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The Scottish Medicines Consortium (SMC) has completed its assessment of the above product and
advises NHS Boards and Area Drug and Therapeutic Committees (ADTCs) on its use in NHSScotland.
The advice is summarised as follows:

ADVICE: following a resubmission assessed under the end of life process

tepotinib (Tepmetko®) is accepted for use within NHSScotland.

Indication under review: 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.

In a phase Il single-arm study in adults with advanced NSCLC with METex14 skipping
mutations, tepotinib was associated with an objective response rate of 51%.

This advice applies only in the context of an approved NHSScotland Patient Access Scheme
(PAS) arrangement delivering the cost-effectiveness results upon which the decision was
based, or a PAS/ list price that is equivalent or lower.

This advice takes account of the views from a Patient and Clinician Engagement (PACE)
meeting.

Overleaf is the detailed advice on this product.

Chair
Scottish Medicines Consortium

Published 16 January 2023



Indication
For the treatment of adult patients with advanced NSCLC harbouring METex14 skipping
alterations.!

Dosing Information

The recommended dose of tepotinib is 450mg (2 tablets) taken once daily. Tepotinib is for
oral use. The tablet(s) should be taken with food and should be swallowed whole (patients
should not crush or chew the tablet before swallowing). Treatment should continue until
disease progression or unacceptable toxicity. Dose interruption, dose reduction or
discontinuation of treatment with tepotinib may be required based on adverse reactions.

Prior to initiation of treatment with tepotinib the presence of METex14 skipping alterations
should be confirmed by a validated test method using nucleic acids isolated from either
tumour or plasma specimens. Treatment must be initiated and supervised by a physician
experienced in the use of anticancer therapies.

See the Summary of product characteristics (SPC) for further information.?

Product availability date
14 April 2022

Tepotinib received a positive scientific opinion under the Early Access to Medicines Scheme
with the Medicines and Healthcare Products Regulatory Agency (MHRA) on 12 July 2021. The
indication was for the treatment of adults with advanced NSCLC that has certain abnormal

changes in the mesenchymal-epithelial transition factor gene (MET).2

Tepotinib received an Innovation Passport allowing entry into the MHRA Innovative Licensing
and Access Pathway on 1 March 2021.

Tepotinib meets SMC end of life criteria for this indication.

Tepotinib has conditional marketing authorisation from the MHRA.

Summary of evidence on comparative efficacy

Tepotinib is an oral MET inhibitor. It inhibits hepatocyte growth factor-dependent and -
independent MET phosphorylation and MET-dependent downstream signalling pathways.
Aberrant MET signalling drives tumour growth through increased cell proliferation, survival,
invasion and metastasis. Tepotinib also inhibits melatonin two and imidazoline one receptors at
clinically achievable concentrations. 3 Tepotinib is the first treatment licensed for METex14
skipping alterations in NSCLC.



Evidence to support the efficacy and safety for this indication is from VISION, a multicohort, open-
label, single-arm, phase Il study. VISION recruited adults (=18 years) with histologically confirmed
locally advanced or metastatic NSCLC (all histology including squamous and sarcomatoid) with
those in cohort A and C having METex14 skipping alterations, patients were negative for epidermal
growth factor receptor (EGFR) mutations or anaplastic lymphoma kinase (ALK) rearrangements.
Eligible patients had measurable disease in accordance with Response Evaluation Criteria in Solid
Tumours (RECIST) version 1.1 and an Eastern Cooperative Oncology Group (ECOG) performance
status (PS) of 0 or 1. Patients could have received up to two courses of previous treatment for
advanced or metastatic disease. Patients with brain metastases whose condition was
neurologically stable and whose glucocorticoid dose was being tapered were eligible to
participate, as were patients with untreated asymptomatic brain metastases measuring 1 cm or
less in the longest diameter. All patients received oral tepotinib 450mg once daily. Treatment
continued until disease progression, consent withdrawal or adverse events leading to
discontinuation. Cohort C was subsequently added to the study to extend and confirm results for
Cohort A; enrolment for Cohort C commenced after enrolment for Cohort A had completed. 4

