3.3.1.  Tepotinib

To estimate the proportion of patients on tepotinib per cycle, time-on-treatment (ToT) data
from VISION was utilised. Kaplan-Meier data was estimated and extrapolated using

parametric survival curves.

Table 39 presents the AIC and BIC goodness-of-fit statistics for the ToT extrapolations. The
exponential model appears to provide the best fit to the data with the second smallest AIC
and smallest BIC values. The log-logistic model also arguably provides a reasonable fit to
the data based on the criteria though the values are fairly close suggesting that all curves
provide a statistically reasonable fit. The parametric model fits to the ToT data is presented
in Figure 45. All models show a reasonable fit to the data, particularly in the initial 16
months. Between 16 and 24 months the extrapolations overestimate the time on treatment
observed in the KM estimates however, this is likely due to the models attempting to
compensate for the long plateau observed in the latter portion of the KM (due to heavy
censoring).
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Table 39: AIC and BIC — ToT — tepotinib (VISION)

Model Goodness-of-fit Rank
AlIC BIC AlC BIC

Exponential 932.5 935.5 3 1
Weibull 934.3 940.4 5 4
Gompertz 933.0 939.1 4 3
Log-logistic 929.8 935.8 1 2
Log-normal 937.5 943.5 6 6
Generalised gamma 932.2 941.3 2 5

Abbreviations: AIC, Akaike information criterion; BIC, Bayesian information criterion; ToT, time on treatment

Figure 45: ToT parametric curves for tepotinib

Time 0 1 2 3 4 5 6 7 8 9 10
(years)

Natrisk | 45q | 50 | 11 4 1 0 0 0 0 0 0
(censored)

Abbreviations: KM, Kaplan-Meier; ToT, time on treatment

The models provide fairly different predictions of ToT with the exponential providing a more
conservative estimate than the log-logistic and log-normal models. Clinical expert opinion
suggests that most patients would be expected to be off treatment at around five years. The
clinical input indicates that the log-logistic and log-normal models may provide a greater
estimate of ToT than would be expected, and that the other four models provide a more
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realistic projection of ToT. Clinical input also indicated that in practice there are usually one
or two patients who would remain responsive to treatment and remain on treatment for a
long period of time however, most will have stopped treatment by five years. Therefore,
based on clinical opinion, the generalised gamma PSM has been selected as the base case.

Other plausible parametric curves are explored in scenario analysis (see Section B.3.8.3).

B.3.3.3.2.  Comparators

ToT data was limited from the real-world data cohort therefore the model includes several

options to estimate the proportion of patients on treatment per cycle for the comparators.

e Option 1: ToT estimated using literature data and extrapolated assuming an

exponential distribution
o Option 2: Assume ToT = PFS

e Option 3: Estimate a ToT curve using the estimated difference between ToT and
PFS from VISION (HRepFs vs Tot: 0.82, 95% CI: 0.63 — 1.07).

All options described are limited as they are not representative of the actual duration of
treatment matching the efficacy used for PFS and OS. However, given that different
treatments have different durations, option 1 allows for these differences to be captured and
therefore used in the base case. The other options are tested in scenario analysis (see
Section B.3.8.3). For all ToT options, maximum treatment durations are accounted for to

ensure the ToT are capped at these timepoints (presented in Table 52).

Median or mean duration of treatment was sourced from the literature and extrapolated
assuming an exponential distribution, this may not be appropriate for some treatments
however does allow for some estimation of treatment duration to be included in the model.
In some cases, this resulted in the proportion of patients on treatment to be greater than
those who are progression-free. Most treatments will be treated until progression or
maximum treatment duration, but in some cases patients may be taken off treatment due
other reasons such as toxicity. As such, ToT would be expected to be similar but slightly
lower than the estimated PFS. Therefore, ToT is capped at PFS to ensure no one is on
treatment after they progress. Table 40 presents the mean or median duration of treatment
used to model the comparator ToT. The resulting curves after assuming exponential and

capping at PFS are presented in Appendix O.
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Table 40: Mean or median duration of treatment

Value -
Treatment Drug months Type Source
Pembrolizumab - 1L 7.9 Median TA53177
Pembrolizumab - 2L+ 54 Mean TA42874
IO monotherapy Atezolizumab 3.4 Median TA52076
Nivolumab - non squamous | 5.8 Mean TA48475
Nivolumab - squamous 6.1 Mean TA483170
Nivolumab/ Nivolumab 6.2 Median Hellmann et al,
ipilimumab Ipilimumab 4.1 Median | 2020
Docetaxel 4.1 Median
Docetaxel/ platinum | Cisplatin 4.1 Median ;883?;'23 etal
Carboplatin 4.1 Median
Gemcitabine 3.4 Median
Gemcitabine/ . : : Scagliotti et al,
platinum Cisplatin 3.4 Median 2008173
Carboplatin 3.4 Median
Paclitaxel 34 Median
Paclitaxel/ platinum | Cisplatin 3.4 Median ggggﬁr etal,
Carboplatin 3.4 Median
Vinorelbine 2.8 Median
Vinorelbine/ : . - Fossella et al
platinum Cisplatin 2.8 Median 2003172
Carboplatin 2.8 Median
Pemetrexed 8.1 Median
Pemetrexed/ . . . Gadgeel et al,
platinum Cisplatin 3.4 Median 2020175
Carboplatin 3.4 Median
Docetaxel Docetaxel 3.2 Mean TA4287
monotherapy
Docetaxel 5.0 Median
Docetaxel/ TA34772
nintedanib Nintedanib 4.2 Median
Docetaxel/ Docetaxel 4.1 Median Casal et al,
gemcitabine Gemcitabine 4.1 Median 200717
Vinorelbine Vinorelbine 16 Median | Kang et al, 2019177
monotherapy
Pemetrexed Pemetrexed 7.9 Mean TA40278
maintenance
Pembrolizumab 13.40 Mean
Pembrolizumab/ Pemetrexed 11.20 Mean Gadgeel et al,
pemetrexed/ . - 175
platinum 2 Cisplatin 3.60 Mean 2021
Carboplatin 3.60 Mean
Atezolizumab/ Atezolizumab 9.70 Mean TAS8479
bevacizumab/ Bevacizumab 8.40 Mean
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Treatment Drug mlth; Type Source

carboplatin/ Carboplatin 2.20 Median Socinski et al
litaxel @ ’

paciiaxe Paclitaxel 2.20 Median | 2018'

Abbreviations: 1L, first-line; 2L+, second-line plus; 10, immunotherapy
Notes: @2 Immunotherapies in combination with chemotherapies are included as a comparator for the untreated
population, presented in Appendix N.

B.3.3.4. Summary

Table 41 summarises the base case setting for each of the clinical parameters.

Table 41: Clinical parameter summary

Outcome Tepotinib Chemotherapy Immunotherapy

oS Log-logistic Weibull 1 knot normal spline
PFS Log-normal 1 knot odds spline Piece-wise log-logistic
ToT Generalised gamma Mean/median duration from the literature

Abbreviations: OS, overall survival; PFS, progression-free survival; ToT, time on treatment

B.3.3.5. Safety

Adverse events of treatments were included to account for the additional costs incurred due
to treatment toxicities. Grade 23 adverse events with incidence of greater than 5% in either
VISION or any of the comparators was included within the economic model. Five percent
was selected as this cut-off ensured that all the important adverse events were costed whilst

enabling the list of adverse events to be consolidated to a reasonable amount.

Adverse events for tepotinib were taken from the VISION study. Due to the lack of safety
data within the data sets used to inform the comparator efficacy, adverse events for the
individual treatment regimens were included from either previous NSCLC appraisals or
published literature. The overall adverse event incidences were calculated using the
treatment weightings presented in Table 34. For pembrolizumab, adverse events are
available for both the untreated and previously treated populations, therefore for the
population considering all patients, these adverse events are weighted based on the
untreated and previously treated split in the VISION trial (45.7% versus 54.3%, respectively).
Similarly, for nivolumab, adverse events are available for both the non-squamous and
squamous populations, therefore the overall adverse events for nivolumab were split using
the non-squamous versus squamous split in the VISION trial (9.3% versus 90.7%,

respectively).
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The incidence of the adverse events used in the base case is summarised in Table 42 and
Table 43. A constraint of relying on adverse events from the literature is the limited reporting
on certain adverse events, compared to tepotinib where all adverse events reported from
VISION can be included. As such, this approach is conservative given the expectation of an
improved safety profile of tepotinib compared to chemotherapies and immunotherapies.
Another limitation is the reliance of the comparator adverse events being based on the wider
NSCLC population as it is unclear how adverse events would differ for the METex14

skipping alteration patient group.
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Table 42: Grade 23 adverse event incidence — immunotherapies * chemotherapy

Pembrolizumab Nivolumab

Adverse event

Pembrolizumab/
pemetrexed/
platinum
Atezolizumab/
bevacizumab/
carboplatin/

Atezolizumab
paclitaxel

Untreated
Previously
treated
Nivolumab/
ipilimumab

Non-

X |squamous
Squamous

Alanine aminotransferase) increase

o
w

Alopecia

Amylase increase

Anaemia 4.5% 0.9% 0.5% 18.3% 6.8% 1.4%

Asthenia 0.6% 0.3% 3.5% 6.7% 1.4%

Bilirubin increased 4.3%

Cardiac failure

Cough 0.0%

Q

Diarrhoea 6.5% a 3.5% 1.0% 5.2% 3.0% 1.7%

Dyspnoea 1.9% 4.9% 4.2%

Fatigue 1.3% 1.2% 1.7% 3.1% 0.8% 6.9% 3.3% 1.7%

Febrile neutropenia 10.3%

Hyperglycaemia 2.6% 2.4%

Hypertension 7.5%

Hypoalbuminemia

Hypomagnesemia

Infection 0.6%

Leukopenia 0.8% 2.0%

Lipase increase

Lymphocyte count decrease

BERNNRNEN NEEEE HEN E-re

Nausea 0.3% 3.5% 4.0% 0.5%

Neuromotor
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Pembrolizumab Nivolumab e
> £ ® ® R o £ E S 5o
o ° > S = 3 = X SS®O [
‘T i 3 N o o o 0 E NRS X £ E
= © o3 = £ £ =535 (=520 S5 3
- o 20 o ' 5 ® 20 c o8 ox = E
3 £ > 3 S 3 3 EEE | 82E7% =
Adverse event K 5 g Z 25 |3 £22 | 2888 23
Neurosensory
Neutropenia | ] 0.4% 0.3% 16.0% 16.5%
Neutrophil count decrease 14.8%
Oedema peripheral/other - 0.6% 0.5%
Pain || 1.2% 2.1% 1.5%
Platelet count decrease 5.8%
Pleural effusion - 3.9%
Pneumonitis / pneumonia || 4.5% 0.5% 3.5% 0.8% 3.0%
Pulmonary/ respiratory tract infection - 0.2%
Thrombocytopenia 8.4% 4.8%
Vomiting | ] 0.6% 4.0% 0.3%
White blood cell count decrease 4.3%
Hellmann
Gadgeel et et al,
Source VISION'2! TA53177 TA4287 TA52076 TA4847° TA483170 al, 202075 | TA5847° 20207
Note:

a For pembrolizumab, the reported incidence for diarrhoea was Grade 22
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Table 43: Grade 23 adverse event incidence - chemotherapies

Adverse event

Lipase increase

= E = E —_ g =0 = .g 2 g § g §

2 S E SE e E S E $e | %t |28 |s5¢ S £ s g
S g2 B 2 £2 e 2 28 |22 |25 e3 % 2 5 2
2 |85 |EE |3% |gs (85 |82 8% |25 |t |E%
2 s S5 £ s So 8E |8 |8& |SE s & E

Alanine aminotransferase - 3.0% 10.3 0.3%

increase %

Alopecia 1.0% 1.0% 0.6% 1.0% 15.8%

Amylase increase -

Anaemia B | 0% 25.0% 25.0% 16% |25% |25% 6.4%

Asthenia | EEA 14.0% 1.9% 20.0% | 5.0% 3.5%

Bilirubin increased 3.2% 15.9 5.0%

%

Cardiac failure | 7.5%

Cough [ ] 7.5%

Diarrhoea B | 0% 4.0% 3.0% 8.1%2 | 341 |50% 1.0% 3.0% 0.3%

% a

Dyspnoea | 7.0% 2.0% 5.0%

Fatigue | 13.0% 36% |22% 3.5% 4.7%

Febrile neutropenia 2.0% 4.9% 72% | 5.0% 1.9%

Hyperglycaemia - 6.0%

Hypertension | ] 1.0% 0.7%

Hypoalbuminemia -

Hypomagnesemia [ ] 7.0%

Infection Bl 0% 5.0% 3.0% 8.0% 6.6%

Leukopenia [ ] 46.0% 2.5% 2.2%
]
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Adverse event
~ > > ~
= 2 - E _Flse =2 |28 |3 38
2 S g Se S g 5E 28 |8t |38 |58 5 |38
5 32 G 2 SE 22 %% |88 |85 |23 TE |BTE
o Q.= — = .= — — c
2 88 58 SE | 2% 8c |8E |85 |Z¢ 58 | &%
[ Qo 0o oo >0 o E Q'c (a1} S E oo o £
Lymphocyte count - 43.0%
decrease
Nausea Bl oo0% 27.0% 17.0% 03% |15% |7.5% 1.0% 8.0% 0.6%
Neuromotor 3.0% 12.0% 6.0% 2.5%
Neurosensory 4.0% 12.0% 4.0% 0.3%
Neutropenia | EZE 57.0% 17.0% 78.0% 12.3% | 9.1% | 27.5% 12.4% 5.8%
Neutrophil count decrease 6.1%
Oedema peripheral/other -
Pain B | 0% 1.0% 1.0% 125% | 1.0% 2.0% 1.1%
Platelet count decrease
Pleural effusion - 2.0% 2.0%
Pneumonitis / pneumonia | [l 3.0% 2.0%
Pulmonary/ respiratory - 22.5%
tract infection
Thrombocytopenia 3.0% 50.0% 4.0% 1.3% | 5.0% 6.9% 1.9%
Vomiting Bl s50% 23.0% 16.0% 0.6% 2.5% 1.0% 3.0% 0.3%
White blood cell count 3.2% 15.9
decrease %
Source VISION' | Docetaxel Gemcitabine | AVASTIN Docetaxel TA4287 | TA347 | Casal et | Vinorelbine | Scagliotti | Paz-Ares
21 prescribing | prescribing prescribing | prescribing | 4 72 al prescribing | etal, et al
information | label'8° information | information 200776 | information | 2008'73 2013183
179 181 179 182
Note:

a For docetaxel and docetaxel + nintedanib, the reported incidence for diarrhoea was Grade =2.

Company evidence submission template for tepotinib for treating advanced non-small-cell lung cancer with MET gene alterations [ID3761]

© Merck Ltd (2021). All rights reserved Page 161 of 231



B.3.4. Measurement and valuation of health effects

B.3.4.1. Health-related quality-of-life data from clinical trials

In the VISION trial, the EQ-5D-5L, EORTC-QLQ-C30 and EORTC QLQ-LC13
questionnaires were administered to patients to measure HRQL. The questionnaires were to
be completed every six weeks from Cycle 1, Day 1 until nine months and every 12 weeks
thereafter until disease progression, death or withdrawal of consent. Following progression,

questionnaires were continued up to 30 days.

A crosswalk algorithm by van Hout et al. (2012)'®* was used to map the EQ-5D-5L data to

EQ-5D-3L responses, and utility values as recommended by NICE."® The “eq5dcw” function
from the “eq5d” R package was used to obtain the utility values. To estimate EQ-5D ultilities,
complete responses of all five dimensions from the EQ-5D questionnaire (mobility, self-care,

usual activities, pain/discomfort, anxiety/depression) were required.

In total, 973 EQ-5D-5L observations were available from 150 of the 151 patients. Of these,
808 were recorded in the progression-free health state with the remaining 165 recorded

post-progression (defined by investigator).

A tabulated summary of the EQ-5D utility values by progression status is provided in Table
44. This table does not account for repeated measures for individual patients (i.e., patients
who are progression-free for longer having multiple observations), and so should be

interpreted with caution.

Table 44: Summary of utility values by progression status

Health state Number of patients | Number c_Jf Mean Median
observations

Pre-progression 150 808 0.732 0.767

Post-progression 101 165 0.694 0.735

Linear mixed model (LMM) regressions were fitted to the utility data to support the
interpretation of changes in utility according to progression status. The use of LMM enables
dependencies within the data (i.e., correlated repeated measurements within patients) to be
accounted for when demonstrating the overall mean pattern of change over time. Three

regression models were considered:

1. Utility ~ progression
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2. Utility ~ progression + baseline observation
3. Ultility ~ progression + baseline observation + treatment line

An overview of the statistical goodness-of-fit for each regression is provided in Table 45. AIC
and BIC values were used to assess the quality of the model fit. The results of the LMM

regressions are provided in Table 46.

Table 45: Statistical goodness-of-fit for LMM regressions

Model AIC BIC
1 (progression) -570.39 -550.87
2 (progression + baseline observation) -594.99 -570.59
3 (progression + baseline observation + treatment line) -593.33 -564.05
Abbreviations: AIC, Akaike Information Criteria; BIC, Bayesian Information Criteria
Table 46: LMM regressions output
Coefficient Value SE p-value
Model 1 (progression)
Progression-free 0.6985 0.0166 <0.001
Post-progression -0.0656 0.0142 <0.001
Model 2 (progression + baseline observation)
Progression-free 0.7180 0.0168 <0.001
Post-progression -0.0817 0.0143 <0.001
Baseline observation -0.0781 0.0150 <0.001
Model 3 (progression + baseline observation + treatment line)
Progression-free 0.7077 0.0243 <0.001
Post-progression -0.0818 0.0143 <0.001
Baseline observation -0.0782 0.0150 <0.001
Previously treated 0.0191 0.0323 0.5566

Abbreviation: SE, standard error

The inclusion of baseline observation as a covariate was found to improve the model fit
(Table 45) and was found to be a statistically significant predictor of utility (indicated by the
p-values in Table 46). The inclusion of treatment line (defined as untreated or previously
treated) as a covariate did not improve the model fit (Table 45), nor was it found to be a
significant predictor of utility, (p-value: 0.5566). Therefore, Model 2 (progression + baseline
observation) was selected for inclusion within the cost-effectiveness model. The utility values

utilised within the economic model are presented in Table 47.

Company evidence submission template for tepotinib for treating advanced non-small-cell
lung cancer with MET gene alterations [ID3761]

© Merck Ltd (2021). All rights reserved Page 163 of 231



Table 47: Model utility values

Health state Mean utility
Pre-progression 0.7180
Post-progression 0.6363

B.3.4.2. Mapping

HRQL was collected using the EQ-5D-5L questionnaire in the VISION study with a
crosswalk used to establish EQ-5D-3L responses to derive utility as per the NICE reference

case. As such, no mapping techniques were required.

B.3.4.3. Health-related quality-of-life studies

An SLR of published literature was conducted to identify all relevant utility studies for
patients with advanced NSCLC harbouring METex14 skipping alterations. No published
HRAQL studies were identified in the literature for NSCLC patients harbouring METex14 with
the exception of those reported from VISION at baseline (see Appendix H).

In order to provide context of utility values of patients with advanced NSCLC, a targeted
literature search was conducted to identify reported outcomes in previous NICE submissions
for the comparator treatments listed within the final scope (further details are provided in
Appendix G). Of the reported HRQL values used within the previous NICE submissions, the
utilities for progression-free and progressed were taken forward for the economic model to

use within scenario analysis.

o Nafees et al. (2008) is a study reporting health-related quality of life estimates for
patients with metastatic NSCLC on second-line treatment.'® Members of the general
public were asked to complete the Visual Analogue Scale (VAS) and standard
gamble of health states describing metastatic NSCLC looking at varying progression
status and toxicities. This study has been used in many previous NSCLC
submissions to inform their health state utility values”'®" or included in scenario

analysis.

e Chouaid et al. (2013) study has also been used in previous NSCLC submissions.”®88
The study prospectively measured health states in advanced NSCLC with 263
patients from 25 centres including the UK using EQ-5D and EQ-VAS. The other

values from previous submissions were mainly based on the data collected from their

Company evidence submission template for tepotinib for treating advanced non-small-cell
lung cancer with MET gene alterations [ID3761]

© Merck Ltd (2021). All rights reserved Page 164 of 231



pivotal trials with a couple differing based on the final appraisal committee

preferences (Table 48).

The utility values for untreated group ranged from 0.85 to 0.71 for the progression-free
health state and 0.74 to 0.67 for the progressed state. For the second-line and previously
treated values, these ranged from 0.75 to 0.62 and 0.69 to 0.46 for the progression-free and
progressed health state, respectively. The VISION utility values (presented in Table 47), sit
between the ranges presented in the literature, though there would be an expectation of
worse values compared to the untreated group and more in line with the previously treated
group. However, the literature value ranges overlap between the untreated and previously
treated values and overlap between the progression-free and progressed values, therefore
interpretation of the most appropriate ‘reference’ is unclear. The literature sources are from
different NSCLC populations, with generally younger patients compared to METex14
patients and in wildtype NSCLC therefore direct comparison with the values from VISION is
not necessarily appropriate. However, this does show that the values derived from VISION
are in line with the expected values for patients with NSCLC and clinical experts at the
advisory board confirmed that the utilities from VISION appeared reasonable for this patient

group.