The primary outcome was a confirmed objective response defined as a complete or partial
response determined according to RECIST version 1.1, as assessed by an independent review
committee. Confirmation was required at least 4 weeks after the tumour assessments initially
indicating a complete or partial response.>* The primary analysis (1 July 2020 data cut-off) was
conducted after at least 60 patients each from the liquid biopsy and tissue biopsy analysis set had
been either treated with tepotinib for 9 months, died or had prematurely discontinued trial
treatment for any reason, whichever comes first. Subsequent data cuts provide additional
progression free survival (PFS) and overall survival (OS) data, with ongoing follow-up expected
post study completion to allow more mature OS data to be captured in particular. The final
estimated study completion date is February 2023. In the resubmission, the company presented
results from a 20 February 2022 data cut-off from Cohort A + Cohort C (n=313).> Data from an
earlier data cut-off (1 February 2021, reported in the original submission to SMC) were also
included in the submission. The results from the 20 February 2022 data cut-off were used to
inform the economic base case.

At the 20 February 2022 data cut-off, 313 patients in Cohort A+C had at least 9 months of follow-
up. The results for the primary outcome were similar across lines of treatment for the 1 July 2020
data cut-off (not shown), but at the subsequent data cut-offs a higher objective response rate

(ORR) was observed in patients who received tepotinib first line than second or subsequent lines.



Table 1: Primary and secondary outcomes from Cohort A+C in the ITT with 9 months follow-up®

Data cut-off 20 February 2022
Overall 1%t Line 2" Line+
N=313 N=164 N=149
ORR? n(%), 95% ClI 159 (51%) (45 to 56) 92 (56%) (48 to 64) 67 (45%) (37 to 53)
mDOR? months, 95% Cl 18 (12.4 to NE) 46.4 (13.8 to NE) 12.4 (9.5 to 18.5)
PFS events (n) 157 75 82
mPFS? months, 95% Cl 11.2 (9.5t0 13.8) 12.6 (9.6t0 17.7) 11.0(8.2to0 13.7)
Deaths 181 90 91
mOS months, 95% ClI 19.3 (15.8 to 22.3) 19.1 (13.7 to 23.7) 19.6 (15.2 to 22.3)
*Results from NPAF; ? assessed by independent evaluation; Cl= confidence interval; mDOR=median duration of
response; ORR=objective response rate; OS=overall survival; PFS=progression free survival. NE=not estimable

At the 20 February 2022 data cut-off, ORR by investigator assessment was 54% (95% Cl: 49 to 60),
with a median duration of response (DOR) of 12.5 months (95% Cl: 10, 16).°

The company presented results for the subgroups of patients by liquid biopsy (L+; n=178) and
tissue biopsy (T+); n=208) for cohort A+C of the VISION study for the February 2022 data cut-off.
The response rates appeared generally consistent between the L+ and T+ groups, but the time-to-
event outcomes of PFS and OS appear greater in the T+ group than the L+ group. The company
suggested this was due to patients in the L+ subgroup having a worse prognosis at baseline than
those in the T+ subgroup. Results in the subgroups of patients aged <75 years and 275 years were:
ORR: 52.5 % and 44.9%; median duration of response: 12.4 months and 13.8 months; median PFS:
11.0 months and 10.4 months. ® Additional analyses showed that tepotinib had consistent efficacy
across a number of sub-groups including age group (<65 years or 265 years), sex, race, disease
characteristics and previous therapies.

Health Related Quality of Life (HRQoL) was assessed using the European Organisation for Research
and Treatment of Cancer (EORTC) Quality of Life Questionnaire Lung Cancer Modules 13 and 30
(EORTC QLQ-LC13 and EORTC QLQ-C30) and the EuroQol Group 5-Dimension 5-Level
guestionnaire (EQ-5D-5L). HRQoL questionnaires were completed by most patients at each visit
(>85%), the completion rate remained high until cycle 21 for the 1 July 2020 data cut-off. For the
EQ-5D-5L visual analogue scale and EORTC QLQ-C30 questionnaire, mean values were generally
stable over time. For the EORTC QLQ-LC13, the least squares mean change for coughing from
baseline to cycle 21 indicated a clinically improvement, symptom intensity for dyspnoea and chest
pain remained stable over time.” In the resubmission, the company provided updated quality of
life results for cohort A+C at the 22 February data cut-off. These were generally stable over time
and were consistent with those from the earlier 1 February 2021 data-cut-off.

To address the limitations of the indirect comparison identified in the original submission, the
company performed matching adjusted indirect comparisons (MAIC) to compare tepotinib (using
individual patient level data from the VISION study (cohort A and C)) with relevant comparators in
both the untreated and previously treated populations for the outcomes of PFS and OS.
Comparators in the untreated population were chemo-immunotherapy or immunotherapy
monotherapy (patients with PD-L1 >250%) and in the previously treated population, comparators



were docetaxel monotherapy and nintedanib + docetaxel. In the untreated population, both PFS
and OS were numerically improved for tepotinib versus pembrolizumab + pemetrexed + platinum.
In the previously treated population, the company concluded that tepotinib appeared to offer
improvements versus nintedanib + docetaxel and docetaxel monotherapy.

The company also provided an updated indirect treatment comparison (ITC) of tepotinib
monotherapy and current standard of care using data from the single-arm, phase Il VISION study
(cohort A and C) and pooled real world data (RWD) (from retrospective non-interventional studies
NIS-0015, NIS-035, COTA, GFPC and Wong?8) in patients with advanced NSCLC harbouring a
METex14 skipping alterations.’ The company considered the updated ITC using RWD was more
relevant for the comparison with pembrolizumab monotherapy in the untreated population and
used these results in the economic analysis. The results from the MAIC were applied for other
comparators in the untreated and previously treated populations.

Other data were also assessed but remain confidential. *

Summary of evidence on comparative safety

No comparative safety data are available. Refer to the summary of product characteristics for
details.

The safety analysis set included 313 patients from Cohort A + C of the VISION study. At the 20
February 2022 data cut-off, the median duration of treatment was 7.5 months. Any treatment-
emergent adverse event (AE) was reported by 99% (310/313) of patients and these were
considered treatment-related in 92% (287/313). The proportion of patients reporting a grade 3 or
higher treatment-emergent AE was 64% (199/313). Half of patients (156/313) experienced a
serious AE and 36 % had a dose reduction due to a treatment-emergent AE. The proportion of AEs
that led to dose interruptions was 43% and 25% of patients discontinued treatment due to an AE.
The most frequently reported treatment-related AEs with an incidence of >10% were peripheral
oedema (66%), nausea (23%), diarrhoea (22%), blood creatinine increased (22%), and
hypoalbuminaemia (23%).> Safety issues considered significant and serious by the regulator were
interstitial lung disease/pneumonitis and hepatotoxicity.'° The SPC notes that tepotinib should be
withheld immediately and treatment permanently discontinued if interstitial lung disease is
confirmed.! Increases in alanine aminotransferase (ALT) and aspartate transaminase (AST)
occurred in 13% and 10% of patients in the safety analysis set (20 February 2022 data cut-off). °
The SPC includes recommendations for monitoring and management of hepatotoxicity. ! At the 20
February 2022 data cut-off there were two deaths attributed to the study medicine; one due to
lung failure considered secondary to interstitial lung disease and one due to respiratory failure.
pneumonitis, hepatic failure and dyspnoea due to fluid overload.”

Other data were also assessed but remain confidential.*



https://www.scottishmedicines.org.uk/media/3572/20180710-release-of-company-data.pdf
https://www.scottishmedicines.org.uk/media/3572/20180710-release-of-company-data.pdf