Table 48: HRQL studies used in previous NSCLC NICE submissions

Source Utility value (SE)
Progression-free Progression

Nafees et al. (2008)'86 (2L) 0.67 0.47

Chouaid et al. (2013)'88

1L 0.71 (0.24) 0.67 (0.20)

2L 0.74 (0.18) 0.59 (0.34)

3L/4L 0.62 (0.29) 0.46 (0.38)

TA5847% — Atezolizumab in combination (1L)

IMPower 0.71 0.69

TA53177 — Pembrolizumab (1L) (PD-L1>50%,

1L) 0.85 0.74

Keynote 024

TA4287 — Pembrolizumab (PD-L1>50%, 2L+)

Keynote 010 0.75 0.66

TA4847% — Nivolumab (non-squamous 2L+)

CheckMate 057 0.74 (0.23) 0.69 (0.30)

Committee preference 0.71 0.57

TAB55'%3 — Nivolumab (squamous 2L+)

CheckMate 017 0.75 (0.23) 0.59 (0.32)

Committee preference 0.69 0.51

Abbreviations: 1L, first-line (untreated); 2L, second-line; 2L+, previously treated; 3L/4L, third/fourth line; HRQL,
health-related quality of life; NSCLC, non-small cell lung cancer; SE, standard error
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B.3.4.4. Adverse reactions

The impact of Grade =3 adverse events on HRQL was explored in the cost-effectiveness

analysis. Utility decrements for each of the adverse events included in the analysis

(described in Table 42 and Table 43) were sourced from the literature or from previous

NSCLC appraisals. Adverse event utility decrements are applied in the model for the

expected duration of each adverse event, the data for which were sourced from the VISION

study. When an adverse event duration could not be estimated from VISION, the duration

was assumed to be the mean of the available duration estimates from VISION or sourced

from other NSCLC appraisals. The disutility and expected duration are presented in Table

49.

Table 49: Disutilities of adverse events

Adverse event Disutility Duration | Source for Source for
(days) disutility duration
ALT increase -0.050 54.8 Assumption based | VISION!
on TA34772
Alopecia -0.045 37.2 Nafees et al. Assumed based on
(2008)86 mean duration of all
AEs in VISION12!
Amylase increase -0.050 76.0 Assumed same as | VISION™!
ALT increase
Anaemia -0.073 3.0 Assumed same as | VISION'2!
fatigue as per
TA181
Asthenia -0.073 52.0 Assumed same as | VISION'!
fatigue
Bilirubin increased -0.050 37.2 Assumed same as | Assumed based on
ALT increase mean duration of all
AEs in VISION'?!
Cardiac failure -0.105 9.5 McMurray et al, VISION 2!
2018)189
Cough -0.046 22.0 Doyle et al. VISION 21
(2008)1e0
Diarrhoea -0.047 3.0 Nafees et al. VISION
(2008)"86
Dyspnoea -0.050 18.8 Doyle et al. VISION 21
(2008)1°0
Fatigue -0.073 212.0 Nafees et al. VISION 21
(2008)86
Febrile neutropenia -0.090 7.1 Nafees et al. TABG2819"
(2008)186
Hyperglycaemia -0.122 1.0 Palmer et al. VISION 21
(2016)192 (Currie et
al. (2006)193
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Adverse event Disutility Duration | Source for Source for
(days) disutility duration
Hypertension -0.030 150.0 Paracha et al. VISION™21
(2018)'9 (Nafees
et al. 20169)
Hypoalbuminemia -0.050 3441 Assumed same as | VISION'2!
white blood cell
decrease
Hypomagnesemia -0.0028 7.0 CADTH 202019 VISION 21
Infection -0.050 15.0 Assumption based | VISION'2!
on TA34772
Leukopenia -0.090 200.0 Assumed same as | VISION!
neutropenia as per
TA52076
Lipase increase -0.073 38.2 Assumed same as | VISION™!
anaemia
Lymphocyte count -0.05 46.0 Assumed same as | VISION'2!
decrease white blood cell
decrease
Nausea -0.048 10.5 Nafees et al. VISION21
(2008)186
Neuromotor -0.150 37.2 Tabberer et al. Assumed based on
2006197 mean duration of all
AEs in VISION2!
Neurosensory -0.150 37.2 Tabberer et al. Assumed based on
2006197 mean duration of all
AEs in VISION'2!
Neutropenia -0.090 158.0 Nafees et al. VISION 21
(2008)186
Neutrophil count -0.090 2.5 Assumed same as | TA628'!
decrease neutropenia
Oedema -0.085 180.9 Hagiwara et al. VISION 2!
peripheral/other (2018)198
Pain -0.069 31.0 Doyle et al. VISION
(2008)1%0
Platelet count decrease | -0.050 37.2 Assumed same as | Assumed based on
white blood cell mean duration of all
count decrease AEs in VISION!
Pleural effusion -0.008 125.1 Assumed same as | VISION'2!
pneumonia
Pneumonitis / -0.008 19.6 Marti et al. VISION™2!
pneumonia (2013)"%° as per
TA655'63 and
TA52076
Pulmonary/respiratory | -0.186 33.9 Hunter et al. VISION 21
tract infection (2015)2%0 as per
TA520134
Thrombocytopenia -0.003 37.2 Handorf et al. Assumed based on
(2012)201 mean duration of all
AEs in VISION2
Vomiting -0.048 2.0 Nafees et al. VISION 21
(2008)86
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Adverse event Disutility Duration | Source for Source for
(days) disutility duration
White blood cell count -0.050 37.2 Assumption based | Assumed based on
decrease on TA34772 mean duration of all
AEs in VISION'!

Abbreviations: AEs, adverse events; ALT: Alanine aminotransferase

B.3.4.5. Health-related quality-of-life data used in the cost-effectiveness
analysis

For the base case, utilities derived from VISION have been used to directly inform the health

states in the model for all treatments, with values from the literature and previous NSCLC

NICE appraisals tested in scenario analyses (see Table 48). The values derived from

VISION are based directly on a relevant METex14 patient population and measure the

health states as per the economic model using EQ-5D.

Age-related utility decrements have also been included in the model base case to account
for the natural decline in quality of life associated with age. This was done by estimating the
utility values of the general population at each age and creating a utility multiplier based
upon the algorithm by Ara and Brazier, 2010.2°2 This multiplier is applied in each cycle
throughout the model time horizon. The algorithm used to estimate the multiplier is shown

below:

General population utility value

= 0.9508566 + 0.0212126 X male — 0.0002587 x age — 0.0000332 X age?
Table 50 summarises the utility values used in the base case analysis.

Table 50: Summary of utility values for cost-effectiveness analysis

Health state Utility Reference in Justification
value submission

(section and page

number)
Progression-free 0.719 Section B.3.4.1, EQ-5D values derived

Page 162 from a relevant
Progressed 0.638 METex14 patient

population
ALT increase -0.050 Section B.3.4.4, Identified through
Alopecia -0.045 Page 166 targeted literature
- search and based on

Amylase increase -0.050 values used in
Anaemia -0.073 previous NSCLC
Asthenia -0.073 appraisals or
Bilirubin increased -0.050 assumed equivalent
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Health state Utility Reference in Justification
value submission

(section and page
number)

Cardiac failure -0.105 to a similar adverse

Cough -0.046 event

Diarrhoea -0.047

Dyspnoea -0.050

Fatigue -0.073

Febrile neutropenia -0.090

Hyperglycaemia -0.122

Hypertension -0.030

Hypoalbuminemia -0.050

Hypomagnesemia -0.003

Infection -0.050

Leukopenia -0.090

Lipase increase -0.073

Lymphocyte count decrease -0.05

Nausea -0.048

Neuromotor -0.150

Neurosensory -0.150

Neutropenia -0.090

Neutrophil count decrease -0.090

Oedema peripheral/other -0.085

Pain -0.069

Platelet count decrease -0.050

Pleural effusion -0.008

Pneumonitis/ pneumonia -0.008

Pulmonary/ respiratory tract infection | -0.186

Thrombocytopenia -0.003

Vomiting -0.048

White blood cell count decrease -0.050

B.3.5. Cost and healthcare resource use identification,
measurement and valuation

In line with the NICE reference case, the perspective on costs is that of the NHS and PSS in
England. An SLR for health care resource use and cost data relevant to this submission is

reported in Appendix .

Company evidence submission template for tepotinib for treating advanced non-small-cell
lung cancer with MET gene alterations [ID3761]

© Merck Ltd (2021). All rights reserved Page 169 of 231



B.3.5.1. Intervention and comparators’ costs and resource use

B.3.5.1.1.  Drug acquisition costs

The unit drug costs for each treatment included within the cost-effectiveness analysis and its
source are summarised in Table 51. The majority of the unit drug costs are sourced from the
British National Formulary (BNF) with some sourced from the drugs and pharmaceutical
electronic market information tool (eMIT). If multiple options were available for each size, the
lowest cost per size was taken forward and included in the model. Tepotinib incorporates a
confidential discount of - As the discounts of the other treatments are unknown, no

discounts are applied.

Table 51: Unit costs of each treatment

Treatment Size Cost Source
Tepotinib 60 x 250 mg tablets 2 _ Merck
I

Pembrolizumab 1 x 100 mg vial £2,630.00 BNF 2021208

Nivolumab 1 x 40 mg vial £439.00 BNF 2021203
1 x 100 mg vial £1,097.00
1 x 240 mg vial £2,633.00

Atezolizumab 1 x 1200 mg vial £3,807.69 BNF 2021208
1 x 840 mg vial £2,665.38

Bevacizumab 1 x 100 mg vial £218.39 BNF 2021203
1 x 400 mg vial £831.96

Carboplatin 1 x 150 mg vial £6.03 eMIT 2021204
1 x 450 mg vial £13.76
1 x 50 mg vial £3.37
1 x 600 mg vial £24 11

Cisplatin 1 x 100 mg vial £8.73 eMIT 2021204
1 x 50 mg vial £5.38

Docetaxel 1 x 160 mg vial £17.95 eMIT 2021204
1 x 20 mg vial £3.77
1 x 80 mg vial £9.13

Nintedanib 60 x 100 mg tablets £2,151.10 BNF 2021203
120 x 100 mg tablets £2,151.10
60 x 150 mg tablets £2,151.10

Paclitaxel 1 x 100 mg vial £7.22 eMIT 2021204
1 x 150 mg vial £12.41
1 x 300 mg vial £17.66
1 x 30 mg vial £4.41

Pemetrexed 1 x 100 mg vial £125.00 BNF 2021203
1 x 500 mg vial £450.00

Vinorelbine 1 x 10 mg vial £29.00 BNF 2021203
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Treatment Size Cost Source
1 x 50 mg vial £139.00

Gemcitabine 1 x 200 mg vial £6.40 BNF 2021203
1 x 1600 mg vial £140.00
1 x 2000 mg vial £26.86
1 x 2200 mg vial £200.00

Ipilimumab 1 x 200 mg vial £15,000.00 BNF 2021203
1 x 50 mg vial £3,750.00

Crizotinib © 60 x 200 mg tablets £4,689.00 BNF 2021203
60 x 250 mg tablets £4,689.00

Brigatinib b 28 x 30mg tablets £1,225.00 BNF 2021203
28 x 90 mg tablets £3,675.00
28 x 180 mg tablets £4,900.00

Abbreviations: PAS, patient access scheme; BNF, British National Formulary; eMIT, electronic market
information tool

Note: @ Each pack contains 250mg tablets of tepotinib hydrochloride hydrate equivalent to 225mg of tepotinib.
b Drug costs used as subsequent therapies only

The dosing schedule for each treatment was taken from the treatments summary of product
characteristics (SmPC). If it was unclear what dose is used for NSCLC patients from the
SmPC, alternative sources using published trials or specific NHS dosing for lung cancer was
used (see Table 52). Treatment stopping rules are included based on SmPC or NICE
guidance. Where guidance suggests 4 to 6 cycles for some chemotherapy regimens, the

maximum of 6 cycles has been assumed.

Tepotinib is dosed as 450 mg daily (equivalent to 500 mg of tepotinib hydrochloride hydrate).
In the draft SmPC (Appendix C), tepotinib can be reduced to 225 mg (one tablet daily,
equivalent to 250 mg tepotinib hydrochloride hydrate) in the case of adverse events of grade
2 3, or temporary interruption can also be considered. In the VISION study, dose reductions
were allowed for patients with adverse events. In those cases of dose reductions in VISION,
doses were reduced to 300mg tepotinib hydrochloride hydrate daily though further
reductions were subject to case-by-case decisions. To account for dose reductions, missed
doses and treatment interruptions, the relative dose intensity from VISION has been
incorporated in the base case. The dose reductions allowed in the VISION study differ to the
expected use in clinical practice, however given that dose reductions and interruptions can
still be considered, the impact is expected to be similar. Dose intensity was also included for
the comparators to account for missing doses or reductions in some treatments, sourced

from the literature.

For treatments dependent on patients’ BSA or weight, patient-level data from VISION are
used with the method of moments technique to calculate the average number of vials that

would be required to satisfy one administration of treatment.?°® The method of moments first
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derives a log-normal distribution for the patient BSA or weight within the study based upon
the mean and standard deviation measured at baseline. It then uses the log-normal
distribution to predict what proportion of patients requires each number of vials to administer
the required dose. This method assumes that patients only receive whole vials (no vial
sharing), and thus accounts for drug wastage. The number of vials needed per
administration per patient weight is calculated based on the possible vial combinations of
multiple vial sizes. All the possible vial combinations (up to five vials) and their respective
doses were calculated; where there were more than one of the same dose, only the cheaper
of the options was carried forward. An alternative method is included within scenario
analysis using the minimum cost per mg for each treatment (i.e., excluding wastage). For
oral therapies, to account for wastage the model calculates when a new pack is required
then it is costed for accordingly. If patients come off treatment before the next pack, the cost

of the full pack is still costed for.

Carboplatin uses an area under the concentration-versus-time curve (AUC) technique to

estimate the dosage.?*® This is calculated as:
Dose (mg) = Target AUC X [GFR ml/min+ 25]

The global filtration rate (GFR) was calculated using the patient-level data from VISION

using the Cockcroft and Gault formula:2”

140 — age y Weight

GFR = sex X
Serum Creatinine 72

Patient’s serum creatinine level was assumed to be 0.93 mg/dL based on the mid-range of

the typical serum creatinine levels for males and females.?%

Table 52 presents the treatment regimens with the dosing schedules, dose intensity and cost
per treatment cycle. Some comparator treatments may have patient access schemes,

however as these are confidential, no discounts are applied.
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Table 52: Dosing schedules and cost per dose for each treatment regimen

Treatment regimen Drug Dose Max Dose Cost per Dosing source Dose intensity
duration intensity dose/pack source
Tepotinib 500 mg once daily - | VISION121 VISION'2!
10 monotherapy Pembrolizumab 200 mg Q3w 2 years 99.2% £5,218.45 KEYTRUDA SmPC165 TA53177
Atezolizumab 1,200 mg Q3wW 2 years 97.7% £3,720.11 Tecentrig SmPC2%° TA5207¢
Nivolumab 240 mg Q2w 2 years 99.2% £2,612.20 OPDIVO SmPC?10 Assumed same as
pembrolizumab
Nivolumab/ Nivolumab 360 mg Q3W - 99.2% £4,136.06 Hellmann et al. (2020)'" Assumed same as
ipilimumab loiimumab 1 mglkg Q6W - 99.2% £7.085.85 Hellmann et al, (2020)771 | Pemprolizumab
Docetaxel/ platinum Docetaxel 75 m?2 Q3W 6 cycles 94.0% Docetaxel SmPC (2021)?"; | Fossella et al.
£17.70 NHS (2017)212 (2003)'72
Cisplatin 75 m2 Q3W 6 cycles 94.0% Docetaxel SmPC (2021)31;
£13.50 NHS (2017)212
Carboplatin AUC 5 Q3W 6 cycles 93.0% £12.79 NHS (2017)212
Gemcitabine/ platinum | Gemcitabine 1,250 mg/m? Q3W 4 cycles 85.8% Gemcitabine SmPC;2'3 Scagliotti et al.
day 1 and 8 £39.38 NHS (2017)212 (2008)'73
Cisplatin 80 m?2 Q3W 4 cycles 93.5% Gemcitabine SmPC;2'3
£13.92 NHS (2017)212
Carboplatin AUC 5 Q3W 4 cycles 93.5% £12.86 NHS (2017)2'2
Paclitaxel/ platinum Paclitaxel 175 mg/m2 Q3W 4 cycles 94.0% £24.89 Paclitaxel SmPC?14 206Assumed same as
Cisplatin 80 mg/m? Q3W 4 cycles 94.0% £14.00 Paclitaxel SmPCZ docetaxel + platinum
Carboplatin AUC 5 Q3w 4 cycles 93.0% £12.79 Carboplatin SmPC
Vinorelbine/ platinum | Vinorelbine 25 mg/m?2 day 1 and | 4 cycles 78.0% NHS (2017)212 Fossella et al.
8 Q3w £105.81 (2003)172
Cisplatin 80 mg/m? Q3W 4 cycles 78.0% £11.61 NHS (2017)212
Carboplatin AUC 5 Q3W 4 cycles 78.0% £10.73 NHS (2017)'2
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Treatment regimen Drug Dose Max Dose Cost per Dosing source Dose intensity
duration intensity dose/pack source
Docetaxel Docetaxel 75 m? Q3W 6 cycles 98.7% Docetaxel SmPC (2021)3'"; | TA34772
monotherapy £18.59 NHS (2017)212
Docetaxel/ nintedanib | Docetaxel 75 m? Q3W - 98.1% Docetaxel SmPC (2021)2"; | TA34772
£18.47 NHS (2017)212
Nintedanib 200 mg twice daily - 91.2% Nintedanib SmPC
days 2-21 Q3W £1,961.80
Docetaxel/ Docetaxel 75 m2 Q3W day 8 6 cycles 98.0% £18.45 Casal et al. (2007)'7 Casal et al. (2007)'76
gemcitabine Gemcitabine 1,000 mg/m2 Q3W | 6 cycles 98.0% Casal et al. (2007)17
day 1 and 8 £101.33
Vinorelbine Vinorelbine 30 mg/m? day 1 and | 4 cycles 93.0% £147.98 NHS (2017)212 Kang et al. (2019)'77
monotherapy 8 Q3w
Pemetrexed/ platinum | Pemetrexed 500 mg/m? Q3W 4 cycles 94.8% £859.908 NHS (2017)212 Scagliotti et al.
173
Cisplatin 75 m? Q3W 4 cycles 95.0% £13.65 NHS (2017)212 (2008)
Carboplatin AUC 5 Q3W 4 cycles 95.0% £13.07 NHS (2017)212
Pemetrexed Pemetrexed 500 mg/m? Q3W - 93.7% £850.00 Alimta SmPC21° Paz-Ares et al.
maintenance (2013)18
Pembrolizumab/ Pembrolizumab 200 mg Q3w 2 years 95.6% £5,028.56 KEYTRUDA SmPC;165 TA683164
pemetrexed/ platinum Gandhi et al. (2018)26
a (KEYNOTE-089)
Pemetrexed 500 mg/m? Q3W - 95.6% £867.24 Alimta SmPC;2'® Gandhi et
al. (2018)2'6 (KEYNOTE-
089)
Cisplatin 75 m2 Q3W 4 cycles 95.6% Alimta SmPC;2'5 Gandhi et
al. (2018)2'6 (KEYNOTE-
£13.73 089)
Carboplatin 400 mg/m2 Q3W 4 cycles 95.6% Carboplatin SmPC;206
Gandhi et al. (2018)26
£24.53 (KEYNOTE-089)
Atezolizumab/ Atezolizumab 1,200 mg Q3W 2 years 94.0% Tecentrig SmPC;209 TA58479
bevacizumab/ Socinski et al. (2018)'78
£3,579.23 (IMPower150)
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Treatment regimen Drug Dose Max Dose Cost per Dosing source Dose intensity
duration intensity dose/pack source
carboplatin/ paclitaxel | Bevacizumab 15 mg/kg Q3W 2 years 93.8% AVASTIN SmPC; Socinski
a £2,040.65 et al 2018 (IMPower150)
Carboplatin AUC 6 Q3W 4 cycles 93.8% Tecentrig SmPC;20°
Socinski et al. (2018)178
£19.22 (IMPower150)
Paclitaxel 200 mg/m? Q3W 4 cycles 93.8% Tecentrig SmPC;20°
Socinski et al. (2018)'78
£27.26 (IMPower150)

Abbreviations: AUC, area under the concentration versus time curve; PAS, patient access scheme; Q2W, every two weeks, Q3W, every 3 weeks; Q6W, every 6 weeks; SmPC, summary of

product characteristics
Notes: @ Immunotherapies in combination with chemotherapies are included as a comparator for the untreated population, presented in Appendix N.
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For platinum regimens, the split between carboplatin and cisplatin was based on the real-
world cohort data which showed that of the patients having platinum therapy, 84.4% were on
carboplatin. This split is applied to all platinum-based regimens and in line with clinical expert
opinion who estimated that approximately 80-90% of patients have carboplatin over cisplatin.
In scenario analysis, pemetrexed maintenance treatment is applied to some patients after
they complete four cycles of chemotherapy (docetaxel, vinorelbine, paclitaxel, gemcitabine
or pemetrexed) plus platinum treatment in line with the JMEN study.?" It this scenario, it is
assumed that 50% of patients who finish chemotherapy plus platinum go onto pemetrexed

maintenance treatment based on clinician expert opinion.

B.3.5.1.2. Administration costs

Treatment administration costs are based on NHS reference costs 19/202'8 in line with the
HRG codes from the National Tariff Chemotherapy Regimens List 17/18.2"° These are also
consistent with previous NSCLC appraisals. For some chemotherapy with platinum regimens
requiring multiple administrations per cycle (e.g., gemcitabine), a separate administration
cost is applied to that dose where chemotherapy is given alone without platinum (e.g., on
Day 8). Different administration costs are given for cisplatin and carboplatin based on the
National Tariff Chemotherapy Regimens List 17/18, therefore the overall administration cost
is weighted based on the estimated proportion of patients receiving cisplatin versus
carboplatin (84.4%).