Summary of clinical effectiveness issues

Lung cancer is the most common malignancy in Scotland and accounts for nearly a quarter of all
cancer deaths.* NSCLC is the most prevalent type and can be categorised into three main
histological subtypes including adenocarcinoma, squamous cell carcinoma and large cell
carcinoma. MET alterations are an oncogenic driver and occur in 3 to 4% of patients with NSCLC,
they are most common in those aged 70 years or older.* Tepotinib is the first treatment licensed
for advanced NSCLC with a METex14 skipping mutation. As this mutation is not routinely tested in
current clinical practice patients receive standard treatment options based on no driver mutation,
choice is dependent on histology (squamous or non-squamous) and PD-L1 status. Pembrolizumab
monotherapy (for patients with PD-L1 expression 250% [SMC1239/17]) or atezolizumab
monotherapy (for tumours with PD-L1 expression 250% or 210% tumour-infiltrating immune cells
[SMC2379] are first line treatment options. Chemo-immunotherapy with pembrolizumab in
combination with platinum doublet chemotherapy (carboplatin plus paclitaxel for squamous
histology and platinum plus pemetrexed with pemetrexed maintenance if appropriate for non-
squamous histology) is the first line treatment for patients with PD-L1 <50% (SMC2187 and
SMC2207). For patients unsuitable for immunotherapy, platinum doublet chemotherapy with
cisplatin or carboplatin, in combination with a third generation cytotoxic (gemcitabine, vinorelbine
or taxanes) is recommended for squamous NSCLC and in combination with pemetrexed for non-
squamous NSCLC followed by pemetrexed maintenance if appropriate. Second line and
subsequent treatment options include re-challenge with histology-based platinum doublet
chemotherapy, pembrolizumab (PD-L1 21%), nivolumab or atezolizumab monotherapy for
immunotherapy naive patients, docetaxel plus nintedanib (for adenocarcinoma) and single agent
chemotherapy for patients with a poor PS.1? Tepotinib meets SMC end of life criteria for this
indication.

Clinical experts consulted by SMC considered that tepotinib fills an unmet need for the treatment
of advanced NSCLC with METex14 skipping alterations and is a therapeutic advancement as it is
the first targeted treatment licensed for this mutation. It is likely to be used in accordance with the
licensed indication and will require screening to test for METex14 skipping alterations to identify
patients eligible for treatment, which will increase workload for laboratory services. The oral
formulation of tepotinib may be advantageous as fewer hospital visits would be required for
administration compared with alternative intravenous treatments and fewer clinical resources
required for medicine preparation, administration and management of side-effects.

Key strengths
e Atthe 20 February 2022 data cut-off, Cohorts A+C of the phase Il VISION study reported an
ORR of 51% in patients with advanced NSCLC with METex14 skipping alterations. The
median DOR was 18.0 months and median OS was 19.7 months. > The results of the VISION
study were considered clinically meaningful by the MHRA.3

e Tepotinib is the first targeted treatment licensed for METex14 skipping alterations in
advanced NSCLC.



Key weaknesses
e VISION is a single-arm study; the lack of comparator group considerably limits the

interpretation of efficacy and safety outcomes relative to current treatments and results
are descriptive only. The open-label design may introduce bias. VISION is ongoing and is
expected to complete in February 2023.The final clinical study report will be submitted to
the MHRA by December 2023, this will provide data from a larger population, follow-up
will be longer and outcomes more mature. It also provides more data on the natural
history of this type of NSCLC. 3 However, the lack of comparator will not be addressed.

e There are no direct comparisons with any comparator, and in particular with relevant
comparators used as standard treatment in NHSScotland (based on histology and PD-L1
status).

e The MAIC were not performed in the relevant patient population, instead using studies in
wild type NSCLC, due to a lack of clinical trial data in patients with METx14 skipping
mutations. The company has suggested that patients with METx14 skipping mutations
respond less well to immunotherapy and therefore that the results may underestimate the
relative benefit of tepotinib versus immunotherapy. Differences in the included studies at
baseline significantly reduced the effective sample size following matching and the method
use for selecting the studies was unclear. Due to these limitations, the company’s
conclusions are highly uncertain.

e VISION included patients with an ECOG PS 0 or 1; therefore, there are no safety or efficacy
data for tepotinib in less fit patients with a PS 22.

MHRA Specific obligations

e Submit the final clinical study report of the VISION trial. Due date December 2023.

e Submit outcome of the non-intervention study: External control study using ENSURE data
to contextualize and strengthen efficacy and safety results of tepotinib as assessed in the
VISION trial. Due date Q4 2025.

e Submit the outcome of the non-intervention study: Registry-based study to compare the

effectiveness and safety of tepotinib to other treatment options available in Europe for
patients with NSCLC harbouring MET Exon 14 skipping alterations. Due date Q1 2028.3

The MHRA specific obligations were not considered to address the uncertainties in the clinical
evidence presented.

Companion diagnostic required: contact local laboratory for information.



Patient and clinician engagement (PACE)

A patient and clinician engagement (PACE) meeting with patient group representatives and clinical
specialists was held to consider the added value of tepotinib, as an end of life medicine, in the
context of treatments currently available in NHSScotland.

The key points expressed by the group were:

e Advanced NSCLC is associated with a high symptom burden including breathlessness, chest
pain, cough fatigue and weight loss, which can be troublesome and difficult to treat. These
progressive symptoms have a significant impact on the daily lives of patients, their families
and carers. METex14 skipping alterations is a rare form of NSCLC, which generally affects
an elderly population.

e Patients are currently offered conventional treatment with chemotherapy and/or
immunotherapy, which are associated with poor response and may be unsuitable for frail,
elderly patients. There is an unmet need for effective and well-tolerated therapy.
Tepotinib is the first targeted treatment to be licensed for patients with this mutation and
may offer the chance of treatment for older patients who may not be fit enough to receive
other treatment options.

e Patients responding to tepotinib may experience reduced symptomes, including
breathlessness, which can be particularly distressing for patients and their families and
carers. Improved disease control may allow patients to maintain independence and live a
normal life for longer, improving quality of life for patients, families and carers.

e Tepotinib is a well-tolerated, oral treatment, which reduces the burden of treatment on
elderly patients. This may improve their functioning and independence, which may also
have a direct benefit to family and carers.

e Asan oral treatment, which can be taken at home, tepotinib is convenient for patients,
families and carers avoiding the need for frequent hospital visits. It would also reduce the
treatment burden on the service, saving chemotherapy chair time and freeing up capacity.
The manageable tolerability of tepotinib compared to chemotherapy is likely to mean
fewer unscheduled visits and healthcare resource usage.

Additional Patient and Carer Involvement

We received patient group submissions from the Roy Castle Lung Cancer Foundation and the
Scottish Lung Cancer Nurses Forum. Roy Castle Lung Cancer Foundation is a registered charity and
the Scottish Lung Cancer Nurses Forum is an unincorporated organisation. Roy Castle Lung Cancer
Foundation has received 8.8% of its funding from the pharmaceutical industry in the past two



years, including from the submitting company. Scottish Lung Cancer Nurses Forum UK has not
received any funding from the pharmaceutical industry in the past two years.

Representatives from both organisations participated in the PACE meeting. The key points of their
submissions have been included in the full PACE statement considered by SMC.

Summary of comparative health economic evidence

The company presented a cost-utility analysis covering tepotinib’s full licenced indication.
Tepotinib was assessed across two populations, patients who had not received previous treatment
for their NSCLC and patients who had received previous treatment. Within the untreated
population, the company selected pembrolizumab + chemotherapy and pembrolizumab
monotherapy as the main comparators. Within the previously treated patients the comparators
were docetaxel + nintedanib and docetaxel.

The submission used a three state partitioned survival model, in which patients passed through
the health states of pre-progressed disease, progressed disease and death. The model time
horizon was 30 years with a weekly cycle length.

The primary clinical source on tepotinib’s efficacy was the VISION study.® 4 This was a single arm
study, leading to the use of indirect comparison to introduce efficacy data for the four
comparators. Data on the efficacy of pembrolizumab + chemotherapy, docetaxel + nintedanib and
docetaxel were drawn from randomised controlled studies, and pseudo patient level data was
estimated from Kaplan Meier curves digitised in accordance with principles set down by Guyot et
al (2012).13 The efficacy data for pembrolizumab monotherapy were drawn from a real world
cohort study, which did provide patient level data for the comparison.

In order to extrapolate beyond the observed periods for OS and PFS, the submitting company
fitted parametric survival curves. The choice of these curves was informed by visual and statistical
fit, as well as through consultation with clinical advisors. The choice of these curves across the
populations and medicines is described in Table 2 below.