For oral treatment the cost of 12 minutes of pharmacy time was assumed, in line with

TA406%%° and preferred assumptions of the committee in TA395.22

Table 53: Cost per administration

Treatment regimen Drug Cost per Currency code
administration
Tepotinib £10.40 PSSRU 2020. Hospital based

scientific and professional staff —
Band 6 — radiologist cost per
working hour (12 minutes)?22

10 monotherapy Pembrolizumab | £295.92 SB12Z - Deliver Simple
Parenteral Chemotherapy at
First Attendance (DCRDN)

Atezolizumab

Nivolumab
Nivolumab/ ipilimumab Nivolumab £295.92 SB12Z - Deliver Simple
Parenteral Chemotherapy at
First Attendance (DCRDN)
Ipilimumab £428.26 (in SB14Z - Deliver Complex
combination with Chemotherapy, including
nivolumab) Prolonged Infusional Treatment,

at First Attendance (DCRDN)
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Treatment regimen Drug Cost per Currency code
administration
Docetaxel/ platinum Docetaxel £345.15 -
Cisplatin SB14Z - Deliver Complex
Chemotherapy, including
Prolonged Infusional Treatment,
at First Attendance (DCRDN)
Carboplatin SB13Z - Deliver more Complex

Parenteral Chemotherapy at
First Attendance (DCRDN)

Gemcitabine/ platinum

Gemcitabine

£363.37 (day 8
only)

SB15Z - Deliver Subsequent
Elements of a Chemotherapy
Cycle (DCRDN)

Cisplatin

Carboplatin

£345.15

SB14Z - Deliver Complex
Chemotherapy, including
Prolonged Infusional Treatment,
at First Attendance (DCRDN)

SB13Z - Deliver more Complex
Parenteral Chemotherapy at
First Attendance (DCRDN)

Paclitaxel/ platinum

Paclitaxel

Cisplatin

Carboplatin

£428.26

SB14Z - Deliver Complex
Chemotherapy, including
Prolonged Infusional Treatment,
at First Attendance (DCRDN)

Vinorelbine/ platinum

Vinorelbine

£363.37 (day 8
only)

SB15Z - Deliver Subsequent
Elements of a Chemotherapy
Cycle (DCRDN)

Cisplatin

£428.26

SB14Z - Deliver Complex
Chemotherapy, including
Prolonged Infusional Treatment,
at First Attendance (DCRDN)

Carboplatin

£295.92

SB12Z - Deliver Simple
Parenteral Chemotherapy at
First Attendance (DCRDN)

Docetaxel monotherapy

Docetaxel

£295.92

SB12Z - Deliver Simple
Parenteral Chemotherapy at
First Attendance (DCRDN)

Docetaxel/ nintedanib

Docetaxel

£295.92

SB12Z - Deliver Simple
Parenteral Chemotherapy at
First Attendance (DCRDN)

Nintedanib

£10.40

PSSRU 2020. Hospital based
scientific and professional staff —
Band 6 — radiologist cost per
working hour (12 minutes)???

Docetaxel/ gemcitabine

Docetaxel

Gemcitabine

£295.92 (day 1)

£363.37 (day 8)

SB12Z - Deliver Simple
Parenteral Chemotherapy at
First Attendance (DCRDN)
SB14Z - Deliver Complex
Chemotherapy, including

Prolonged Infusional Treatment,
at First Attendance (DCRDN)

Vinorelbine
monotherapy

Vinorelbine

£295.92

SB12Z - Deliver Simple
Parenteral Chemotherapy at
First Attendance (DCRDN)
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Treatment regimen Drug Cost per Currency code
administration
Pemetrexed/ platinum Pemetrexed £345.15 -
Cisplatin SB14Z - Deliver Complex
Chemotherapy, including
Prolonged Infusional Treatment,
at First Attendance (DCRDN)
Carboplatin SB13Z - Deliver more Complex
Parenteral Chemotherapy at
First Attendance (DCRDN)
Pemetrexed Pemetrexed £295.92 SB12Z - Deliver Simple
maintenance Parenteral Chemotherapy at
First Attendance (DCRDN)
Pembrolizumab/ Pembrolizumab | £428.26 SB14Z - Deliver Complex
pemetrexed/ platinum 2 "pometrexed Chemotherapy, including
—— Prolonged Infusional Treatment,
Cisplatin at First Attendance (DCRDN):
Carboplatin Assumed same as TA58479
Atezolizumab/ Atezolizumab £428.26 SB14Z - Deliver Complex
bevacizur_nab/ _ Bevacizumab Chemotherapy, .including
carboplatin/ paclitaxel @ i Prolonged Infusional Treatment,
Carboplatin at First Attendance (DCRDN):
Paclitaxel As per TA5847°

Note: Platinum based regimens are weighted based the real-world cohort data assuming [JJl|% on carboplatin
versus cisplatin. 2 Immunotherapies in combination with chemotherapies are included as a comparator for the
untreated population, presented in Appendix N.

B.3.5.2. Health-state unit costs and resource use

Disease monitoring resource use costs are based on a health technology assessment for
adult patients with advanced or metastatic NSCLC by Brown et al. (2013)?2 and are
consistent with the source used in other NSCLC appraisals.”>77:7982.164 The disease
monitoring resource use is split by health state; progression-free and post-progression.
Clinicians explained that disease monitoring doesn’t usually change by progression status,
but is mainly dependant on the treatment status, therefore, progression-free costs were
applied to all patients in the progression-free health state and to the proportion of patients
who go onto subsequent treatment. Patients who have progressed and do not receive
subsequent treatment acquire the progressed disease costs. This approach is also

consistent with previous NSCLC appraisals.’?77:82.164

Table 54 presents the resource use for monitoring and disease management in the
progression-free and progressed health state and unit costs. The unit costs were sourced
from NHS reference costs 19/202'® or taken from Brown et al.??®> The estimated per week
monitoring and disease management costs were £79.11 and £143.88 per week,

respectively, for the progression-free and progressed periods.
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Table 54: Disease monitoring resource use frequencies and costs

Resource Progression- | Progressed | Unit Source Unit cost | Source
free
Outpatient visit 9.61 7.91 Per annum Big Lung Trial?24 £166.20 NHS reference costs 19-20.218
Consultant led, non-admitted face-
to-face attendance, first. 800 clinical
oncology
Chest radiography 6.79 6.5 Per annum Big Lung Trial?24 £29.65 Brown et al. (2013)223
CT scan (chest) 0.62 0.24 Per annum Big Lung Trial?24 £118.64 NHS reference costs 19-20.
Outpatient. RD24Z7218
CT scan (other) 0.36 0.42 Per annum Big Lung Trial??* £111.58 NHS reference costs 19-20.
Outpatient. RD262218
ECG 1.04 0.88 Per annum Big Lung Trial?24 £177.05 NHS reference costs 19-20. Clinical
oncology 800. EY51Z218
Community nurse 8.7 8.7 Visits per NICE guidelines report £68.00 PSSRU 2020. Nurses. Cost per
visit annum CG81 (Appendix 1)22° working hour. Band 8a22?
Clinical nurse 12 12 Hours contact NICE guidelines report £81.00 PSSRU 2020. Nurses. Cost per
specialist per annum CG81 (Appendix 1)22 working hour. Band 8b222
GP surgery 12 0 Consultations NICE guidelines report £39.00 PSSRU 2020. General practitioner.
per annum CG81 (Appendix 1)225 Per surgery consultation lasting 9.22
minutes?22
GP home visit 0 29.09 Per annum Marie Curie report226 £100.62 PSSRU 2020. General practitioner.
Cost per minute assuming 23.4
minutes?22
Therapist visit 0 26.09 Per annum NICE guidelines report £49.00 PSSRU 2020. Community
CG81 (Appendix 1)22 occupational therapist?22

Abbreviations: CT, computerised tomography; ECG, electrocardiogram; GP, general practitioner
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B.3.5.2.1. Testing for METex14 skipping alterations

Next generation sequencing (NGS) is routinely done in clinical practice in most centres for
various NSCLC mutations, including ALK, EGFR and ROS1 within the non-squamous

population.®® This was confirmed by the clinical experts at the advisory board (see Section

B.3.2). |
I As NG testing is already

performed for non-squamous patients in most centres, we expect there will be very minimal
costs associated with the addition of METex14 skipping alterations testing for non-squamous

patients, and so this was not included in the model.

However, clinical experts confirmed that most centres do not routinely test for genetic driver
mutations in squamous patients in line with ESMO guidelines, and as such, reimbursement
for tepotinib in squamous patients could be associated with additional costs for the NHS
through the additional testing of squamous patients. Therefore, the cost associated with
METex14 skipping alterations testing in squamous patients was applied to the tepotinib arm
as a one-off cost at the start of the model. The total cost is calculated using the expected

incidence rate of METex14 skipping alterations in squamous patients and the cost of NGS.

Table 55 presents the inputs to calculate the total cost of METex14 skipping alterations tests
per patient in the model. A scenario assuming no additional cost for METex14 skipping

alterations testing is also included (see Section B.3.8.3).

Table 55: METex14 alteration testing costs per patient for tepotinib

Value Source

Incidence rate of METex14 1.6% Sands et al. (2020);227 Lam et

skipping alterations in al. (2018)2

squamous patients

Cost of NGS per patient £352.86 Hamblin et al. (2017)22°

Proportion of squamous 9.3% VISION™21

patients

Total cost per METex14 patient | £2,047.07 Calculation:
(1/1.6%)*£352.86*9.3%

Abbreviations: NGS, next generation sequencing

B.3.5.3. Adverse reaction unit costs and resource use

As discussed in Section B.3.3.5, the adverse events considered are those grade =3
occurring in greater than 5% of patients in either treatment arm. The unit costs associated
with the management of these adverse events were sourced from NHS reference costs
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19/202"8 in line with costs used in previous NSCLC submissions.”>’%7° Table 56 summarises

the costs associated with each adverse event.

Table 56: Adverse event costs included in the model

Adverse event

Cost per event

Source

ALT increase

£1,757.19

Total HRG's - Non-Malignant, Hepatobiliary or
Pancreatic Disorders - weighted average
GC17A-K

Alopecia

£192.90

WFO01A - Non-Admitted Face-to-Face
Attendance, Follow-up - consultant led -
medical oncology (service code 370)

Amylase increase

£192.90

WFO01A - Non-Admitted Face-to-Face
Attendance, Follow-up - consultant led -
medical oncology (service code 370)

Anaemia

£1,454.72

Total HRG's - Acquired Pure Red Cell Aplasia
or Other Aplastic Anaemia - weighted average
SA01G-K

Asthenia

£1,757.19

Assumed same as fatigue as per TA58479

Bilirubin increased

£1,757.19

Total HRG's - Non-Malignant, Hepatobiliary or
Pancreatic Disorders - weighted average
GC17A-K

Cardiac failure

£2,461.50

Total HRG's - Cardiac Valve Disorders -
weighted average EBO6A-D

Cough

£684.44

Total HRG's - Other Respiratory Disorders -
weighted average DZ19H-N

Diarrhoea

£1,363.17

Total HRG's - Gastrointestinal Infections -
weighted average FDO1A-J

Dyspnoea

£684.44

Total HRG's - Other Respiratory Disorders -
weighted average DZ19H-N

Fatigue

£1,454.72

Assumed same as anaemia as per TA34772

Febrile neutropenia

£2,880.63

Non-elective long stay - Agranulocytosis -
weighted average SA35A-E

Hyperglycaemia

£1,165.97

Total HRG's - Diabetes with Hyperglycaemic
Disorders - weighted average KB02H-K

Hypertension

£192.90

WFO01A - Non-Admitted Face-to-Face
Attendance, Follow-up - consultant led -
medical oncology (service code 370)

Hypoalbuminemia

£1,757.19

Total HRG's - Non-Malignant, Hepatobiliary or
Pancreatic Disorders - weighted average
GC17A-K

Hypomagnesemia

£1,757.19

Total HRG's - Non-Malignant, Hepatobiliary or
Pancreatic Disorders - weighted average
GC17A-K

Infection

£1,873.01

Total HRG's - Infections or Other
Complications of Procedures - weighted
average WHO7A-G

Leukopenia

£705.52

Assumed same as white blood cell decrease

Lipase increase

£192.90

WFO1A - Non-Admitted Face-to-Face
Attendance, Follow-up - consultant led -
medical oncology (service code 370)
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Adverse event Cost per event Source
Lymphocyte count decrease | £705.52 Assumed same as white blood cell decrease
Nausea £181.73 Total outpatient - General medicine (300)
Neuromotor £182.59 Total outpatient - Pain management (191)
Neurosensory £182.59 Total outpatient - Pain management (191)
Non-elective short stay - weighted average

Neutropenia £705.52 SA35A-E
Neutrophil count decrease £705.52 Assumed same as white blood cell decrease

£589.49 Total HRG's - Unspecified Oedema - weighted
Oedema peripheral/other ) average WH10A-B

Total HRG's - Unspecified Pain - weighted

Pain £999.62 average WHO8A-B
Platelet count decrease £705.52 Assumed same as white blood cell decrease

£1811.41 Total HRG's - Pleural Effusion - weighted
Pleural effusion ' ' average DZ16H-R

£1904.55 Total HRG's - Lobar, Atypical or Viral
Pneumonitis / pneumonia S Pneumonia - weighted average DZ11K-V
Pulmonary/respiratory tract £1 498.40 Total HRG's - Pulmonary Embolus - weighted
infection e average DZ09J - DZ09Q

£705.52 Non-elective short stay - Agranulocytosis -
Thrombocytopenia ’ weighted average SA35A-E
Vomiting £181.73 Total outpatient - General medicine (300)
White blood cell count £705.52 Non-elective short stay - Agranulocytosis -
decrease ’ weighted average SA35A-E

Abbreviations: HRG, Healthcare resource group

The unit cost of each adverse event is applied to the incidence rate of the adverse event for

each treatment (Table 42 and Table 43), which is applied as a one-off upfront cost to each

treatment arm in the model. The total costs of adverse events per treatment is presented in

Table 57.

Table 57: Total adverse event cost per treatment

Treatment Total cost
Tepotinib £924.06
Immunotherapy £233.32
Chemotherapy £557.79

B.3.5.4. Miscellaneous unit costs and resource use

B.3.5.4.1.  Subsequent treatments

Subsequent treatments were included in the model as an average cost per patient, which is

applied as a one-off cost to patients leaving the progression-free health state. In the base

case, the average subsequent treatment cost was based on the same efficacy source used
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to derive the survival for each treatment to ensure that any benefit associated with a
subsequent therapy in the efficacy is also captured within the costs. Subsequent treatment
data from VISION were used to derive the subsequent therapy costs for tepotinib and
subsequent treatment data from the real-world data sets were used to inform the comparator

arms.

Subsequent treatment data from the real-world cohort datasets were not clearly presented.
Treatments were listed in one cell per patient, and it was unclear whether these referred to
combination treatments versus monotherapies or multiple doses, as such, assumptions were
required to extract the data. For the model, each treatment listed is costed separately. For
example, if one patient has docetaxel plus cisplatin for their subsequent treatment then this
is costed separately in the model as one incidence of docetaxel and one incidence of
cisplatin. Repeated subsequent treatments were counted once, e.g., if it is reported a patient
had “cisplatin, docetaxel, docetaxel” only one incidence of docetaxel and one incidence of
cisplatin was taken for the model. This approach ensures that doses of treatments were not
counted as separate subsequent treatment periods, however, this could also underestimate
the costs of subsequent treatments if a patient did have multiple rounds of the same
treatment (e.g., docetaxel plus cisplatin followed by docetaxel monotherapy) and could
overestimate administration costs if a patient had combination treatment instead of individual
treatments (e.g., docetaxel plus gemcitabine versus docetaxel followed by gemcitabine).
Subsequent treatments from VISION were better reported, however the same approach was
taken to extract the data (separately by treatment instead of by combination) to be

consistent.

Given that both VISION and the real-world data sets are not specifically UK based, some
subsequent treatments listed are not routinely used for NSCLC patients in clinical practice or
are not available in the UK. These treatments were categorised as ‘other’ and re-distributed
within their subsequent treatment category (e.g., cabozantinib is only licensed for the
treatment of renal cell, hepatocellular and thyroid carcinoma,?%2%! so is re-distributed
between the other MET inhibitors). Investigational products were re-distributed to all included

treatment categories.

Experts at the advisory board noted the differences between the distributions from the real-
world data compared to what would be used in UK practice, particularly the aggressive
treatment patterns (i.e., re-treatment of immunotherapy, or subsequent targeted or MET
inhibitors). Therefore, scenarios are presented where UK based subsequent treatment

distributions are considered. In this scenario, the distributions of treatments used in clinical
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practice estimated by clinical experts were used and only subsequent immunotherapies,

chemotherapies and platinum-based chemotherapy options are considered.

e For immunotherapy, it is assumed that no patients will receive subsequent
immunotherapy, therefore all these patients are proportionally re-distributed to the

chemotherapy regimens.

e For tepotinib it is assumed that the distribution of treatments from first-line and
second-line would not be changed (with the exception of immunotherapy in
combination with chemotherapy which are only available in untreated patients)

therefore both immunotherapies and chemotherapies are included.

e For chemotherapy, the distribution of previously treated estimates are used for this

scenario.

It is important to note that the modelled overall survival is based on the initial treatments and
subsequent treatment distributions used in the base case, therefore the scenario considering
UK based distributions only impact the costs and not the difference in survival efficacy, and
so is an unfair comparison. It is unclear how the differences in these distributions will impact
the survival. In addition to exploring UK based distributions, another scenario assuming the
same number of treatment lines between tepotinib and comparators are explored. All

subsequent treatment scenarios are presented in Appendix P.

Table 58 presents the subsequent treatment distributions and costs used in the model. The
full list of subsequent treatments including those categorised as ‘other’ and ‘investigational’

are presented in Appendix P.
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Table 58: Subsequent treatments and costs

Treatment Treatment Tepotinib Immunotherapy Chemotherapy Mean Total Source for duration
category (VISION) (real-world cohort | (real-world duration | cost®
N=151 data) cohort data) (weeks)
N=150 N=152
Patient who had at least one f _ _
subsequent treatment
Immunotherapy Pembrolizumab | |l | ] | ] 23.4 £43,336 | TA4287
Atezolizumab || || || 14.8 £20,222 | TA5207
Nivolumab | ] | ] N 25.3 £37,110 | TA484,75 TA483170
Chemotherapy Pemetrexed - - - 15.0 £14,124 Scagliotti et al.
(2008)173
Vinorelbine | ] | ] | ] 12.0 £3,453 Fossella et al. (2003)172
Paclitaxel || || || 15.0 £2.274 Sandler et al. (2006)'74
Docetaxel | | ] | ] 18.0 £1,888 Fossella et al. (2003)172
Gemcitabine | ] | | 15.0 £3,418 Scagliotti et al.
(2008)173
Platinum Cisplatin | ] | ] | ] 15.0 £2216 Average of values
reported in Fossella et
al. (2003);'72 Sandler et
Carboplatin [ [ [ ] 15.0 £1,548 al. (2006):17# and
Scagliotti et al.
(2008)173
Targeted Brigatinib | ] | ] | ] 153.4 £188,267 | TA670232
Nintedanib || || || 18.26 £9,211 TA34772
MET inhibitor Crizotinib || || || 97.4 £106,802 | Shaw et al. (2019)23
Total weighted cost per progressed | £26,638 £34,619 £51,616
patient
Note:

a Includes administration costs
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B.3.5.4.2. Terminal care

A cost associated with terminal care is applied to patients who enter the death state as a
one-off cost. The resource use frequencies are based on a health technology assessment
for adult patients with advanced or metastatic NSCLC by Brown et al. (2013)?* and is

consistent with the source used in other NSCLC appraisals.’77:79.82,164

Table 59 presents the resource use and unit care costs associated with the terminal care
costs. All costs have been inflated to reflect 2020 costs using the NHS cost inflation index

resulting in a total terminal care cost of £4,478.80 per patient.???

Table 59: Resource use and unit costs for terminal care

Resource Frequency | % patients Unit cost Source
Community 28 hours 27.0% £81.00 per | PSSRU 2020. Nurses cost per
nurse visit hour working hour Band 8a222
GP home visits 7 visits 27.0% £100.62 PSSRU 2020. General
per visit practitioner. Cost per minute

assuming 23.4 minutes. Including
direct care staff with
qualifications222

Macmillan nurse | 50 hours 27.0% £45.36 per | Assumed to be 66.7% of

hour community nurse cost (as per
TA428, TA531, TA584, TA600 &
TA683)74,77,79,82,164

Drugs and As required | 27.0% £616.60 Brown et al. (2013)223 (2009/10
equipment costs uplifted to 2020 costs)
Terminal care in | 9.66 days 56.0% £3,931.49 TAB83/TA60082.164 (2016/17
hospital uplifted to 2020 costs)

Terminal care in | 9.66 days 17.0% £4,671.31 Assumed to be 25% increase to
hospice hospital cost (as per TA428,

TA531, TA584, TAG00 &
TA683)74,77,79,82,164

Total weighted cost | £4,478.80

B.3.6. Summary of base-case analysis inputs and assumptions

B.3.6.1. Summary of base-case analysis inputs

A table summarising the full list of variables and distributions are provided in Appendix Q.
B.3.6.2. Assumptions
The key assumptions of the economic analysis are described in Table 60.
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Table 60: Summary of key model assumptions

Topic

Assumption

Justification/reason

Cycle length

Model cycle length of 1
week is appropriate

A weekly cycle length is assumed to be
sufficiently short enough to represent the
frequency of clinical events and
interventions, and is aligned with the
administration of the multiple treatments
included within the model (treatment
cycles in weeks).

Time horizon

A lifetime time horizon of 30
years is appropriate

The economic model runs for 30 years to
reflect the maximum lifetime of patients
based on a starting age of 73. The impact
of varying time horizon on the results was
tested in sensitivity analysis.

Indirect treatment

TTNTD/ToT was used as a

This approach was preferred over

grouped into either
‘immunotherapy’ or
‘chemotherapy’ categories
and applied the same
efficacy.

comparison proxy for PFS for patients reducing patient numbers. The PFS only
who had a missing PFS sensitivity analysis shows consistent
event in the real-world data | results with the main ITC.
set.