Table 2: Base case parametric curve selection — Overall survival and progression free survival

Population Comparison Treatment Parameter |Curve selected
Tepotinib 0sS Log-logistic
Tepotinib vs potin €706
PFS Log-normal
Pembro + chemo —
0s Log-logistic
Pembro + Chemo —
Untreated PFS Log-logistic
Tepotinib (0N Log-logistic
Tepotinib vs PFS Log-normal
Pembro Pembro 0sS 2 knot normal curve
PFS Piecewise Weibull
Tepotinib 0sS Log-normal
Tepotinib vs PFS Log-normal
Treated ; . -
docetaxel + Docetaxel + nintedanib 0S Exponential
nintedanib PFS Log-logistic




Tepotinib vs Tepotinib 0sS Exponential

docetaxel PFS Log-normal
Docetaxel 0sS Generalised gamma

PFS Log-logistic

Key: Pembro = pembrolizumab, Chemo = chemotherapy, OS = Overall survival, PFS = progression free
survival

HRQolL data were drawn from patients in the VISION study. Participants of that study completed
the EQ-5D-5L questionnaires every 6 weeks for the first 6 months of observation and every 12
weeks thereafter. At the point of progression, the questionnaires continued for up to another 30
days. The EQ-5D-5L questionnaire results were mapped to 3L responses using the cross walk
algorithm from van Hout et al. (2012).1* The resulting utility values were 0.72 in the pre-
progression state and 0.65 in the post-progression state. These state utility values were subject to
further age adjustment and the application of adverse event disutilities.

Medicine costs included in the model covered the acquisition and administration of tepotinib and
the comparator treatments, and subsequent treatment lines. Within those subsequent treatment
lines, patients could receive pembrolizumab, platinum based chemotherapy, docetaxel or
docetaxel + nintedanib dependent upon the model treatment arm. The choice of subsequent
treatments and the proportion of patients receiving each regimen was determined through clinical
advice received by the company. Adverse events costs were also included. Wider resource use
costs were comprised of outpatient visits, chest radiography, CT scans, ECG, community nurse
visits, clinical nurse visits, GP surgery and home visits and therapist visits. Further, a terminal care
cost was included at the point of death. The model also included a cost of next generation
sequencing (NGS), to detect the METex14 skipping alteration. This was assumed to be undertaken
on all non-squamous cell patients, leading to a cost of £1,000 per diagnosed patient.

A Patient Access Scheme (PAS) was submitted by the company and assessed by the Patient Access
Scheme Assessment Group (PASAG) as acceptable for implementation in NHSScotland. Under the
PAS, a discount was offered on the list price.

The results presented do not take account of the PAS for pembrolizumab and nintedanib but these
were considered in the results used for decision-making. SMC is unable to present the results
provided by the company which used an estimate of the PAS price for pembrolizumab and
nintedanib due to commercial confidentiality and competition law issues.

Base case results, inclusive of the PAS discount on tepotinib only, are presented in the table
below.

Table 3: Base case results (inclusive of the PAS discount on tepotinib only)

Population |Technologies ICER (£/QALY)
Untreated Tepotinib vs pembrolizumab + chemotherapy Dominant
Tepotinib vs pembrolizumab Dominant
Previously Tepotinib vs docetaxel + nintedanib 44,762
treated Tepotinib vs docetaxel 44,091

Key: ICER = incremental cost-effectiveness ratio
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In addition to the base case results, the company presented a variety of scenarios exploring

alternative assumptions and inputs. The results are presented in table 4.

Table 4: Incremental cost effectiveness ratio across alternative analysis scenario (inclusive of

PAS discount on tepotinib only)