Comparators Comparator treatments are | None of the comparator treatments have

been assessed in studies of METex14-
specific populations. As such the efficacy
of these comparator treatments have
been assessed in studies including wider
NSCLC population. Incorporating clinical
trial data for the comparators in wildtype
NSCLC to inform the efficacy versus
tepotinib would create a comparison
between two different patient populations,
due to the expected differences in patient
characteristics and prognosis in the
METex14 population. As such,
comparator data relied on studies using
real-world retrospective studies in this
specific population. However, given the
rarity of patients with METex14 skipping
mutations patient numbers in these
studies were too small to split out each
treatment regimen, and so were grouped
together by treatment class / mechanism
of action, which was supported by clinical
data and clinical expert opinion.

ToT data for the
comparators was based on
values from the literature
extrapolated using an
exponential distribution
capped at PFS.

ToT from the real-world cohort data was
limited therefore alternative approaches
were considered.

It is expected that patients will stop
treatment upon progression, therefore a
cap was applied to ensure that ToT
remained equal or below PFS. Other
assumptions are tested in scenario
analysis.

Dose intensity was included
in the base case to account
for missing doses or
reductions. For treatments
where dose intensity was

The assumptions ensure that all
treatments have a dose intensity value.
Paclitaxel and platinum have moderately
low usage in the chemotherapy arm and
the dose intensity assumed for nivolumab
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Topic Assumption Justification/reason
not reported, the dose was close to 100% therefore these
intensity of a similar assumptions have relatively low impact
treatment was assumed: on the results.

Nivolumab is assumed to
have the same dose
intensity as
pembrolizumab.

Paclitaxel + platinum is
assumed to have the same
dose intensity as docetaxel
+ platinum.

Efficacy Individual models have Log cumulative hazard plots showed
been fit to each treatment some support for the proportional hazard
arm. assumption. However, given the

availability of patient-level data for each
treatment, the reliance on the
proportional hazard assumption was
deemed unnecessary and therefore,
independent models were deemed more
appropriate. In addition, independent
models allow the tepotinib arm to remain
the same between both comparisons
(i.e., versus immunotherapy and
chemotherapy).
Identification of the most Extensive analyses have been
appropriate survival curves | undertaken to identify appropriate
describing OS, PFS and survival curves describing the efficacy of
ToT each treatment, with reference to the
guidance from the NICE DSU. The
approach and identified survival
extrapolations have been validated by
clinical and health economic experts.
However, to address the uncertainty
around these parameters, scenario
analyses have been conducted by
applying alternative assumptions around
extrapolations.
3.2 months was deemed an | Median PFS was 3.2 months allowing
appropriate cut-off for the enough information in the remaining data
piece-wise models for set to fit parametric curves, and the
immunotherapy PFS shape of the smoothed hazard plot
curves. becomes more constant over time
following the turning point around 3.2
months (Figure 39D).
The piecewise models provided a much-
improved visual fit to the data and were
included as options in the economic
model.

Utilities Health state utility values Comparative data were not available to
were assumed the same for | compare treatment effects of HRQL.
each treatment. The utilities derived from VISION were

used for all treatments, and separate
disutilities were applied to account for
treatment toxicities. Given the lack of
adverse event data for the comparator
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Topic Assumption Justification/reason

treatments, this is likely to underestimate
the benefit for tepotinib.

Adverse events Adverse events for the No adverse event data were available
comparators was taken from the real-world cohort study for the
from published literature in | comparators. Relying on adverse events
wildtype NSCLC and from the literature is limited due to the
assumed applicable for the | lack of reporting on certain adverse
METex14 population. events, compared to tepotinib where all

adverse events reported from VISION
can be included. As such, this approach
is conservative for tepotinib.

Mean duration of some Not all adverse events in the model were
adverse events were reported in VISION and therefore the
assumed to be the mean of | mean duration could not be estimated.
all adverse event durations | These assumptions have negligible

from VISION. impact on results.

Resource use METex14 testing cost Clinical experts confirmed that testing is
applied to only squamous routine practice for non-squamous
patients.

Subsequent treatments | Subsequent treatment cost | This approach was to ensure consistency

was based on the same between the efficacy and costs given the
efficacy source used to benefit of some subsequent treatments
derive the survival for each | are incorporated within the OS survival.
treatment. To not include efficacy and costs together

from the data could create unfair and
inappropriate comparisons.

However, UK based distributions are
tested in scenario analysis.

Abbreviations: DSU, Decision Support Unit; HRQL, health related-quality of life; ITC, indirect treatment
comparison; NSCLC, non-small cell lung cancer; OS, overall survival; PFS, progression-free survival; ToT, time
on treatment; TTNTD, time to next treatment or death.

B.3.7. Base-case results

B.3.7.1. Base-case incremental cost-effectiveness analysis results

Table 61 presents the base case incremental cost-effectiveness results for tepotinib versus
the comparators including a confidential commercial discount of [JJj for tepotinib. Results for
the subgroups are presented in Section B.3.1. Despite the limitations of the evidence and
conservative assumptions (i.e., not in favour of tepotinib), the model demonstrated that
tepotinib was cost effective versus chemotherapy at the £50,000 willingness to pay (WTP)
threshold, based on end-of-life criteria for the chemotherapy group (i.e., patients who are
contraindicated or unsuitable for immunotherapy) and is predicted to be more effective and

less costly versus immunotherapy (dominating). In comparison to chemotherapy, tepotinib

Company evidence submission template for tepotinib for treating advanced non-small-cell
lung cancer with MET gene alterations [ID3761]

© Merck Ltd (2021). All rights reserved Page 189 of 231



incurs an incremental QALY gain of ] and incremental costs of |l resulting in an
ICER of £19,512. Compared to immunotherapy, tepotinib has incremental QALY gain of [
and a cost reduction of | ll. Immunotherapy is strictly dominated in fully incremental

analyses (Table 62).
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Table 61: Base-case pairwise results

Technologies Total Total Total Incremental Incremental LYG | Incremental ICER NMB ?
costs LYG QALYs costs (£) QALYs versus
(£) baseline
(E£/QALY)
Tepotinib 2.85 -
Chemotherapy 1.99 | ] ] 0.86 | ] £19,512 £12,808
Immunotherapy 2.84 - - 0.01 - Dominant £22,267

Abbreviations: ICER, incremental cost-effectiveness ratio; LYG, life years gained; NMB, net monetary benefit; QALYs, quality-adjusted life years

Notes:

a Willingness-to-pay threshold is £30,000 versus immunotherapy and £50,000 versus chemotherapy

Table 62: Base-case fully incremental analysis

Technologies

Chemotherapies

Tepotinib

Immunotherapies

Total Total QALYs | Incremental costs (£) | Incremental QALYs ICER (strict Incremental ICER

costs (£) dominance) (extended
dominance)

HE I I £19,512 £19,512

] | ] | Dominated Strictly dominated

Abbreviations: ICER, incremental cost-effectiveness ratio; LYG, life years gained; QALYSs, quality-adjusted life years
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B.3.8. Sensitivity analyses

B.3.8.1. Probabilistic sensitivity analysis

Probabilistic sensitivity analysis (PSA) was performed within the cost-effectiveness model for 1,000 iterations. The mean incremental costs and

QALYs from tepotinib and comparators are displayed in Table 63. The visual results of the PSA runs are displayed in Figure 46 and Figure 47.

The results of the probabilistic results are consistent with the deterministic results.

Table 63: Mean results of PSA (1,000 runs) and comparison with deterministic results

Technology Total costs Total QALYs ICER (£) NMB @
Det. | PSA Det. | PSA Det. | PSA Det. PSA
Versus chemotherapies
Tepotinib HE I I
Chemotherapy B e || || £19,512 £21,689 £12,808 £12,074
Versus immunotherapies
Tepotinib HE I I
Immunotherapy f- - - Dominant Dominant £22,267 £21,687

Abbreviations: DET, deterministic; ICER, incremental cost-effectiveness ratio; QALYs, quality-adjusted life years
Notes:
a Willingness-to-pay threshold is £30,000 versus immunotherapy and £50,000 versus chemotherapy
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Figure 46: Cost-effectiveness plane (1,000 PSA runs) — tepotinib versus chemotherapy

Abbreviations: QALY's, quality-adjusted life years

Figure 47: Cost-effectiveness plane (1,000 PSA runs) — tepotinib versus
immunotherapy

Abbreviations: QALYs, quality-adjusted life years

Figure 49 and Figure 49 present the cost-effectiveness acceptability curves for tepotinib
versus chemotherapy and immunotherapy respectively, based on the 1,000 PSA iterations
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at different willingness-to-pay (WTP) thresholds. At the £30,000 WTP threshold, the
probability of tepotinib being cost-effective is 80.1% and 98.0% compared to chemotherapy
and immunotherapy, respectively. At the £50,000 WTP threshold (based on tepotinib
qualifying for end-of-life criteria, Section B.2.13.1), tepotinib is 91.8% likely to be cost-

effective versus chemotherapy.

Figure 48: Cost-effectiveness acceptability curve — tepotinib versus chemotherapy
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Figure 49: Cost-effectiveness acceptability curve — tepotinib versus immunotherapy

100%

90%
80%
70%
60%
50%
40%
30%

20%

Probability of being cost-effective

10%

0%

£0 £10,000 £20,000 £30,000 £40,000 £50,000 £60,000 £70,000 £80,000 £90,000 £100,000
Willingness to pay threshold

Tepotinib Immunotherapies

B.3.8.2. Deterministic sensitivity analysis

Figure 50 and Figure 51 present the tornado diagrams showing the parameters with the
greatest impact on the net monetary benefit (NMB) results with descending sensitivity from
one-way sensitivity analysis (OWSA), when their values were set to their upper and lower
limits of the confidence intervals presented in Appendix Q. NMB is presented instead of the
ICER due to potential crossing of ICERs between the cost-effectiveness plane quadrants
making interpretation difficult. The inputs which had the most impact are mainly associated
with treatment costs; subsequent treatment distributions, RDI and MET mutation test costs.
The input that had the most impact was the proportion of patients receiving crizotinib as
subsequent therapy after the comparator treatment. All results resulted in tepotinib
remaining cost-effective at the £30,000 and £50,000 thresholds.
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Figure 50: Tornado diagram showing OWSA results on the NMB versus chemotherapy
(WTP=£50,000)
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Abbreviations: OWSA, one-way sensitivity analysis; NMB, net monetary benefit; RDI, relative dose intensity

Figure 51: Tornado diagram showing OWSA results on the NMB versus
immunotherapy (WTP=£30,000)
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Abbreviations: NMB, net monetary benefit; OWSA, one-way sensitivity analysis; RDI, relative dose intensity
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B.3.8.3. Scenario analysis

Table 64 and Table 65 presents the scenario analyses performed to assess structural
uncertainty within the model. All model settings were varied to explore the impact on results.
For the survival curves, only the plausible scenarios are presented below. Clinical experts
advised that they would not expect tepotinib to have worse outcomes compared to
immunotherapy and chemotherapy, hence any curves which predicted a large decrement in
survival were excluded from scenario analyses. Furthermore, any implausibly pessimistic or
optimistic curves for either treatment arm were excluded in addition to any curve which

provided a poor fit to the data.

The results show that for all plausible scenarios, tepotinib remained dominant over
immunotherapy at the £30,000 WTP threshold and mainly cost-effective versus
chemotherapy at the £50,000 WTP threshold.

Using UK based subsequent treatment scenarios had the largest impact on the ICER versus
chemotherapy, however, it is important to note that these scenarios are biased against
tepotinib, as the scenarios only vary the impact of the costs and not the efficacy, which
models the benefit of the subsequent treatment distribution observed from the real-world
cohort data for the chemotherapy arm. Patients in the real-world cohort arms had
subsequent immunotherapies or often a subsequent MET inhibitor (mostly crizotinib) so not
acknowledging the costs together with associated efficacy from the same source limits these

scenarios.
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Table 64: Results of scenario analysis versus chemotherapy

Parameter Base case Scenario Tepotinib versus Chemotherapy
Inc. costs Inc.LYs | Inc. QALYs | ICER NMB ?
Time horizon 30 years 10 years [ [ | | ] £22 778 £8,019
20 years [ ] | | £19,627 | £12,412
Discount rates 3.5% 0.0% [ ] | ] | ] £19,378 £17,185
6.0% I || || £19,247 | £10,773
Weight data source All patients European patients _ - - £19,516 £12,807
Drug wastage Include Exclude _ - - £17,957 £13,461
Dose intensity Include Exclude ] || || £36,287 | £5,761
Pemetrexed Exclude Include _ - -
maintenance £10,050 £16,874
AE disutility Include Exclude ] | ] | ] £18,429 £14,043
MET mutation testing | Include Exclude _ - - £14,639 £14,856
Subsequent VISION/real- | UK based distribution ] H [ £85128 | -£14,758
treatment world data "Gy hased distribution matching number of | N I ]
subsequent lines £90,877 -£17,173
Utility source VISION Nafees et al, 2008186 ] | | £20,385 | £11,909
Chouaid et al, 2013 - 1L188 ] | [ £19,879 | £12,420
Chouaid et al, 2013 - 2L 188 I H [ £18,715 | £13,703
Chouaid et al, 2013 - 3L/4L 88 ] H | £22244 | £10,229
TA428 — Pembrolizumab’ ] H | £18,583 | £13,859
TA484 — Nivolumab™ ] H | £19,057 | £13,309
TA484 - Nivolumab (committee _ - -
preference)’® £19,436 £12,891
TA584 - Atezolizumab in combination™ I H | £19,950 | £12,347
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Parameter Base case Scenario Tepotinib versus Chemotherapy
Inc. costs Inc.LYs | Inc. QALYs | ICER NMB 2
TA531 — Pembrolizumab’? ] || || £16,396 | £16,800
TA655 — Nivolumab'63 ] | | £18,444 | £14,025
TA655 - Nivolumab (committee [ ] [ ] [ ]
preference)'63 £19,848 £12,453
Tepotinib OS Log-logistic | Exponential I H H £35021 | £2,419
parametric curve Gen Gamma I || || £30,338 | £3,839
Log-normal I || || £18,989 | £13,731
Tepotinib PFS Log-normal | Gen Gamma I || || £18,966 | £13,162
parametric curve Gompertz ] || || £18,682 | £13,342
Log-logistic | || || £18,823 | £13,250
Tepotinib ToT Gen Exponential ] | | £17,256 | £13,756
parametric curve Gamma Gompertz I || || £22012 | £11,758
Log-logistic I || || £36,166 | £5,812
Log-normal I || || £31,958 | £7,580
Weibull ] || || £16,971 £13,876
Chemotherapy OS | Weibull Exponential I H H £20,500 | £11,446
parametric curve Gompertz I || || £29011 | £4,832
Log-logistic ] || || £33,164 | £3,208
Log-normal ] || || £20114 | £4,781
Chemotherapy PFS | Spline—1 | Gen Gamma ] || || £10,846 | £12,744
parametric curve knotedds o iul ] || | £20,056 | £12,600
Spline - 2 knot odds ] || || £19,711 | £12,777
Spline - 3 knot odds I || || £19,688 | £12,592
Spline - 1 knot hazard ] || || £19206 | £13,063
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Parameter Base case Scenario Tepotinib versus Chemotherapy
Inc. costs Inc.LYs | Inc. QALYs | ICER NMB ®
Spline - 1 knot normal ] || H £20,863 | £12,038
Spline - 2 knot normal ] || H £20,377 | £12,408
Chemotherapy ToT | Literature | Same as PFS ] || H £19,448 | £12,835
(F>C:§§)ed " Using HR (PFS vs ToT) I | L £20,017 £12,596

Abbreviations: AE, adverse event; HR, hazard ratio; ICER, incremental cost-effectiveness ratio; OS, overall survival; PFS, progression-free survival; QALY, quality-adjusted
life-years; ToT, time on treatment

Notes:

a Willingness-to-pay threshold is £50,000 versus chemotherapy

Table 65: Results of scenario analysis versus immunotherapy

Parameter Base case Scenario Tepotinib versus immunotherapy
Inc. costs Inc.LYs | Inc. QALYs | ICER NMB 2
Time horizon 30 yoars 10 years [ ] [ ] [ ] Dominant | £22,430
20 years ] [ ] [ ] Dominant | £22,243
Drscount rates 359, 0.0% I . ] Dominant | £21,596
6.0% I [ ] Dominant | £22,656
Weight data source All patients European patients _ - - Dominant £22,283
Drug wastage Include Exclude _ [ [ ] Dominant £23,016
Dose intensity Include Exclude _ - - Dominant £15,402
rizri?ﬁ;e;r?ge Exclude Include I [ ] [ ] Dominant | £22,267
AE disutility Include Exclude I e [ ] Dominant | £22,194
MET mutation testing | Include Exclude _ - - Dominant £24,314
UK based distribution I [ Dominant | £7,402
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Parameter Base case Scenario Tepotinib versus immunotherapy
Inc. costs Inc.LYs | Inc. QALYs | ICER NMB 2
Subsequent VISION/real- [ UK based distribution matching number of | | N RN .
treatment world data subsequent lines - - Dominant £7,159
Nafees et al, 2008185 N (e [ ] Dominant | £23,576
Chouaid et al, 2013 - 1L1%8 N (e [ ] Dominant | £21,781
Chouaid et al, 2013 - 2L.188 N (e ] Dominant | £23,071
Chouaid et al, 2013 - 3L/4L 88 N (e [ ] Dominant | £23,082
TA428 — Pembrolizumab’* N (e [ ] Dominant | £22,381
Ui ISION TA484 — Nivolumabs I . [ ] Dominant | £21,932
ility source _ :
TA484 - Nivolumab (committee _ .
oreference)’s [ ] [ ] Dominant | £22,978
TA584 - Atezolizumab in combination”® I [ ] [ ] Dominant | £21,551
TA531 — Pembrolizumab?? I . ] Dominant | £22,696
TA655 — Nivolumab'®3 I . ] Dominant | £23,171
TAB655 - Nivolumab (committee I .
oreference) o3 [ ] [ ] Dominant | £23,421
Tepotinib OS L [ .
parametric curve Log-logistic | Log-normal [ ] [ ] Dominant | £22,736
Gen Gamma I [ [ Dominant | £22,540
Tepotinib PFS X
parametric curve Log-normal | Gompertz [ [ ] [ ] Dominant | £22,682
Log-logistic I N Dominant | £22,611
Exponential N (e ] Dominant | £23,214
Gompertz I [ ] [ ] Dominant | £21,216
Tepotinib ToT Gen .y .
parametric curve Gamma Log-logistic I [ ] [ ] Dominant | £15,270
Log-normal ] [ ] [ ] Dominant | £17,038
Weibull I . ] Dominant | £23,334
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Parameter Base case Scenario Tepotinib versus immunotherapy
Inc. costs Inc.LYs | Inc. QALYs | ICER NMB 2
Exponential I [ ] [ ] Dominant | £29,560
Gompertz ] N N Dominant | £28,873
Weibull I e ] Dominant | £26,643
Immunotherapy OS | Spline - 1 Spline - 2 knot odds N . ] Dominant | £27,612
parametric curve knot normal | gpjine - 3 knot odds N N Dominant | £28,218
Spline - 1 knot hazard _ [ ] [ ] Dominant £28,586
Spline - 2 knot normal _ [ ] [ ] Dominant £29,305
Spline - 3 knot normal _ [ ] [ ] Dominant £29,946
Gen Gamma _ [ ] [ ] Dominant £18,791
Piecewise - Exponential _ [ ] [ ] Dominant £24,104
Immunotherapy PFS | Piecewise - | Piecewise - Gen Gamma ] [ [ Dominant | £22,689
parametric curve Log-logistic | piecewise - Log-logistic N (e [ ] Dominant | £22,267
Piecewise - Log-normal I [ ] [ ] Dominant | £22,506
Piecewise — Weibull I [ ] Dominant | £23,759
Literature Same as PFS I [ N Dominant | £34,763
immunotherapy ToT (F?,?g’?ed ?" Using HR (PFS vs ToT) I N Dominant | £22,944

Abbreviations: AE, adverse event; HR, hazard ratio; ICER, incremental cost-effectiveness ratio; OS, overall survival; PFS, progression-free survival; QALY, quality-adjusted
life-years; ToT, time on treatment

Notes:

a Willingness-to-pay threshold is £30,000 versus immunotherapy
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B.3.8.4. Summary of sensitivity analyses results

The probabilistic results remain consistent with the deterministic results for comparisons of
tepotinib to chemotherapy and immunotherapy. The OWSA identified parameters that had
the biggest impact on the NMB and qualified the impacts of taking extreme values of each
parameter on the cost-effectiveness results. The OWSA showed that the cost-effectiveness
results were not overly sensitive to these parameters, with all results consistently showing
tepotinib remaining cost effective versus the comparators. A wide range of scenario
analyses were performed on key model assumptions and alternative choices to test the
robustness of base case results. The majority of the results remained under the £30,000 and
£50,000 threshold, with only limited scenarios resulting in a greater ICER compared to

chemotherapy. Tepotinib remained dominant over immunotherapy for all scenarios.

The cost-effectiveness acceptability curve based on 1,000 runs estimates that the probability
of tepotinib being cost-effective at the £30,000 WTP threshold is 80.1% and 98.0%
compared to chemotherapy and immunotherapy, respectively. At the £50,000 WTP

threshold, tepotinib is 91.8% likely to be cost-effective versus chemotherapy.

B.3.1. Subgroup analysis

The results of the cost-effectiveness analysis for the untreated and previously treated sub-

populations are presented below.

As discussed in Section B.3.2.3, immunotherapy in combination with chemotherapy is a key
comparator for the untreated population and is therefore included in the untreated
populations results. Data were limited for this comparator, therefore the interpretation of the
results should be interpreted with caution (see Appendix N for details). Other assumptions
informing the cost-effectiveness analyses for these subgroups are also described in

Appendix N with subgroup ITC results presented in the ITC report within Appendix L.

Table 66 and Table 68 present the pairwise results for the untreated and previously treated
population, and Table 67 and Table 69 present the fully incremental results for the untreated
and previously treated population, respectively. Tepotinib remained cost-effective between
all comparisons at the £30,000 and £50,000 WTP thresholds for the untreated and previous

treated subgroups, respectively.

In the untreated sub-population, tepotinib was cost-effective versus chemotherapy with an
ICER of £23,354. Immunotherapy and immunotherapy in combination with chemotherapy
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was estimated to produce greater QALYs than tepotinib but remained a higher cost,
therefore the ICERS sits within the South-West (SW) quadrant showing that immunotherapy

and immunotherapy in combination with chemotherapy is not cost-effective versus tepotinib
at the £30,000 threshold.

In the previously treated subgroup, compared to chemotherapy and immunotherapy, the
ICER was £18,176 and £24,823 respectively.
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Table 66: Base-case results — untreated population

Technologies Total Total | Total Incremental Incremental | Incremental | ICER versus NMB °
costs (£) | LYG QALYs | costs (£) LYG QALYs baseline
(E/QALY)
Tepotinib e 3.20 [ ]
Chemotherapy Il ~ I e 0.78 I £23,354 £2,495
Immunotherapy N - ' e .0.25 e £418,802 (SW) | £54,539
Immunotherapy plus chemotherapy | N |37 [N | R -0.60 | £186,293 (SW) | £55,919

Abbreviations: ICER, incremental cost-effectiveness ratio; LYG, life years gained; NMB, net monetary benefit;

Note: @ NMB is set to £30,000

Table 67: Base-case fully incremental analysis — untreated population

QALYs, quality-adjusted life years; SW, South-West

Technologies Total costs (£) Total Incremental Incremental | ICER (strict | Incremental ICER
QALYs costs (£) QALYs dominance) | (extended dominance)

Chemotherapies [ ] [ ]

Tepotinib [ ] | I | £23,354 £23,354

Immunotherapies [ | e || £418,802 Extendedly dominated

Immunotherapy plus + chemotherapy [ || [ || £36,345 £186,293

Abbreviations: ICER, incremental cost-effectiveness ratio; LYG, life years gained; QALYs, quality-adjusted life years
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Table 68: Base-case results — previously treated population

Technologies Total Total Total Incremental Incremental LYG | Incremental ICER NMB °
costs (£) | LYG QALYs costs (£) QALYs versus
baseline
(E/QALY)
Tepotinib _ 2.61 -
Chemotherapy I -0 I 0.60 | £18,176 £3,617
Immunotherapy N . | 0.74 || £24,824 £2,119

Abbreviations: ICER, incremental cost-effectiveness ratio; LYG, life years gained; NMB, net monetary benefit; QALYs, quality-adjusted life years

Note:

a NMB is set to £50,000

Table 69: Base-case fully incremental analysis — previously treated population

Technologies

Immunotherapies

Chemotherapies

Tepotinib

Total Total QALYs | Incremental costs (£) | Incremental QALYs ICER (strict Incremental ICER
costs (£) dominance) (extended

dominance)
_ - - - £44 475 Extendedly dominated
I | | £18,176 £24,824

Abbreviations: ICER, incremental cost-effectiveness ratio; LYG, life years gained; QALYs, quality-adjusted life years
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B.3.2. Validation

B.3.8.5. Validation of cost-effectiveness analysis

Clinical validation was sought for the ITC and cost-effectiveness analysis consisting of
individual interviews with two clinical experts, and then an advisory board involving four
clinical experts and two UK HTA experts. The four clinical experts were leading medical and
clinical lung cancer oncologists from a range of centres across the UK to provide a variety of
expert perspectives. They all had extensive experience in treatment of NSCLC, as well as
with oncogenic mutation driven cancers. The two HTA experts were from UK universities

with relevant and vast experience in NICE committees and HTA submissions in oncology.

The following key aspects were discussed and validated:

The model structure and appropriateness to the decision problem
e The approach used to model comparators and distributions

e The approach to inform the efficacy of tepotinib to the comparators
o Extrapolation of survival beyond the observed period

o Validity of model inputs such as costs and utilities

Subsequent treatment usage

In addition to clinical validation of model inputs, the cost-effectiveness model was quality
assured by a health economist not involved in the model building who reviewed the model
for coding errors, inconsistencies, and plausibility of inputs. The model was also subject to
stress testing of extreme scenarios to test for known modelling errors and questioning of

results.

Both internal and external data sources were used to validate the model survival projections.

B.3.8.6. Internal validation

PFS, OS and ToT Kaplan-Meier data from the efficacy source were compared to the PFS,
OS and ToT outputs from the model (see Appendix J). For tepotinib, the model survival
projections appear in line with the observed trial data, until around four-years due to the long
tails of the Kaplan-Meier data caused by the low numbers at risk. OS for chemotherapy

looks in line between the observed data and modelled curves, however PFS looks
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underestimated after 2.5 years due to the long tail in the Kaplan-Meier data. For
immunotherapy, the model projections look consistent with the real-world data until around 3
years where the Kaplan-Meier data drops suddenly to zero. This is not reflected in the

modelled projections as it is likely caused by low patient numbers and censoring.

Overall, the modelled curves look in line with the observed data.

B.3.8.7. External validation

There are no long term published data on the outcomes of advanced NSCLC patients
harbouring METex14 skipping alterations, and long-term data in advanced NSCLC in the

wider population are limited due to the changing landscape of treatments available.

Therefore, external data sources used for validation of the comparator arms in the economic

analysis include a range of published data sources:

o Real-world retrospective studies for patients with NSCLC with METex14 skipping
alterations treated with immunotherapy or chemotherapy (Awad et al, Sabari et al

and Guisier et al)*®518

o Awad et al is a retrospective study of 148 patients with METex14 skipping
alterations, across multiple treatment lines. The study describes outcomes
seen in a real-world METex14 skipping alterations population treated with
different treatments (predominantly chemotherapy), focussing on whether a
MET inhibitor improves outcomes. 34 patients included in the study did not

receive a MET inhibitor.*°

o Sabari et al is also a retrospective study consisting of 147 patients with
METex14 skipping alterations investigating the response to
immunotherapies. Of the 147 patients, 24 had been treated with

immunotherapy across multiple lines.""

o The Guisier et al. study has a similar objective to Sabari et al., although it
investigates the effectiveness of immunotherapy in a range of genetic
mutations (not just MET). Of the 107 patients in the study, 30 had METex14

skipping alterations.8®

e Recent trial data in the wider advanced NSCLC population (KEYNOTE-024,%%
KEYNOTE-189,"% KEYNOTE-042,2%> KEYNOTE-0102% and CheckMate 017/057%
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o KEYNOTE-024 is a Phase lll randomised controlled trial of pembrolizumab
versus platinum-based chemotherapy (carboplatin or cisplatin plus
gemcitabine or pemetrexed or paclitaxel) in PD-L1250% advanced first-line
NSCLC patients.?*

o KEYNOTE-189 is a Phase Ill randomised controlled trial comparing the first-
line treatment of pembrolizumab in combination with platinum-based
chemotherapy versus pemetrexed with platinum in patients with advanced
NSCLC.""s

o KEYNOTE-042 is a Phase lll randomised controlled trial comparing first-line
pembrolizumab monotherapy versus chemotherapy (carboplatin plus
pemetrexed or paclitaxel) in patients with advanced NSCLC who are PD-L1

positive (>1%).2%

o KEYNOTE-010 is a randomised open-label Phase 2/3 randomised controlled
trial of pembrolizumab for patients with previously treated, PD-L1 positive

(>1%) advanced NSCLC versus docetaxel monotherapy.?*

o CheckMate 017 and CheckMate 057 are Phase Il randomised open label
trials for previously treated advanced squamous and non-squamous patients,
respectively, comparing nivolumab to docetaxel. Five-year outcomes have

been combined for these two trials and published.??’

o Real-world studies of older patients with wildtype advanced NSCLC treated with
immunotherapy or chemotherapy (Cramer van der Welle et al, Gajra et al, and Arias

Ron et a|)_161,162,238

o Cramer-van der Welle et al compares real-world clinical outcomes of
immunotherapy for patients with Stage IV NSCLC compared to clinical trial
data using data from six Dutch hospitals for both first-line and second line

outcomes (n=83 first-line, n=141 second-line).%#

o Gajra et al is a study which pooled data from three first-line clinical trials for
advanced NSCLC treated with chemotherapy to compare outcomes of the
older patients (= 70 years; n=736) versus younger patients (<70 years;
n=270).%1

o Arias Ron et al is a study which investigated the efficacy and safety of

nivolumab in older patients with pre-treated advanced NSCLC in Galician
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hospitals. Of the 188 patients included in the study, only 38 patients were

>70 years old.®?

Figure 52 and Figure 53 presents the chemotherapy projected survival from the model

compared to external sources for OS and PFS, respectively.

The chemotherapy OS curve from the model projects higher survival in comparison to all
chemotherapy arms in the published clinical trials until around three years when the survival
then projects lower estimates in comparison to KEYNOTE-189.#° Based on the mix of
untreated and previously treated patients, and a generally older cohort, the modelled
chemotherapy OS would be expected to sit more closely with the previously treated
published data (i.e., KEYNOTE-0102%% and CheckMate 057/017%7). Additionally, the
modelled OS looks overestimated when compared to the real-world study Awad et al, and
study from Gajra et al.'®" of older patients. PFS looks mostly in line with the external sources
as they all project similar outcomes when naively compared, though looks slightly over what

would be expected from one year and into the long-term in comparison.

Overall, OS looks substantially overestimated when comparing against external sources for
chemotherapy (clinical trials in wildtype NSCLC and published real-world studies in
METex14 skipping alterations patients). As confirmed from internal validation (see Section
B.3.8.6), the curves appeared to fit the observed data well, therefore the high estimates of
survival are mainly driven by the real-world data as opposed to the curve selected. This
could be largely due to subsequent treatments which will differ by study and will be
dependent on the time period of the studies. Clinical experts at the advisory board noted the
aggressive subsequent treatment usage in the real-world data sets (e.g., high use of
targeted MET inhibitors) which is likely having an impact on the survival. Subsequent
treatments from the published METex14 skipping alterations studies are not available
therefore it is not possible to compare appropriately what impact subsequent treatments may
be having. Given the apparent impact these treatments could be having on the efficacy, it is
considered important to therefore apply the costs of these treatments when considering the

cost-effectiveness as per the model’s base case.
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Figure 52: External validation — chemotherapy — OS

Abbreviations: 1L, first-line; 2L+, second-line plus; OS, overall survival
A: Model survival projections versus clinical trials. B: Model survival projections versus real-world data
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Figure 53: External validation — chemotherapy — PFS

Abbreviations: 1L, first-line; 2L+, second-line plus; PFS, progression-free survival

Figure 54 and Figure 55 present the immunotherapy model survival projections compared to

external sources for OS and PFS, respectively.

In comparison to the clinical studies, the OS for the immunotherapy group projects lower
survival compared to the pembrolizumab arm in KEYNOTE-0242%* and more in line with
KEYNOTE-042.2% Given that the KEYNOTE-024234 and 0422 populations are in first-line
PD-L1 positive NSCLC without METex14 skipping alterations or other oncogenic driver
mutations (which generally respond more favourably to immunotherapy compared to
METex14 skipping alterations population) and younger (median age 64.5 years and 63.0
years respectively), the survival for the METex14 skipping alterations immunotherapy group
is expected to be lower. In comparison to the previously treated clinical trials (KEYNOTE-
0102% and CheckMate 057/017%7), the METex14 skipping alterations immunotherapy group
survival projects better outcomes. Although the immunotherapy model survival contains a
mix of untreated and previously treated patients (hence the expectation of outcomes to
appear better than a purely previously treated group), given the expectation of poorer
outcomes for METex14 skipping alterations patients, and an older cohort, the survival would
be expected to be either in line or lower than the immunotherapy arms from the published

clinical trials in the previously treated group.

Company evidence submission template for tepotinib for treating advanced non-small-cell
lung cancer with MET gene alterations [ID3761]

© Merck Ltd (2021). All rights reserved Page 212 of 231



Compared to real-world data, the projected OS for the METEx14 skipping alterations
immunotherapy group appears in line with the two METex14 skipping alterations population
sources (Guisier et al.®® and Sabari et al.®"), although underestimated compared to Sabari et
al.5 for the first two years and overestimated from one year compared to Guisier et al..®> The
model's immunotherapy OS curve sits consistently on the first-line real-world outcomes
presented in Cramer-van der Welle et al.?*8, however, compared to a wildtype NSCLC
population, outcomes for a METex14 skipping alterations population are expected to be
closer to the second-line projections. The Ron et al.'®? data does not seem plausible in
comparison to the other data sources, which is likely due to the small patient numbers within

this data set (n=38), as such, comparison to this study is limited.

The immunotherapy PFS curve looks as expected compared to the immunotherapy arms
from the clinical trials. In comparison to real-world data, the PFS curve looks consistent with
Guisier et al.,® Cramer-van der Welle et al.?3® (second-line). However, Sabari et al.>
presents extremely poor PFS for patients treated with immunotherapy, therefore the model

projection looks overestimated in comparison.

Overall, the projected OS for the immunotherapy groups looks optimistic compared to the

external sources where as PFS looks as anticipated.

Figure 54: External validation — immunotherapy — OS
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Abbreviations: 1L, first-line; 2L, second-line; OS, overall survival
A: Model survival projections versus clinical trials. B: Model survival projections versus real-world data

Figure 55: External validation — immunotherapy — PFS
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Abbreviations: PFS, progression-free survival
A: Model survival projections versus clinical trials. B: Model survival projections versus real-world data

B.3.3. Interpretation and conclusions of economic evidence

The economic analysis performed is based on a de novo economic model with a structure
designed to reflect the advanced NSCLC pathway in a simplistic form while still capturing the
relevant health outcomes. The model structure is consistent with previous NSCLC appraisals
and brought together the most relevant efficacy and safety clinical data, using robust
statistical techniques to establish the comparative efficacy of tepotinib versus
immunotherapy and chemotherapy in patients with advanced NSCLC harbouring METex14

skipping alterations.

The inclusion of the retrospective real-world cohort data addresses the limitations of the
available literature-based evidence for specific comparators, particularly due to the lack of
published data in the METex14 skipping alterations population. The availability of patient-
level data for both the tepotinib trial and the real-world cohort data meant that the patient
populations could be adjusted to account for any differences. In addition, the inclusion and
exclusion criteria in VISION could be applied to patients in the real-world cohort to allow for a

fairer comparison.

The main limitation of the model is the lack of direct comparative efficacy with the

comparators. However, analysis has been conducted utilising the most appropriate available
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data, with all appropriate statistical adjustments being made (informed and validated by
clinical expert feedback) in order to perform an unbiased comparison. The comparison is
likely to underestimate the benefit for tepotinib, due to the aggressive subsequent treatments
which are used in the real-world cohorts, and as a result overestimating the overall survival
for the comparator arms compared to UK clinical practice. A second limitation is the small
patient numbers in the comparator arms, which does not allow for analysis to be conducted
for tepotinib versus each specific treatment or treatment combination separately. However,
the approach used in the model, which groups the comparators by treatment class was

supported by clinical and HTA experts, and available literature.

No previous economic analysis was identified through the systematic literature review in the
advanced NSCLC harbouring METex14 skipping alterations population; therefore, the
modelling assumptions or results could not be externally validated with previous studies.
However, the model structure, key assumptions and modelling options were validated with
clinical and health economic experts and compared to clinical trials and real-world data. The
model structure and inputs are also consistent with the breadth of available previous NSCLC
appraisals, with some of the previously used data utilised in the current analysis. Similarly,
the survival extrapolations used are compared to published data, where they appear more

favourable to the comparators.

Despite these limitations and conservative assumptions (i.e., not in favour of tepotinib), the
model demonstrated that tepotinib was cost effective versus chemotherapy and is predicted
to be more effective and less costly versus immunotherapy (dominating) in the base case
population. Tepotinib is the first treatment to be appraised specifically for patients harbouring
METex14 skipping alterations and will be the first treatment licensed to treat these patients
in the UK. Existing treatment options leave substantial unmet need for patients with
METex14 skipping alterations, where currently patients are treated for wildtype NSCLC, in
which treatments are known to respond poorly, particularly immunotherapies. Tepotinib
represents a novel treatment offering a cost-effective alternative to chemotherapy-based and
immunotherapy-based treatment options. This is particularly important as it will offer patients
a targeted treatment, which are already available for cancers with EGFR, ALK and ROS1
oncogenic drivers. In addition, tepotinib will also offer patients an oral drug option, where
currently only infusions, which require frequent hospital visits, are available. This reduces the
burden for patients, frees capacity within the NHS and allows cost offsets. In the budget

impact analysis, tepotinib was also shown to be cost saving for the NHS.
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Furthermore, tepotinib is licensed across all lines of therapy, and is shown to be cost-
effective in both the untreated and previously treated groups. This would allow clinicians the

flexibility to choose the most appropriate treatment strategy for specific patients.

Overall, tepotinib represents a cost-saving and cost-effective treatment that can replace
current non-targeted therapies for patients with NSCLC harbouring METex14 skipping
alterations and addresses the critical unmet need for a therapy that improves survival

outcomes and maintains HRQL in this patient population.
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https://www.mariecurie.org.uk/globalassets/media/documents/commissioning-our-services/publications/understanding-cost-end-life-care-different-settingspdf
https://www.medicines.org.uk/emc/product/4407/smpc#gref
https://www.medicines.org.uk/emc/product/4331/smpc#gref
https://www.nice.org.uk/guidance/ta670

236. Herbst RS, Garon EB, Kim DW et al. 5-Year Survival Update From KEYNOTE-010:
Pembrolizumab Versus Docetaxel for Previously Treated, Programmed Death Ligand 1-
Positive Advanced Non-Small-Cell Lung Cancer. J Thorac Oncol 2021.

237. Borghaei H, Gettinger S, Vokes EE et al. Five-Year Outcomes From the Randomized,
Phase Il Trials CheckMate 017 and 057: Nivolumab Versus Docetaxel in Previously Treated
Non-Small-Cell Lung Cancer. J Clin Oncol 2021; 39: 723-733.

238. Cramer-van der Welle CM, Verschueren MV, Tonn M et al. Real-world outcomes
versus clinical trial results of immunotherapy in stage IV non-small cell lung cancer (NSCLC)
in the Netherlands. Sci Rep 2021; 11: 6306.
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B.5. Appendices

The following appendices are provided as standalone documents:

Appendix C Summary of product characteristics (SmPC) and European public assessment
report (EPAR)

Appendix D Identification, selection and synthesis of clinical evidence

Appendix E Subgroup Analysis

Appendix F Adverse reactions

Appendix G Identification, selection and synthesis of cost-effectiveness evidence
Appendix H Identification, selection and synthesis of health-related quality-of-life evidence

Appendix | Identification, selection and synthesis of cost and healthcare resource

identification, measurement, and valuation

Appendix J Clinical outcomes and disaggregated results from the model
Appendix K Checklist of confidential information

Appendix L Indirect treatment comparison

Appendix M: Proportional hazard assumption

Appendix N: Cost-effectiveness analysis for subgroups

Appendix O: Comparator literature time on treatment

Appendix P: Subsequent treatments

Appendix Q: Base-case analysis inputs

Appendix R: VISION: Cohort A+C Data
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Section A: Clarification on effectiveness data

Literature searches

A1. Priority question. Please justify the use of highly specific search strategies
with focus on only patients with METex14 skipping alterations in non-small cell
lung cancer (NSCLC).

a. Please explain why the search strategies did not include search terms for
the drug name ‘tepotinib’.
The search terms were already restricted to the specific population of patients with
NSCLC harbouring METex14 skipping alterations. Therefore, the addition of

intervention terms would have unnecessarily further restricted the search results.

b. Please confirm that the top-up search conducted in appendix 1 (page 311)
for (met adj1 mutation) was not conducted for the cost-effectiveness

searches in appendix 2.

The top-up search was conducted to support the indirect treatment comparison
(ITC). However, as part of the response to the clarification questions, records have
been re-screened for economic and health-related quality of life outcomes and none

were considered eligible for inclusion.

c. Please provide the date ranges of the databases searched in appendix 1;
Tables 72 to 81, e.g. Medline: 1946- 22 January 2020.

For the Initial Review and Update Review 1, searches in each of the databases
(Medline, EMBASE, EBM Reviews - Cochrane Central Register of Controlled Trials;
EBM Reviews - Cochrane Database of Systematic Reviews, and Database of
Abstracts of Reviews of Effects, NHS Economic Evaluations — NHS EED, and the
HTA Database) were conducted on 22 January 2020:

e Medline — 1946 to January 2020 [Initial Review] and August 2020 [Update

Review 1])

e Embase — 1974 to January 2020 [Initial Review] and August 2020 [Update

Review 1])
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e The Cochrane Central Register of Controlled Trials (CENTRAL) — 1991 to
January 2020 (or August 2020)

e The Cochrane Database of Systematic Reviews (CDSR) — 2005 to January
2020 (or August 2020)

o Database of Abstracts of Reviews of Effectiveness (DARE) — 1991 to 2015

(historical database)

e Health Technology Assessment (HTA) Database — 2001 to 2016 (historical

database)
For Update Review 2 the searches were conducted in June 2021:
e Medline — 1946 to June 11, 2021
e Embase — 1974 to June 11, 2021

e The Cochrane Library: The Cochrane Central Register of Controlled Trials
(CENTRAL) and The Cochrane Database of Systematic Reviews (CDSR) — to
8 June 2021

For conference searches, no time restriction was applied to the Initial Review.
Update Review 1 and Update Review 2 searched only new annual conferences that

had occurred since the Initial Review.

d. Please provide the search terms used for ClinicalTrials.gov searches, see
appendix 1; Tables 77, 83, and 88.

The search strategy for the Initial Review and Update Review 1 was as follows:
e Condition or disease — Non-small cell lung cancer
e Otherterms — MET exon 14
e Status: All, except Suspended, Terminated, or Withdrawn

This information has been added to Appendix D.

For Update Review 2 the search strategy was as follows:
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e Other terms - Tepotinib
o Status: All, except Suspended, Terminated, or Withdrawn
No new studies were identified vs the Initial Review or Update Review 1.

The searches were rerun in clinicaltrials.gov to align with the prior searches on 10

August 2021 (refer to Appendix 1 of this document).

e. Please confirm the search dates provided in the ClinicalTrials.gov
searches (Tables 83 and 88), as both are labelled ‘As of 24 September
2020.

The search date for Update Review 1 for the ClinicalTrials.gov search was 24
September 2020 and the search date for Update Review 2 for the ClinicalTrials.gov
search was 8 June 2021. This has been corrected in Appendix D — thank you for

highlighting.

f. Please confirm whether Tables 89 and 90 (appendix 1) are mis-labelled. Is
Table 89 the Medline search and Table 90 the Embase search? Please also

confirm the date range for each.

Thank you for highlighting this. The tables were mis-labelled: Table 89 reports the
Medline search and Table 90 reports the Embase search. In Medline, the searches
were conducted on 22 June 2021 for date range 1946 to 21 June 2021. In Embase,
the searches were conducted on 22 June 2021 for date range 1974 to 21 June 2021.

This has been corrected in Appendix D.

g. Please provide details of the ‘targeted literature search’ (company
submission, page 164) conducted to identify reported outcomes in
previous National Institute for Health and Care Excellence (NICE)
submissions for the comparator treatments. The company submission
states that details are provided in appendix H, but they do not appear to

be reported in this appendix.

The targeted literature search that was conducted to identify reported outcomes in
previous National Institute for Health and Care Excellence (NICE) submissions for

the comparator treatments was reported in Appendix G (refer to Appendix G, Section
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G.1.2, Health technology assessment websites). This has been corrected in

Document B.

This supplementary search of the NICE website was performed to identify prior
health technology assessment (HTA) submissions in NSCLC, as no cost-
effectiveness analyses in the METex14 skipping alterations population were
identified in the database searches. The search used term “non-small-cell lung
cancer” and was filtered by published guidance. Prior technology appraisals were
eligible for inclusion if they had assessed any of the listed comparators in the
tepotinib decision problem with no date restriction or any technology appraisal in
non-small-cell lung cancer indication published in the last three years. Terminated
appraisals were excluded. Refer to Appendix G (Section G.1.2) for summary results

of included technology appraisals.

h. According to appendix D, the Cochrane Database of Systematic
Reviews (CDSR) was searched three times between 22 January and
8 June 2021 for prognostic, clinical, humanistic, epidemiological, and
economic evidence, yet systematic reviews were ineligible as per Table 1,

therein. Please explain this ambiguity.

The highlighted ambiguity is acknowledged. The bibliographies of systematic reviews
were, however, searched for references to other potentially relevant studies.
Although this was documented in the review protocol, it is noted that this was not
aligned with the PICO criteria that stated the exclusion of systematic reviews with no
allowance that the bibliographies of systematic reviews meeting other eligibility

criteria would be scrutinised for other potentially relevant studies.

A2. According to appendix F, no studies were identified that reported additional
adverse reactions. It appears that some relevant studies were omitted. Please

justify this omission or include all relevant studies.

The studies listed below were in indications other than NSCLC harbouring METex14
skipping alteration population, hence these studies were not included in Appendix F.
Safety data from the listed publications have, however, been provided below for the
requested publications for completeness. The majority were not captured in the

searches given the search terms used.
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1. Decaens, T. et al. Safety profile of tepotinib in patients with advanced

solid tumors: Pooled analysis of phase | and Il data. Annals of Oncology,

Volume 30, v181 — v182
Table 1. Treatment-related (TR)AEs

N=228
Any Grade 210% Grade 23 22%

Any TRAE, n (%) 172 (75.4) 52 (22.8)
Peripheral oedema 77 (33.8) 8 (3.5)
Diarrhoea 45 (19.7) 4 (1.8)
Fatigue 34 (14.9) 3(1.3)
Nausea 29 (12.7) 0 (0)
Decreased appetite 27 (11.8) 0 (0)
Increased lipase 13 (5.7) 9 (3.9)
Increased AST 11 (4.8) 5(2.2)

Abbreviations: AST, aspartate aminotransferase; TRAE, treatment related adverse event
Pooled analysis of clinical trialsNCT01014936, NCT01832506, NCT01988493, NCT02115373, NCT02864992

These data were also reported in two abstract publications Paik et al. (2020) and

Xiong et al. (2021), these studies were listed as excluded study citations as the

population was mixed and included participants from the broader NSCLC population.

2. Decaens T, Barone C, Assenat E, Wermke M, Fasolo A, Merle P, Blanc JF,
Grando V, lacobellis A, Villa E, Trojan J, Straub J, Bruns R, Berghoff K,

Scheele J, Raymond E, Faivre S. Phase 1b/2 trial of tepotinib in sorafenib

pretreated advanced hepatocellular carcinoma with MET overexpression.

Br J Cancer. 2021 Apr 6.

Table 2. Phase 2: TRAEs of any grade and Grade 23

Event Tepotinib
Any grade Grade 23
21 AE of any cause,? n (%) 48 (98.0) 28 (57.1)
21 TRAE, n (%) 41 (83.7) 14 (28.6)
TRAE in 25% of patients, n (%)
Peripheral oedema 19 (38.8) 3(6.1)
Asthenia 11 (22.4) 0
Fatigue 9 (18.4) 0
Diarrhoea 8 (16.3) 0
Nausea 7 (14.3) 0
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Event Tepotinib
Any grade Grade 23
Ascites 6(12.2) 2(4.1)
Hypoalbuminaemia 5(10.2) 0
Decreased appetite 4 (8.2) 0
Vomiting 4 (8.2) 0
Blood creatinine increased 3(6.1) 1(2.0)
Lipase increased 3(6.1) 3(6.1)
Pruritus 3(6.1) 0

a Treatment-related adverse events are defined as events that occur within the day of first dose of trial treatment,
up until 33 days after last dose of treatment

3. Falchook GS, Kurzrock R, Amin HM, Xiong W, Fu S, Piha-Paul SA, Janku
F, Eskandari G, Catenacci DV, Klevesath M, Bruns R, Stammberger U,
Johne A, Bladt F, Friese-Hamim M, Girard P, El Bawab S, Hong DS. First-
in-Man Phase | Trial of the Selective MET Inhibitor Tepotinib in Patients
with Advanced Solid Tumors. Clin Cancer Res. 2020 Mar 15;26(6):1237-

1246.
Table 3. TRAEs

Regimen 1 Regimen 2 Regimen 3 Total
(n Y2 42) (n Y2 45) (n . 62) (N 72 149)
Any |Grade2:3] Any |Grade2:3] Any |Grade2:3] Any |Grade2:3
Grade Grade Grade Grade
TRAE? 14 (33.3)| 1(2.4) |23 (51.1)] 3(6.7) |39 (62.9)| 9 (14.5) |76 (51.0)| 13 (8.7)

Peripheral 1(2.4) 0 2(4.4) 0 16 (25.8)| 3(4.8) {19(12.8)| 3 (2.0)
oedema
Fatigue 3(7.1) 5(11.1) 0 11 (17.7)| 2(3.2) {19(12.8)| 2 (1.3)
Decreased 2 (4.8) 0 0 10 (16.1) 0 12 (8.1) 0
appetite
Nausea 1(2.4) 0 2(4.4) | 1(22) | 6(9.7) 0 9(6.0) | 1(0.7)
Vomiting 2 (4.8) 0 2(44) | 1(22) | 581) | 1(16) | 9(6.0) | 2(1.3)
Lipase increased | 1(2.4) | 1(24) | 4(89) | 2(44) | 1(1.6) 0 6(4.0) | 3(2.0)
Rash 0 0 2(4.4) 0 2(3.2) 0 4 (2.7) 0
AST increased 1(2.4) 0 0 0 3(4.8) | 1(16) | 4(2.7) | 1(0.7)
Diarrhoea 0 0 1(2.2) 0 3(4.8) 0 4 (2.7) 0
ALT increased 0 0 0 0 3(4.8) | 2(3.2) | 3(20) | 2(1.3)
Anemia 0 0 0 0 3(4.8) 0 3(2.0) 0
Blood creatinine 0 0 0 0 3(4.8) 0 3 (2.0) 0
increased
Constipation 0 0 0 0 3(4.8) 0 3(2.0) 0
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Regimen 1 Regimen 2 Regimen 3 Total
(n Y4 42) (n Y. 45) (n Y. 62) (N Y2 149)
Any |Grade2:3] Any |[Grade2:3] Any |Grade2:3] Any |Grade2:3
Grade Grade Grade Grade

Transaminases 0 0 0 0 3(4.8) 0 3(2.0) 0
increased
Peripheral 1(2.4) 0 1(2.2) 0 1(1.6) 0 3 (2.0) 0
neuropathy
Renal failure 2 (4.8) 0 1(1.6) 0 3 (2.0) 0
Oedema 0 0 1(16) | 1(1.6) | 1(0.7) | 1(0.7)
Amylase 1(24) | 1(24) 0 0 1(0.7) | 1(0.7)
increased
Hypoalbuminemia 0 0 0 0 2382) | 1(16) | 2(1.3) | 1(0.7)
Hyponatremia 0 0 0 0 2(32) | 1(16) | 2(1.3) | 1(0.7

Abbreviation: AST, aspartate transaminase; treatment emergent adverse events

a For any-grade treatment-related TEAEs, events occurring in >2 patients with any regimen are reported; for
treatment-related TEAEs grade 3 or higher, all events are shown

4. Ryoo BY, Cheng AL, Ren Z, Kim TY, Pan H, Rau KM, Choi HJ, Park JW,
Kim JH, Yen CJ, Lim HY, Zhou D, Straub J, Scheele J, Berghoff K, Qin S.

Randomised Phase 1b/2 trial of tepotinib vs sorafenib in Asian patients

with advanced hepatocellular carcinoma with MET overexpression. Br J
Cancer. 2021 May 10.

Table 4. TRAESs reported in 210% of patients (Phase 2 study; safety analysis set)

) ) Tepotinib Sorafenib
Patients with TRAEs, n (%) T pyy™
Any grade Grade 2 3° Any grade Grade 2 3°
Overall 37 (82.2) 13 (28.9) 43 (97.7) 20 (45.5)
Diarrhoea 16 (35.6) 2(4.4) 14 (31.8) 3(6.8)
Oedema peripheral 11 (24.4) 0 (0.0) 0 (0.0) 0 (0.0)
Fatigue 9(20.0) 2(4.4) 11 (25.0) 0 (0.0)
PPES 8(17.8) 1(2.2) 27 (61.4) 3(6.8)
Decreased appetite 8 (17.8) 0 (0.0) 12 (27.3) 0 (0.0)
Blood creatinine increased 6 (13.3) 0 (0.0) 0 (0.0) 0 (0.0)
AST increased 5(11.1) 2 (4.4) 10 (22.7) 3(6.8)
Hypoalbuminaemia 5(11.1) 0 (0.0) 2 (4.5) 0 (0.0)
ALT increased 4 (8.9) 0 (0.0) 7 (15.9) 0 (0.0)
Amylase increased 3(6.7) 2(4.4) 5(11.4) 1(2.3)
Blood bilirubin increased 2(4.4) 1(2.2) 8(18.2) 2 (4.5)
Alopecia 1(2.2) 0 (0.0) 10 (22.7) 0 (0.0)
Lipase increased 1(2.2) 0 (0.0) 5(11.4) 4(9.1)
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] ) Tepotinib Sorafenib
Patients with TRAEs, n (%) —T = aa

Hypertension 0(0.0) 0(0.0) 11 (25.0) 6 (13.6)

Dermatitis acneiform 0 (0.0) 0 (0.0) 5(11.4) 0 (0.0)

ALT alanine aminotransferase, AST aspartate aminotransferase, PPES, palmar—plantar erythrodysesthesia

syndrome

a One patient did not receive treatment

b Grade 23 treatment-related adverse events (in 22 patients) also included ascites (4.4%) and hyperglycaemia
(4.4%) for tepotinib, and increased gamma-glutamyl transferase (4.5%) for sorafenib.

5. Shitara K, Yamazaki K, Tsushima T, Naito T, Matsubara N, Watanabe M,
Sarholz B, Johne A, Doi T. Phase I trial of the MET inhibitor tepotinib in
Japanese patients with solid tumors. Jpn J Clin Oncol. 2020 Aug
4;50(8):859-866.

Table 5. TEAEs (any cause)

Patients with Tepotinib 215 Tepotinib 300 Tepotinib Total (n=12)
TEAE n (%) mg OD (n=3) mg OD (n=3) 500mg OD (n=6)
Any TEAE 2 3 6 11 (91.7)
Any treatment 1 1 3 5(41.7)
related TEAE
Ay serious TEAE 1 4 (33.3)
Any related 0 0 0
serious TEAE
Any Grade 23 0 3 4 7 (58.3)
TEAE
Any related 0 0 3 3 (25.0)
Grade =3
TEAE leading to 0 0 0 0
treatment
discontinuation
TEAE leading to 0 0 1 1(8.3)
death?
Related TEAE 0 0 0 0
leading to death
Related TEAE of 0 0 2 2 (16.7)
special interestt

OD, once daily; TEAE, treatment emergent adverse event

a Primary reason for death was disease progression

b Defined as lipase or amylase elevation of Grade =3

Table 6. TRAEs

TEAE, n (%) Tepotinib 215 mg(Tepotinib 300 mg| Tepotinib 500mg| Total (n=12)

OD (n=3) OD (n=3) OD (n=6)
Any grade
Amylase increase 0 (16.7)
Lipase increase 0 6.7)
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TEAE, n (%) Tepotinib 215 mg(Tepotinib 300 mg| Tepotinib 500mg| Total (n=12)
OD (n=3) OD (n=3) OD (n=6)
_Serum creatinine 0 0 1 1(8.3)
increase
Hypoalbuminemia 0 0 2 2 (16.7)
Decreased appetite 1 0 0 1(8.3)
Hyponatraemia 0 0 1 1(8.3)
Nausea 0 0 1 1(8.3)
Stomatitis 0 0 1 1(8.3)
Vomiting 0 0 1 1(8.3)
Fatigue 1 1 0 2 (16.7)
Dysgeusia 1 0 1 2 (16.7)
Acneiform dermatitis 0 0 1 1(8.3)
Grade 3/4
Lipase increase 0 0 2 2 (16.7)
(Grade 4)
Hyponatraemia 0 0 1 1(8.3)
(Grade 3)

OD, once daily; TEAE, treatment emergent adverse event

Systematic literature review

A3. Please provide the full systematic review report mentioned in section D.1.1.4

of the company submission.

The full systematic literature review report mentioned in Section D.1.1.4 was

provided in the reference pack, in a separate Data on File reference folder.

Please note that this report contains the methods and results for the Initial Review
and Update Review 1. Update Review 2 was updated for this appraisal and is only

documented in Appendix D.
A4. Please justify the application of eligibility criteria:

a. There are 81 studies excluded based on outcomes being outside of the
PICO (population, intervention, comparator(s), outcome(s)) but some of
these appear to report outcomes within the NICE scope. For example, the
study by David S. et al. (J Clin Oncol 38: 2020, suppl; abstr TPS3663)

includes safety and tolerability which are within the scope. Please revise
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the list of excluded studies or provide appropriate reasons for exclusion.

If needed, provide information on studies providing relevant evidence.

A total of 79 studies were excluded on “Outcomes not in PICO”. These studies were
rescreened as requested. Refer to Appendix 2 of this document for tabulated
summary. Some adjustments were made to reasons for exclusion (highlighted in
orange in the table in Appendix 2), but no studies were judged to have been

incorrectly excluded from the review.

The study Hong et al. J Clin Oncol 38: 2020, suppl; abstr TPS3663 does indeed
state that its primary endpoint was the incidence of disease limiting toxicities and
refers to relevant secondary endpoints (ORR blinded by independent central review,
PFS and OS (dose expansion only)); however, no data were reported within the
abstract hence the study was excluded on outcomes (no results reported for relevant

outcomes).

b. According to section D.1.3.2 (Excluded studies: clinical), the study by
Smit EF, Felip E (1415TiP INSIGHT 2: Tepotinib + osimertinib in patients
(pts) with EGFR-mutant NSCLC having acquired resistance to first-line
osimertinib due to MET amplification (METamp). Ann Oncol 2020; 31(S4):
S$894) has an invalid reason for exclusion. Please provide a correct reason

for exclusion.

The study by Smit et al. (2020) was excluded as it did not meet the population
criterion “patients with advance non-small cell lung cancer with METex14 skipping
alterations”. The study included people with EGFR-mutant NSCLC having acquired
resistance to first-line osimertinib due to MET amplification (METamp), and this is a
separate indication/population. The reason for exclusion as stated is therefore
accurate: “Indication/ population not in PICO (e.g. other than NSCLC)”. The example
in brackets was provided for illustrative purposes only. However, this has been
adjusted to reflect exactly why the population criterion was not met. As this reason
for exclusion appeared elsewhere in the list of excluded studies, this has also been
adjusted where relevant elsewhere in the list of excluded studies reported in the
appendices (Section D.1.3.2: p.44, p.45, p.46).

c. According to section D.1.4. (Table 5: Summary of publications included
in the ITC [indirect treatment comparison], the studies by Kato et al. 2021,
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Hur et al. 2020, and Gow et al. 2017 are all excluded from the ITC with the
same reason i.e., Asian population. However, the VISION study which
presents the efficacy results for the submission to NICE recruited patients
originated from Japan, South Korea or Taiwan. Please explain this

discrepancy.

The VISION study was conducted at approximately 120 treatment sites in Austria,

Belgium, China, France, Germany, Israel, Italy, Japan, the Netherlands, Poland,

South Korea, Spain, Switzerland, Taiwan, and the United States of America (USA).

Demographics by race and geographic region of participants included in the VISION

study are reported in Table 12, Document B of the company submission, and below

for reference. Unlike the studies referred to that were excluded from the ITC, the

VISION study included participants from a broad range of countries.’

Table 7. VISION: Baseline characteristics by race

Overall 1L 2L+

N=152 (100%) N=69 (100%) N=83 (100%)

Race, n (%)

White

Asian

Black or African American

Not collected at site

Other

Geographic region, n (%)

Europe

North America

Asia

Kato et al. (2021) included seven Asian participants treated with
immunotherapy. In addition to just being from an Asian population, the sample

size was too low for inclusion in the MAIC analysis.?

Gow et al. (2017) included 27 lung adenocarcinoma patients and 1 squamous
cell carcinoma patient with METex14 skipping alterations, and all were
recruited from East Asian sites. In addition to being exclusively from an Asian
population, it was unclear what treatments the participants received so could

not be included in the MAIC analysis.?
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e The study by Hur et al.# focused on the treatments and outcomes in a group
of 20 METex14 skipping alterations patients, who received chemotherapy.
Profound differences were noted between the patients enrolled and those in
the VISION study, for example, only 15 were Stage IV, all were from Korea,
while ECOG performance status for 19 patients is given only as ‘0-2’, with a
further patient ECOG 3. Substantial differences between this study and
VISION make it inappropriate for the MAIC analysis.

d. According to section D.1.1.2, only studies published as a peer-reviewed
publication or abstract in the English language were eligible. Please

discuss the potential biases arising from narrowing the inclusion criteria.

It was specified that only studies “... published as a peer-reviewed publication or
abstract in the English language” were eligible for inclusion. Indeed, the reliance on
English-language studies may not represent all of the evidence, and excluding
languages other than English (LOE) may introduce a language bias. Such bias may

lead to an over- or underestimation of an intervention’s effectiveness.

The literature searches were not restricted by language, but the language exclusion
was applied during screening per PICO. It is unclear what proportion of the studies
excluded at title/abstract stage may have been excluded on language; however,

none of the studies were excluded at full text due to LOE.

A5. According to section D.1.6 of the company submission, quality assessment
for clinical evidence studies was conducted using the “adapted Downs and
Black adapted checklist”.

Please provide a justification for the selection of this tool; and how (and by

whom) it was adapted.

The Downs and Black checklist® was selected as it is considered appropriate for
assessing both randomised and non-randomised studies. The amended Downs and
Black was selected from a previously published review (see PDF provided <Downs-
Black-Modified.pdf>), given that all studies included were non-randomised studies,

and the power calculation between treatment arms was not possible to conduct.®
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The questionnaire typically includes 27 questions: Question 11 was originally
considered to cover an important risk of bias but should have been excluded in line
with the typical questionnaire. Therefore the only adjustment was to the scoring of

the final question regarding the power (as documented below):

“wn

e Question 5 “"are the distributions of principal confounders in each group of
subjects to be compared clearly described?”: Instead of rating according to
whether a list of principal confounders was provided, partially provided, or not
provided, the study was assessed based on whether the list was provided or

not. The maximum score was therefore 1 not 2 (yes 1, no 0).

e Question 28 “Did the study have sufficient power to detect a clinically
important effect where the probability value for a difference being due to
chance is less than 5%7?”: the maximum score was 1 (rather than 5). Instead
of rating according to an available range of study powers, the study was
assessed based on whether the study had performed a power calculation or

not (yes 1 no 0).
AG. Please provide details regarding the data extraction process.

a. Please clarify whether a third researcher was involved in case of any

disagreements in the extracted data.

A third researcher was not involved in case of any disagreements in the extracted
data. As outlined in the methods in the systematic literature review report, two
reviewers were involved in the data extraction process; one author (AGa) in the first
review and (AGe) in the update review [Update Review 1]) independently extracted
data from all the included publications, and the same publications were extracted
once again by another author (HE in the Initial Review, PC in Update Review 1).
AGa and HE/AGe and PC extracted the data autonomously, meaning that two
separate data extraction sheets were generated. The reviewers then compared both
data extraction sheets. Finally, one uniform data extraction sheet was generated.

The same process was followed in Update Review 2.

b. According to section D.1.1.2, details of the interventions are missing.

Please provide this information.
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No specific interventions were listed in the protocol. The intervention criterion
allowed for any pharmacotherapy at any line of therapy for the clinical review and no
restrictions were placed on interventions for the prognostic, humanistic,
epidemiological, or economic reviews (refer to Appendix D, Section D.1.1.2, Table 1,
p.19).

Treatments assessed in each of the included studies is reported in Table 2 “Clinical
outcomes studies in NSCLC patients with METex14 skipping alterations” (refer to
Appendix D, Table 2, p.28).

Decision problem

A7. According to Table 33 of the company submission, docetaxel + gemcitabine
or gemcitabine monotherapy or vinorelbine monotherapy are comparators
outside the NICE scope. Please justify their incorporation in efficacy and

economic models.

Docetaxel plus gemcitabine, gemcitabine monotherapy and vinorelbine monotherapy
are included within the efficacy data taken from the real-world cohort data. Within the
all-patients group, one patient within the real-world cohort data had docetaxel plus
gemcitabine as their treatment from second-line. Clinical expert opinion stated that
although docetaxel and gemcitabine are unlikely to be given together in clinical
practice, it is possible if treatment options are low. Within the previously treated
group, one patient had gemcitabine monotherapy and two patients had vinorelbine

monotherapy.

Although not listed within the final scope, these treatments are sometimes given to
patients with NSCLC and hence still part of the clinical pathway.® As the preference
is to match the comparator costs with the efficacy as closely as possible, these
treatments were included within the comparator groupings economic model and
costed for within the economic analysis. Other treatments which were in the real-
world cohort data but not in the NICE scope and not available in the UK, such as
spartalizumab, were costed as different treatments within the NICE scope.
Treatments which were in the real-world cohort data and not in the NICE scope but

available in the UK for other indications, such as crizotinib, were costed for within the
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economic analysis to match the comparator costs with the efficacy as closely as

possible.

Furthermore, when presented to clinical experts at the advisory board, they agreed
that the chemotherapy groupings were appropriate (included those described
above), based on expectation of similar efficacy and safety, and so these products
were retained in the efficacy analysis to increase the numbers for patients treated

with chemotherapy.’
Clinical evidence

A8. Priority question. In several sections (relating to both, clinical as well as cost

effectiveness), the company submission refers to clinical expert opinion.

Please report on the methods sought to gather the clinical experts’ opinions as
well as the results of this process, and refer to this throughout the provided
documentation, e.g. details on the validation of factors for balancing between

studies in section B.2.9.6 of the company submission.

Merck conducted two main sets of meetings to obtain clinical expert opinions on a

variety of topics.

The first meetings were to obtain expert input on the clinical variables thought to be
prognostic and/or predictive in patients with NSCLC harbouring METex14 skipping
alterations, in order to conduct the propensity score weighting between VISION and
the real-world cohort data. The way clinical input was incorporated into the indirect
comparison is described in Section 5.2 of the ITC report (Appendix L). “The
approach taken to expert input was to review a list of the possible covariates with the
first expert via videoconference. Input was taken on the most important factors to be
included in matching, and the order of importance of the variables (in case it was not
possible to match on all). This ranking was then used to prepare a weighted
analysis. With the second clinician (again via videoconference) the list was
presented for any changes they would like to make — instead however they
concurred with the variables, and the ordering of variables.”

The interactions described were conducted via videoconference, with screen sharing

to allow presentation of results. These variables and weighting were then validated
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separately at an advisory board with four additional clinical experts (described

below).

The second main interaction was with four clinical experts and two leading health
economic experts, at a 4.5 hour virtual advisory board. Extensive minutes from this
meeting have been provided to NICE separately. In summary, key aspects of the
disease area, clinical trial data, ITC, economic model and survival modelling were
presented and discussed, and the experts provided feedback and opinions on each.
For each topic, Merck asked a set of pre-defined questions which the experts
discussed and answered, and consensus was gained where possible. Follow up
questions were also sent out to the experts where the clinical experts provided
estimated treatment mixes and market shares in NSCLC for 1L and 2L, based on the
NICE scope. They answered questions on the utilities in the model, the adverse

event profile of tepotinib and treatment costs and resource use in advanced NSCLC.

Merck also has a consultancy agreement with separate leading oncologists who
provide additional feedback on key areas related to the NICE submission when
required. These experts have been engaged recently in relation to questions from
this Clarification Letter, and information from these are reported in the relevant

sections of this document.

A9. Please provide further justification for the categorisation of the tumour

expression of PD-L1 250% versus <50%, i.e. the proportion score.

As defined in the decision problem, (B.1.1 of company submission) PD-L1
expression determines the treatments patients without genetic driver mutations are
eligible for.2 Previously untreated patients with PD-L1 tumour proportion score 250%
are eligible for pembrolizumab or atezolizumab monotherapy, regardless of histology
(atezolizumab monotherapy has recently been recommended by NICE), whereas
patients with PD-L1 tumour proportion score <50% are not eligible for these. Both
groups of patients (PD-L1<50% and PD-L1250%) with non-squamous histology are
eligible for pembrolizumab in combination with chemotherapy, atezolizumab plus
bevacizumab with carboplatin and paclitaxel, or platinum-based chemotherapy with

or without pemetrexed maintenance.
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For patients with PD-L1 tumour proportion score <50% and squamous histology,
platinum-based chemotherapy is still available, although pembrolizumab in
combination with carboplatin and paclitaxel is currently only available on the Cancer
Drugs Fund (CDF). Similarly for previously treated patients, PD-L1 expression
determines what treatment patients can receive, along with histology, comorbidities,

contraindications, overall performance status and previous treatments.

It is important to note that PD-L1 expression determines treatment eligibility for
patients without genetic driver mutations. For patients with genetic driver mutations,
such as EGFR-mutant, ALK positive or ROS1 positive advanced NSCLC, their
mutation status is the primary determinant of what treatment they are eligible for.
Targeted therapies are now the standard of care for patients with EGFR-mutant, ALK
positive or ROS1 positive advanced NSCLC.8 Advanced NSCLC with METex14
skipping alterations is now considered to represent another group of patients who

would benefit from a targeted treatment option.

A10. Please clarify how the Best Overall Response (BOR) was defined and
operationalised. Furthermore, please specify who carried out the independent

evaluations, e.g. BOR in section B.2.6.3 of the company submission.

The study protocol and IAP defines Best Overall Response (BOR) in line with the
definition as provided by RECIST 1.1. (Eisenhauer et al. 2009;° section Appendix IlI
of the study protocol). Independent assessment of tumour imaging was performed by
an independent service provider, i.e. Calyx’s Medical Imaging (a former business of
Parexel). The independent assessment of imaging data of the VISION trial by Calyx
formed the basis for the evaluation of efficacy in the VISION trial including the
primary endpoint, namely objective response. Respective independent response
results per patient by Calyx were shared with IQVIA data management and the BOR

assessment results were derived as defined by RECIST 1.1.

A11. Please specify whether patients with Eastern Cooperative Oncology

Group (ECOG) status above 1 would be offered tepotinib.

In clinical practice, patients with ECOG above 1 could be offered tepotinib, as the

expected marketing authorisation |G
I
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For example, the Early Access to Medicines Scheme (EAMS) [ G
B Thc decision to treat patients above ECOG 1 is driven by the fitness of
the patient and this would be based on the clinical assessment by the oncologist for
treatment rather than mandated in the license. This is potentially important for
tepotinib as it is an oral treatment. For comparators at first line (chemotherapy,
immunotherapy or immunotherapy in combination with chemotherapy) patients who
are less well might be less able to tolerate the infusions, and burdensome side effect
and toxicity profiles of chemotherapy. As such, tepotinib could offer a beneficial oral

targeted treatment option for these patients.

A12. For all effectiveness outcomes (sections B.2.6.1 to B.2.6.7) results are split
into 1L versus 2L+. Please specify which lines of anticancer therapy were used

and provide all relevant results.

In VISION Cohort A (N=152), there were B patients who were previously untreated
(Il%). Among those who were previously treated (N=[J, %), I} (%) had
one prior therapy (and so had tepotinib as second-line treatment), [ (%) had two
prior therapies (and so had tepotinib as third-line treatment) and [|j (%) had three

prior therapies (and so had tepotinib as fourth-line treatment).°

Results by previously untreated (1L) and previously treated (2L+) are reported in

Document B, Section B.2.6 and Appendix R.

A13. As per Figure 4 of appendix E (subgroups of objective response rate
[ORR]), the data consistently show better efficacy in Asian patients (race and
geographic region) compared with White Caucasians or those from North

America.

a. Please elaborate on those differences.

As reported in Appendix E, patients of Asian race demonstrated marginally higher
ORR compared to White Caucasians. Patients from Asia (geographical region) also
demonstrated marginally higher ORR compared to those from Europe or North
America. However it is worth noting the small N numbers from these subgroups
(N=]Ji} for Asian race, N=[Jj for Asian geographical region, in VISION Cohort A). In
the relevant figures in Appendix E, the confidence intervals cross in all instances

between the race and geographic region subgroups.’
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When looking at the larger Cohort A + C subgroup analysis for ORR (Figure 5,
Appendix E), similar trends are seen with the larger patient numbers (N=. for Asian
race, N=JJ] for Asian geographical region), although the numerical differences
between races and regions are even less pronounced. The confidence intervals still
cross between each of the race subgroups and each of the geographic region

subgroups.

METex14 is a rare oncogenic driver mutation, and in this specific patient population,
the ORR with tepotinib is similar across the various geographical regions, and across
race groups, demonstrating the benefit of tepotinib as a targeted treatment in

patients with METex14 skipping alterations.

b. Please provide relevant results for these subgroups for all outcomes.

Results for the Asian subgroups (race and geographic region) in other outcomes are
not available to provide as the VISION study was not designed and powered to
assess differences in these outcomes for subgroups such as race and geographic

region.

A14. According to Table 11 of the company submission, a proportion of
recruited patients in the VISION study originated from Japan, South Korea, or

Taiwan.

Please explain how these populations are generalisable to the United

Kingdom (UK) clinical settings.

VISION was an international clinical trial that was conducted at approximately 120
treatment sites in Austria, Belgium, China, France, Germany, Israel, Italy, Japan, the
Netherlands, Poland, South Korea, Spain, Switzerland, Taiwan, and the United States
of America (USA).

METex14 skipping alterations are a rare mutation and so the large number of countries
covered, including those from Asia, allowed for recruitment of a large number of
patients (so far up to - patients in Cohort A+C at the 1 February 2021 data cut). The
large number of patients recruited from various global countries also ensured
adequate patient recruitment from different geographical and racial populations.
VISION included JJ|% of patients from Asian countries, however over |2 were from
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Europe alone (in Cohort A), and as discussed in A13 and Appendix E of the company
submission, ORR rates are similar across regions and race, supporting the overall

generalisability of VISION to the UK population.’

As described in Section B.1.3.2 of Document B, patients with METex14 skipping
alterations have a number of specific characteristics which differentiate them from
other types of NSCLC (wildtype or other genetic driver mutations), including older age
and predominantly non-squamous histology, and these characteristics are observed
across geographical regions and race, as reported in the SLR report.’ This supports
the generalisability of the patient population across geographic regions and race, in

line with the specific METex14 skipping alterations population.

A15. According to Table 8 of the appendix E, patients with tissue biopsy (T+)
had better outcomes, i.e. overall survival, progression free survival (PFS) and

duration of response.

Please explain and discuss the differences.

Liquid (L+) and tissue biopsy (T+) are complementary approaches for the
identification of actionable gene alterations in NSCLC."%"3 Tissue biopsy has been
associated with higher sensitivity and is considered the ‘gold-standard’, however,

there are limitations to tissue sampling which liquid biopsy may overcome.'?

As noted, there are numerical differences between the outcomes for patients with
METex14 skipping alterations detected by T+ and for those detected by L+, with a
trend for better outcomes in the T+ group. This comparison between the T+ and L+
group in VISION is being explored in an upcoming abstract and presentation, to be
presented at the 2021 World Conference on Lung Cancer, September 8 — 14, 2021,
virtual event.' — Please note this reference is unable to be shared until the

conference.

e In Cohort A + C, ] patients with positive detection of METex14 skipping by
L+, and i by T+, were enrolled. ] patients had positive detection of MET
exon 14 skipping by both L+ and T+.
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o A large proportion of patients enrolled (.%) were positive for
METex14 skipping by T+ and negative by liquid biopsy, indicating

higher sensitivity for T+.

» Baseline demographics were broadly consistent between patients enrolled by
liquid (n=l}) or tissue biopsy (n=[l}). For example, median age was ||}
years versus - years respectively, with very similar smoking history,
histology subtypes, and previous lines of therapy. However, a higher
proportion of T+ patients had ECOG PS 0 (JJille6 versus [Jl1%), and a
higher proportion of T+ patients were Asian (JJJl|%) compared to L+ (Jl%).

e Patients enrolled by liquid biopsy had a worse prognosis, with a higher tumour

load (see below) and more brain metastases (% versus % ).

o Median tumour load of target lesions: L mm (range, | ) for

L+ versus [ (range, | GG for T+.

o L+ (N=JlD); % had =3 target lesions, % had =3 non-target

lesions, documented non-target lesions: N=Jjj}.

o T+ (N=JJl}): I had =3 target lesions, % had =3 non-target

lesions, documented non-target lesions: N=JJjjj.

e Objective response rate with tepotinib was -% in patients enrolled by liquid
biopsy and [J|% in patients enrolled by tissue biopsy. Although ORR was
consistent between patients in L+ and T+ populations, time-dependent end
points were more favourable in the T+ population as noted above and in

Appendix E.

e Across Cohorts A and C, - patients received at least one dose of tepotinib,
and were analysed for safety. Incidence of treatment-related AEs was
consistent across the L+ and T+ populations, but any-cause AEs (treatment
emergent AEs) were reported in a larger proportion of L+ patients, suggesting

a population with a worse prognosis.

o Serious any-cause AEs: % in L+ versus % in T+

Clarification questions Page 22 of 122



o Grade 23 any-cause AEs: 1% in L+ versus % in T+
o Grade 24 any cause AEs: % in L+ versus J§% in T+
o Any cause AEs leading to death: % in L+ versus % in T+

As noted above, there are a number of differences between the T+ and L+ patient
groups in VISION which might explain the differences noted. The L+ patients had
characteristics associated with a worse prognosis, such as higher tumour load and
more brain metastases. These patients also had a higher incidence of AEs
considered unrelated to tepotinib, which is in line with a worse overall prognosis. The
T+ group had a higher proportion of patients with ECOG PS 0, and a higher

proportion were Asian.

|
|
N - rticularly in
the treatment-naive setting, and likely reflect that patients enrolled through liquid

biopsy had a worse prognosis.

A16. ORRs by histological classification (adenocarcinoma or squamous) are
different.

Does the UK clinical population have similar rates of
adenocarcinomal/squamous cell carcinoma as in the VISION study? Please

provide supporting references.

In VISION Cohort A (February 2021 data cut), [JJ§% of patients (N=]jji}) had
adenocarcinoma, 1% (N=Jll) had squamous cell carcinoma, and | (N=Jf}) had

sarcomatoid. Similar rates were seen in the larger Cohort A + C group.

There are very limited UK-specific prevalence data for patients with METex14
skipping alterations reporting histology subtype. The only study Merck identified is
Benafif et. al. 2021 (presented at BTOG 2021). In this study, 27/30 patients (90%)
had adenocarcinoma histology, 1/30 (3.3%) had adenosquamous, and 1/30 (3.3%)
had sarcomatoid. Based on the limited published data for METex14 skipping

alterations in the UK, the rates of adenocarcinoma/squamous seem similar between
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the published evidence and VISION study. However, given the low patient numbers
reported here, there are limitations to this analysis. Merck are aware of ongoing
studies in the UK in patients with METex14 skipping alterations, as well as the
ongoing EAMS for tepotinib, so more data for UK patients will become available in

the coming years.

In larger studies outside of the UK reporting on the histology subtypes of patients
with METex14 skipping alterations, the rates of different subtypes appear to be
similar to VISION. In the SLR report (provided separately), which pooled data from
up to 29 studies, adenocarcinoma histology was present in 72% (mean) and 79%
(median) of METex14 skipping alterations patients; squamous was present in 9%
(mean) and 3% (median); and sarcomatoid was present in 13% (mean) and 3%

(median).

When looking at a single study with the largest patient numbers reporting on
histology subtype (Schrock et. al. 2016; N=298),"® 68.8% were adenocarcinoma,
8.4% were squamous and 3% were sarcomatoid. These rates are also similar to
VISION, although VISION does appear to have marginally higher rates of

adenocarcinoma compared to this study.

Overall, the rates of different histology subtypes in VISION appears to be similar to

the wider METex14 skipping alterations NSCLC population reported across a wide

range of studies. This was confirmed with clinical experts at the advisory board who
agreed that the patient characteristics in VISION were generally reflective of the

METex14 skipping alterations population, including for histology.”

A17. Please clarify whether any additional variables were able to be matched on
in the indirect treatment comparison (ITC), in addition to prior treatment
experience, age, metastatic/stage IV disease, sex, histology and history of

smoking.

For any variables available but not matched please explain why these were not
matched. If available, please provide additional ITC results based on the

variables not previously matched.

As described in the ITC report (Appendix L), the variables selected for matching

were those deemed clinically relevant, for example age and sex. Similarly, how
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characteristics were included was taken from clinical expert opinion; e.g., mean age

rather than age above or below 70.

Although additional variables were available should clinicians have felt they were
clinically relevant (such as height, weight, or stage) the clinical experts elected to

include only the selected variables.

Given the lack of rationale for including any further characteristics, and clinical
support for not, particularly given the small sample sizes (and likely missing data
which reduce sample sizes further), the ITC has not been rerun to include further

variables.

A18. In section B.2.9.3, the company states that “this approach was considered
reasonable given the expected similar outcomes in efficacy within the treatment

classes in NSCLC, supported by the literature”.

Please clarify whether any studies have been conducted to show that
chemotherapies used for NSCLC are equally effective, or whether this approach

has only been taken for previous NICE submissions.

As reported in Section B.2.9.3 of the company submission, the grouping of
comparators has been used in previous NSCLC NICE submissions, such as TA531
where the comparator arm was comprised of a mix of chemotherapy and platinum-
based chemotherapy regimens.'® Additionally, this approach has been used in other
NICE oncology submissions (TA517, TA502 and TA541)'"-19 where the comparators
comprised a basket of chemotherapies. These were considered appropriate given
the assumption of similar efficacy. As such, this approach was considered
reasonable given the expected similar outcomes in efficacy within the treatment
classes in NSCLC.

However, this approach is also supported by a number of studies which show similar
efficacy between chemotherapy regimens in NSCLC:

e Pilkington et al 2015%° evaluated clinical effectiveness of chemotherapy
treatments recommended by NICE for the first-line treatment of advanced
NSCLC based on a systematic search of randomised control trials published

from 2001 to 2010. Relative treatment effects for OS and PFS were estimated
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using standard meta-analysis and mixed treatment comparison methodology.
A total of 23 RCTs were included: 18 trials compared platinum-based
chemotherapy, two compared pemetrexed and three compared gefitinib.
There were no statistically significant differences in OS between any of the
four third-generation chemotherapy regimens (paclitaxel, docetaxel,
gemcitabine, vinorelbine) in combination with platinum agents for squamous

and non-squamous disease (see Table 1 and 2 within publication).

e Horita et al 20172 reports a systematic literature review of chemotherapy
regimens for advanced NSCLC based on randomised control trials with
outcomes analysed using the frequentist weighted least squares approach
random-model network meta-analysis. The authors concluded that a number
of platinum-based chemotherapy regimens did not have statistically significant

poorer OS and were acceptable first-choice regimens.

e Zhu et al 2013%2 used data from SEER-Medicare to identify first-line
chemotherapy agents administered to patients with Stage I1IB or IV NSCLC
diagnosed between 2000 to 2007. Crude median survival demonstrated
similar survival between the paclitaxel/gemcitabine/docetaxel and carboplatin
(8.0, 7.3 and 7.5 months, respectively). Multivariate Cox proportional hazard
models demonstrated only slight inferior survival for paclitaxel plus carboplatin

compared to docetaxel/gemcitabine plus carboplatin.

In addition to the above, in the previous NICE submission TA658 (previously TA557),
the company conducted a network meta-analysis including various chemotherapies
for NSCLC. The results demonstrated that for the majority of chemotherapy
regimens versus other chemotherapy regimens, non-statistically significant
differences were seen for OS and PFS (see company submission Table 42 and
Table 43 for TA658).23

No evidence was found for previously treated chemotherapy regimens, however,
clinical opinion sought in the early stages of the submission development confirmed
that for different chemotherapies, similar efficacy would be expected in this setting.

A19. Please update Table 22 to include post-weighting bias amounting for all

variables, rather than P values, which are affected by both the degree of
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difference in each variable as well as the number of participants within each
category.

We believe the ERG may in this case be asking for the standardised mean
differences (SMD), which are already provided in Table 23 and Table 24 of
Document B. The SMD gives a measure of difference that is unaffected by sample
size. Mean values are also provided in the table such that if desired, the ERG are

able to calculate the mean difference before and/or after weighting.

A20. In section B.2.9.7.1, the company states that “all characteristics with the
exception of one looked balanced between tepotinib and the immunotherapy
data”. Please give the definition of “balanced” here and provide evidence to

support the view that these characteristics are balanced.

As described in Section 5.2 of the ITC report (Appendix L), the generally accepted
definition of balanced at baseline is p-values and standardised mean differences
(SMDs) where values of >0.1 and <0.1 are generally deemed to be measures of
acceptable similarity in data.’? In addition to these statistical tests, values were
presented to clinicians to judge whether the groups appeared similar; it is unlikely
(even in an RCT) values will be perfectly balanced between groups, however large

differences in multiple characteristics could be indicative of a biased comparison.

In this instance, Table 24 of the submission shows the area where there is an SMD
and p-value difference (only for one characteristic) as 3/151 tepotinib patients had
non-metastatic disease, compared to all the immunotherapy patients who had
metastatic disease. Although extremely small in number, this reaches statistical
significance. It was not, however, thought to be clinically significant according to the

clinical experts, especially given the low numbers who had non-metastatic disease.

A21. Please clarify what the effective sample sizes were for the real-world
cohorts in the indirect comparisons after weighting with propensity scores.
Please note that by “effective sample size” we refer to the effective sample size
for weighted samples, e.g. using Kish’s effective sample size, rather than that
used in Table 24 of Document B, which the ERG does not recognise as an

“effective sample size” but rather the “weighted sample size”.
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Thank you for highlighting this. The ERG is correct, what was labelled as ‘ESS’ in the
tables is more correctly the weighted sample size (WSS). This has been corrected
within Document B. Sample size, and [accurate] expected sample size (ESS), for
each of the comparisons when data is reweighted to match the tepotinib data is

provided in Table 8.

Table 8. Effective sample size by overall, naive and experienced cohorts

Overall Untreated Previously treated
Group n (ESS) n (ESS) n (ESS)
VISION 151 (151.0) 69 (69.0) 82 (82.0)

Immunotherapy - - -
Chemotherapy - - -

Abbreviations: ESS, effective sample size

A22. Please include confidence intervals in Figures 24 to 27 in document B of

the company submission.

The requested plots are provided in Figure 1 to Figure 4 and have been added to the

revised Document B.

Figure 1. Chemotherapy PFS weighting
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Figure 2. Chemotherapy OS weighting

Figure 3. Immunotherapy only PFS weighting
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Figure 4. Immunotherapy only OS weighting

A23. Please elaborate on how non-interventional studies were conducted and/or
included to inform the comparator efficacy data (section B.2.2 of the company

submission).

The following text has been added to Section B.2.2 of the company submission and
the ITC report provided separately has been clearly signposted in Document B,

section B.2.2:

“‘Non-interventional studies investigating patient characteristics, treatment patterns
and effectiveness outcomes in patients with advanced NSCLC harbouring METex14
skipping alterations were also conducted and included in the indirect comparisons
and cost-effectiveness analysis to inform the comparator efficacy data (Table 7). For
further detail please see Section B.2.9 and the indirect treatment comparison report
(Appendix L) provided separately.

Study 0015 0035 COTA Wong et al
Country USA Israel, The USA and Canada | Canada
Netherlands,
Taiwan, USA
Study type Non- Non-interventional | Data source Non-interventional
interventional real world based on EMR real world
real world retrospective
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retrospective
cohort study
based on EMR
data

cohort study,
based on EMR
data

data sourced from
COTA Healthcare

retrospective
review

Study period 01 Jan 2004 to 01 Jan 2010 to 30 | 15 Aug 2008 to 10 | Jan 2016 to Sept
30 Sept 2019 Sept 2018 Feb 2020 2019

N (before 39 with MET 86 with MET 202 412

application of alterations alterations

inclusion

criteria)

Treatment lines | 76 165 680 NR

Abbreviations: NR, not reported; OS, overall survival; PFS, progression free survival; RR, response rate; ToT,
time on treatment; TTNTD, time to next treatment or death

Notes:
a Data was available for 41 patients, though not all received treatment

Missing information and documents

A24. According to appendix F, safety results are only available for the VISION
study. It is unclear why other relevant studies were omitted, e.g. Paik PK et al.
Ann Oncol 2020; 31: S494-S495 or Xiong W et al. J Thoracic Oncol 2021; 16:
S$36).

Please provide the adverse event details for studies other than VISION, or justify

their exclusion.

Safety results have been provided for the studies requested in clarification question
A2.

The cited studies — Paik et al. Ann Oncol 2020; 31: S494-S495 or Xiong et al. J
Thoracic Oncol 2021; 16: S36 — included participants from Cohort A of the VISION
study along with participants from broader population (e.g. solid tumours), hence

they were not aligned with PICO and initially excluded.

A25. According to Table 2 of appendix D (Clinical outcomes studies in NSCLC
patients with METex14 skipping alterations), VISION is referred to as a two-arm
interventional trial, whereas elsewhere in the company submission, a single-

arm trial is referred to.

Please clarify this discrepancy.

VISION was an open-label, Phase 2 study, which administered tepotinib once daily
in patients with locally advanced or metastatic NSCLC (advanced NSCLC) with a
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confirmed METex14 skipping mutation. This has been corrected in Table 2 of

Appendix D.
A26. The Wong et al. real-world dataset does not exclude any participants.

Please clarify whether this is due to the inclusion/ exclusion criteria of Wong et
al. matching those of VISION or whether there are other reasons, e.g. insufficient

data to exclude participants from Wong et al.

The ERG is correct; after merging into the dataset, no Wong et al.?* patients were
excluded, and all were eligible for inclusion in the final ITC. This is likely as the
patients included in the Wong et al. publication had already been filtered by the
authors to be those with advanced NSCLC and the correct mutation. This is in
contrast to the (raw) datasets in the Merck conducted studies (0015, 0035 and
COTA). In these studies patients were included from the beginning of their treatment,
with other patients with different mutations also included — who then had be excluded
to match the criteria for the VISION study. Therefore, the likely reason for the lack of
patients being excluded from Wong et al. was that these steps had already been

taken previously.

A27. Please include VISION in Table 19 of document B.
VISION data have been added to Table 20 of Document B (also reported below).

Please note that this information is also provided in Table 11 and Table 12 of the

data on file ITC report (Appendix L) provided in the reference pack.

Please also note that the reported n (%) for treatment experienced has been
corrected (aligned to the ITC report provided), as the values reported in the

submitted Document B were reflective of the n (%) untreated.

Table 20. Comparator baseline patient characteristics prior to weighting, compared to
the VISION dataset

O

Characteristic VISION
n H
Study (%)
0015
0035
COTA
Wong et al.

hemotherapy Immunotherapy
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Characteristic VISION Chemotherapy Immunotherapy
VISION ]
Age (mean, (SD)) ] ] ]
Age over 75 (%) - - -
Treatment Experienced (%) - - -
Male (%) ] | ]
Race
Asian - - -
Black or African American - - -
Other | I I
White I I I
Unknown _ _ _
History of smoking (%) _ _ _
ECOG
0 I I I
1 I I I
Unknown _ _ _
Stage (%)
1z} I I I
ne/c I I I
lic I I |
W ] ] I
IVA [ I I
VB I I I
Unknown _ _ _
Metastatic disease; (%) _ _ _
Histology
Adenocarcinoma _ _ _
Squamous - - -
Sarcomatoid - - -
Others ] I I
Missing - - -

Abbreviations: ECOG, Eastern Cooperative Oncology Group; SD, standard deviation
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Section B: Clarification on cost-effectiveness data

Literature searches

B1. Please confirm that the searches conducted to identify cost-effectiveness
studies (appendix G) are the same searches as those conducted in appendix D,

but with a cost effectiveness filter.

The searches to identify prior cost-effectiveness studies were re-run; however, they
used the same population terms as those reported in Appendix D and applied a cost-
effectiveness filter. It is accepted that this largely repeats work that was reported for
the systematic review documented in Appendix D; however, title/abstracts retrieved

were screened per the eligibility criteria specified in Appendix G (Section G.1.1.2).
Time to event analysis

B2. Priority question. It was reported in the company submission that clinical
expert advice was that time to next treatment or death (TTNDT) would be a
conservative estimate of PFS. Please supply information and data in support of

this assumption.

Time to next treatment or death (TTNTD) was calculated for the Cohort A patients
from VISION in order to form a comparison to progression-free survival (PFS) for the
same set of patients. Figure 5 presents the PFS (by investigator definition as used in
the economic model) and TTNTD curves from Cohort A of the VISION February
2021 data-cut. Summary statistics for both endpoints are provided in Table 9. While
not statistically significantly different (p=0.15), median TTNTD is shown to be greater
than median PFS (JJij versus [, respectively), thus, providing evidence that the
assumption to use TTNTD as a proxy for missing PFS data is likely to be

conservative, if this trend holds true for the real-world cohort comparator data.
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Figure 5: Kaplan-Meier curves of PFS and TTNTD for all VISION patients

Abbreviations: p, p-value; PFS, progression-free survival; TTNTD; time to next treatment or death.

It was considered that the extension in TTNTD over PFS may be caused by patients
discontinuing tepotinib due to progression and not going on to receive a subsequent
therapy, therefore the TTNTD is uplifted by the OS time for these patients. Of the
151 ITT patients, 60 received a subsequent therapy so an exploratory analysis was
performed to compare the outcomes in this patient group. Figure 6 provides a
comparison of PFS and TTNTD between the 60 patients who went on to receive a
subsequent therapy. The KM curves are closer than those seen in Figure 5 however,
TTNTD continues to be greater (median of [ versus median PFS of ) and the
difference remains insignificant (p=0.17). Summary statistics for both endpoints are

provided in Table 9.

Clarification questions Page 35 of 122



Figure 6: Kaplan-Meier curves of PFS and TTNTD for all VISION patients who received
a subsequent treatment

Abbreviations: p, p-value; PFS, progression-free survival; TTNTD; time to next treatment or death.

Table 9 presents the summary statistics for PFS and TTNTD from VISION for all ITT
patients and patients who received a subsequent therapy only. Both the median and
restricted mean survival time (RMST) are greater for TTNTD compared to PFS (by

investigator definition).
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Table 9: Summary statistics of PFS and TTNTD from VISION

PFS TTNTD
All patients |
Patients with event, n (%) -
Median (95% Cl) [ ]
RMST |
Patients with subsequent treatments only [
Patients with event, n (%) ]
Median (95% Cl) ]
RMST |

Note: PFS refers to investigator definition.
Abbreviations: ClI, confidence interval; n, number; PFS, progression-free survival; RMST, restricted mean survival
time; TTNTD; time to next treatment or death.

In addition to the evidence from VISION, clinical experts at the advisory board stated
that they would expect PFS to be shorter than TTNTD given the delay from

progression to actually receiving treatment.”

B3. Priority question. Please provide the median, mean and 95% confidence
interval (CI) for overall survival (OS), PFS and time on treatment (ToT) for each
treatment using the company-preferred survival models in section B.3.3 of the
company submission side-by-side with the same data from the Kaplan-Meier
curves derived from the primary ITC (based on the propensity score matched
populations).

Table 10 presents the summary statistics of OS, PFS and ToT for each treatment
using the company-preferred survival models and the Kaplan-Meier estimates. The
values for immunotherapy and chemotherapy are based on the propensity score
weighted populations. The overall analysis set for the economic and survival
modelling comprised 151 patients; one patient was excluded from ITT efficacy
analyses due to insufficient METex14 skipping alteration data at the time. This ITT

data was taken forward for the efficacy data applied in the cost-effectiveness model.

Table 10: Summary statistics of OS, PFS and ToT for tepotinib, immunotherapy and
chemotherapy from the KM estimate and the company-preferred survival model

0S PFS ToT
KM Model KM Model KM Model
Tepotinib, n I B ]
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PFS ToT

Model KM Model KM Model

Patients with event,
n (%)

Median (95% CI)

!
!

RMST ° ] H = -
Chemotherapy, n . - - .
(weighted)

Patients with event, - - - _
Pate —

Median (95% ClI)

RMST a ] ] ] I
Immunotherapy, n - - - i
(weighted)

Patients with event, - - - _
Pate —

Median (95% CI)

RMST @ ] ] I ] - I

Note: PFS refers to investigator definition. 2 RMST for PFS and OS capped by maximum immunotherapy time
(35.1 months for OS and 32.9 months for PFS). RMST for ToT capped by VISION max time (50.6 months)
Abbreviations: Cl, confidence interval; n, number; OS, overall survival, PFS, progression-free survival; RMST,
restricted mean survival time; ToT, time on treatment; TTNTD; time to next treatment or death.

L0 L
g

B4. Priority question. Please explain the methods used to elicit clinical expert
opinion and how the responses were used to inform the selection of models to
fit to the time to event data and the distribution of treatments used in UK clinical
practice (both as immunotherapy and chemotherapy comparators to tepotinib
and also as subsequent treatments). Please provide the clinical expert

responses.

As part of the advisory board, discussed in A8 and as part of the meeting report
provided to NICE, we presented the different survival curves to the clinical experts,
for the line agnostic population, for chemotherapy, immunotherapy, and tepotinib
groups. We asked the experts how many patients they expected to be
alive/progression free/on treatment for each group, at different time points. We also
asked for feedback on which curves were plausible or not, and which were most
likely, based on their knowledge and how many patients they would expect to be
alive or progression free at certain long term timepoints. These responses described

in the meeting report are provided below.
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Chemotherapy: PFS
e The clinical experts agreed a very small proportion of patients will remain
progression free for an extended period of time, even on chemotherapy, as
there are always some responders.

o Itis reasonable to assume 0.2% will be progression free at 10 years
so, we can rule out 0.0% PFS at 10 years. 1% PFS at 5 years sounds
about right.

e Line of therapy differences

o 1L likely to be better than 2L+.

o 2L+ patients are likely to progress very quickly on chemotherapy, so
exponential could capture best for 2L+.

e The clinical experts agreed it is important to validate against long term
published data for chemotherapies.

e Finally, one clinical expert mentioned that curves will be different for platinum
doublet chemotherapy versus single agent docetaxel.

Immunotherapy: PFS

e Expect a small number of patients to be long term responders (1-4% at 5
years).
e Curve preferences for clinical experts:

o Can rule out Gompertz (too high), as well as exponential and Weibull
(too low).
e Line of therapy differences
o Would not expect results to be too different by line, maybe slightly
better at 1L due to PD-L1 expression selection at 1L, but not much. 10
works well across lines.
Chemotherapy: OS

e We could use long-term KEYNOTE-10 data to validate.

e Given the age of patients, 0% at 20 years is possible.

e One expert stated that we’d expect 5-year survival around 5%, but a greater
plateau would be expected vs. all the extrapolations listed (closer to log
logistic, log normal or gen gam) in the long term to reflect the long-term 10
benefit.

o Another expert expected a slightly higher percentage at 5 years
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o It was discussed that we would need to ensure we apply background
mortality.

e |tis hard to be certain of the OS extrapolations, given 1) uncertainty/lack of
data in the METex14 population 2) the confounding factors with the OS data,
particularly the subsequent treatments. Some patients in the chemotherapy
group also had 10 at some point which will impact long term OS.

o One expert said we have to consider this in the context of poorer
responses to 10 in the METex14 population though.
Immunotherapy: OS

e Again, the clinical experts stated that these extrapolations underestimate the
plateau. They seem steep at 5-8 years, where they would expect fewer
patients to die then.

e All patients have |0 treatment in this group, so we’d expect higher survival
than the chemotherapy group. Therefore, the more optimistic curves should
be selected to reflect the long-term 10 benefit. However, it would be good to
validate against 5-year 10 data.

Tepotinib PFS

e The clinical experts agreed that it is reasonable to assume based on other
targeted treatments, that the higher estimates would be used for PFS (gen
gam, gompertz, log-logistic, log normal)

e One HTA expert said that AIC and BIC are not that useful here, as the scores
are very close.

Tepotinib OS

e It was discussed that it is harder to estimate OS because of subsequent
treatments and treatment sequencing.

e Curve preferences for clinical experts:

o All estimates plausible.
o Wouldn’t expect tepotinib to be lower than 10, so at least similar.
Based on what we observed in the KM OS data, we would expect
similar over the long term. Although there might be a small group who
respond well to 10 in the long term, more than tepotinib.
o It was agreed the top 2 are the most likely (log logistic, log normal)
Tepotinib - time on treatment

Clarification questions Page 40 of 122



e Expect to be similar to PFS. Small proportion will continue on treatment for 5+

years.
Subsequent treatments

e It was discussed that it was hard to derive conclusions on the observed OS
and extrapolations, based on what patients would likely receive at subsequent
lines of therapy.

e The comparator cohorts received a wide range of treatments (some not in UK
clinical practice), so a clear understanding around the subsequent treatments
is required. As most these data are from the US, the treatment approaches
tend to be more aggressive, e.g. immunotherapy after a previous

immunotherapy, as well as other MET inhibitors.

B5. The median OS for chemotherapy estimated from the real-world data was

worse than the estimated median OS for tepotinib.

Please provide published evidence to support the estimated median OS in
chemotherapy derived from the propensity score matched real-world data for

the target population.

Section B.3.2 describes the validation of the real-world data for chemotherapy and
immunotherapy, including external validation comparing to published studies. The
comparison of the estimated median OS in chemotherapy from the real-world data

compared to published evidence is described below.
External sources used for this validation consists of:

e Real-world retrospective studies for patients with NSCLC with METex14

skipping alterations treated with immunotherapy or chemotherapy

o Awad et al 201925 is a retrospective study of 148 patients with
METex14 skipping alterations, across multiple treatment lines. The
study describes outcomes seen in a real-world METex14 skipping
alterations population treated with different treatments, focussing on
whether a MET inhibitor improves outcomes. 34 patients included in
the study did not receive a MET inhibitor (predominantly

chemotherapy).
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o Hur et al.# is a retrospective analysis of patients with METex14 skipping
alterations in Korea diagnosed between January 2015 and July 2017
(N=20), including those who were treated with first-line chemotherapy.
Please note this was not included in the initial validation section of the

dossier.

e Recent trial data in the wider advanced NSCLC population (KEYNOTE-024,26
KEYNOTE-189,2” KEYNOTE-042,22 KEYNOTE-010%° and CheckMate
017/057%

o KEYNOTE-024 is a Phase Ill randomised controlled trial of
pembrolizumab versus platinum-based chemotherapy (carboplatin or
cisplatin plus gemcitabine or pemetrexed or paclitaxel) in PD-L1250%
advanced first-line NSCLC patients.?®

o KEYNOTE-189 is a Phase Ill randomised controlled trial comparing the
first-line treatment of pembrolizumab in combination with platinum-
based chemotherapy versus pemetrexed with platinum in patients with

non-squamous advanced NSCLC.?’

o KEYNOTE-042 is a Phase Ill randomised controlled trial comparing
first-line pembrolizumab monotherapy versus chemotherapy
(carboplatin plus pemetrexed or paclitaxel) in patients with advanced
NSCLC who are PD-L1 positive (>1%).28

o KEYNOTE-010 is a randomised open-label Phase 2/3 randomised
controlled trial of pembrolizumab for patients with previously treated,
PD-L1 positive (>1%) advanced NSCLC versus docetaxel

monotherapy.?®

o CheckMate 017 and CheckMate 057 are Phase Ill randomised open
label trials for previously treated advanced squamous and non-
squamous patients, respectively, comparing nivolumab to docetaxel.
Five-year outcomes have been combined for these two trials and
published.30
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e A real-world study of older patients with wildtype advanced NSCLC treated

with chemotherapy: Gajra et al .3" which pooled data from three first-line

clinical trials for advanced NSCLC treated with chemotherapy to compare

outcomes of the older patients (= 70 years; n=736) versus younger patients

(<70 years; n=270).

The median OS from each study is reported in Table 11 below. In Figure 52 of

Document B, the Kaplan-Meier graphs are also presented.

Table 11. Median overall survival by trial

Study Population | N Line of Treatment Median OS

therapy (95% CI)

Real-world Advanced | 66 (before 1L, 2L+ Mixture of I

cohort data NSCLC weighing) chemotherapy I

derived using harbouring regimens

propensity METex14 152 (after

scoring skipping S
alterations weighting)

Awad et al Advanced 34 1L, 2L+ Platinum based 8.1 months

2019% NSCLC regimens (64%) (5.3, NR)
harbouring and/or
METex14 pemetrexed
skipping based regimens
alterations (61%)

Hur et al* Advanced 1L Mixture of 9.5 months
NSCLC chemotherapy (6.5, 23.1)
harbouring regimens
METex14
skipping
alterations

Gajra et al, Advanced <70years: 736 | 1L Platinum-based < 70 years:

2018% NSCLC >70 years: 270 chemotherapy 9.9 (9.0-11.0)

regimens > 70 years:
7.7 (6.0 —-8.9)

KEYNOTE- Advanced 151 1L Platinum-based 13.4 months

02426 NSCLC chemotherapy (9.4, 18.3)
with PD-L1 regimens
>50%

KEYNOTE- Advanced 206 1L Pemetrexed and 10.7 months

18977 NSCLC platinum (8.7, 13.6)

KEYNOTE- Advanced 615 1L Platinum-based 12.1 months

04228 NSCLC chemotherapy (11.3, 13.3)
with PD-L1 regimens
>1%

KEYNOTE- Advanced 309 2L Docetaxel 8.4 months

0102 NSCLC (7.6, 9.5)

CheckMate Advanced 427 2L Docetaxel 8.1 months

017/0573° NSCLC (7.2,9.2)
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Overall, the median OS from the real-world data used for the ITC appears to be
overestimated when comparing against external sources for chemotherapy, including
substantially higher than the other studies specifically in the METex14 skipping
alterations population. When compared to the clinical trial data in advanced NSCLC,
the median OS from the real-world cohort chemotherapy group is higher, regardless
of line of therapy, PD-L1 expression and specific treatment. As the real-world cohort
data is a mixture of 1L and 2L+ patients, it could be expected that the median OS
would be between the median OS of the 1L and 2L studies, but it is higher than the
1L studies.

Clinical experts at the advisory board noted the aggressive subsequent treatment
usage in the real-world data sets (e.g., high use of targeted MET inhibitors) which is
likely having an impact on the survival observed. Therefore this conservative
estimation compared to tepotinib should be taken into consideration during the

decision making process in the chemotherapy comparisons.

B6. In section B.2.9.7.3 of the company submission (page 99), it states that the
median PFS for chemotherapy was 3.9 months. In section B.3.3.2 (page 148), it
states that a cut-off time of 3.2 months was selected for piece-wise modelling of
chemotherapy PFS and that one reason for this was that this was the median

PFS for chemotherapy.

Please clarify this apparent inconsistency.

There is a discrepancy in the original text which has been revised in the updated
Document B (pages 148-149). Piece-wise parametric curves were only implement