ICER (£/QALY)
. Pembro+ .
Parameter Base case Scenario Pembro | Doc + nin Doc
# chemo
1 10 years Dominant | Dominant | 50,326 45,054
—Time horizon |30 years
2 20 years Dominant | Dominant 45,491 44,102
3 Include Exclude Dominant | Dominant 50,303 48,896
| 4 |Dose intensity|g79 RDI
4 87% .. on 100% RDI on tepotinib Dominant | Dominant 51,967 48,901
tepotinib
iTEDOtlnlb.OS Comparator Max. CE from alt curves: Dominant | Dominant | 40,985 | 32,583
6 parametric dependent ) . )
curve p Min. CE from alt curves: >2m Dominant 70,668 54,252
LTepOtlnlb.PFS Comparator Max. CE from alt curves: Dominant | Dominant | 42,862 | 43,173
3 parametric dependent ) ) )
curve p Min. CE from alt curves: Dominant | Dominant 46,082 46,055
9 [Tepotinib ToT C Max. CE from alt curves: N/A 31,461 43,513 43,093
L . omparator
10 parametric q q ' .
curve ependent Min. CE from alt curves: 39,155 Dominant | 54,598 54,893
11 : i i
_Comparator . |comparator Max. CE from alt curves: Dominant | Dominant | 42,852 41,410
12 OS parametric dependent ) ] .
curve Min. CE from alt curves: Dominant 49,072 60,577 48,596
13 |Comparator Max. CE from alt curves: Dominant | Dominant | 43,432 43,825
FPFS Comparator
parametric dependent Min. CE from alt curves: N/A Dominant | 46,321 N/A
curve
15 |Comparator
ToT E ial fi
° . xpone.ntla itted ToT assumed equal to PFS Dominant | Dominant 43,127 44,045
parametric to median
curve
16 |% receiving 20% Dominant | Dominant 38,656 40,267
Fsubsequent 50%
treatment 70% Dominant | Dominant 48,833 46,641
18 [Pembro
FP I I
efficacy Sohfr;ea world | EYNOTE-024 N/A 115,308* | N/A N/A
source

*South west quadrant
Key: Pembro = pembrolizumab, Chemo = chemotherapy, Doc = docetaxel, nin = nintedanib, OS = Overall survival, PFS =
progression free survival, ToT = time on treatment, RDI = relative dose intensity, Max. = maximum. Min. = minimum, CE
= cost effectiveness, alt = alternative
Note: Max and min cost-effectiveness determined based on net monetary benefit with a willingness to pay value of
£50,000 as assumed by the submitting company

Key strengths:

e The comparators used in the untreated patient population group were felt to be appropriate

and aligned with clinical expectations. SMC did receive some clinical advice indicating that the

use of docetaxel + nintedanib and docetaxel was limited at second line, due to patients’
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inability to tolerate it. This resulted in some uncertainty over the suitability of the comparators
in the previously treated population. However, given the company provided justification for
those choices, and the likelihood that tepotinib would be primarily used at first line stage, this
was not consider a significant issue.

The model structure was consistent with other submissions in this clinical area.

The company provided extensive sensitivity and scenario analysis to explore areas of
uncertainty.

Key weaknesses:

The VISION study, which supplied the clinical data on the efficacy of tepotinib, was single arm.
There is therefore no direct evidence versus comparators. This substantially increases the
uncertainty in assessing relative effectiveness.

This necessitated the use of indirect treatment comparisons for all the included comparators.
The results of these indirect comparisons were assessed as being highly uncertain, which led to
uncertainty on the economics results. Sensitivity analysis showed that the results were
sensitive to the extrapolation of overall survival and time on treatment for tepotinib.

There was no overall assessment of the cost-effectiveness of tepotinib in Scottish practice,
combining the previously treated and untreated populations. While this would have been
useful to see, there would have been challenges in constructing an overall cost-effectiveness
ratio in terms of reliable estimates to inform the relative sizes of the patient populations and
different treatment options used in practice.

The NGS testing costs were not considered to have been included appropriately. The company
included costs for all non-squamous NSCLC patients, having received feedback that squamous
patients would not be tested in Scotland. SMC acknowledged the uncertainty on what groups
would be tested, but favoured the more conservative approach where the costs of testing both
squamous and non-squamous patients were included. However, the implications of that
omission were not thought likely to have significant impact upon the economic results.

After considering all the available evidence and the output from the PACE process, the Committee

accepted tepotinib for use in NHSScotland.

Other data were also assessed but remain confidential. *
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Additional information: guidelines and protocols

The European Society of Medical Oncology (ESMO) published clinical practice guidelines in 2018:
Metastatic NSCLC: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up.®
These were updated in September 2020 These guidelines make the following recommendations:

e Pembrolizumab is considered a standard first-line option for patients with advanced NSCLC
and PD-L1 expression > 50% who do not otherwise have contraindications to use of
immunotherapy (such as severe autoimmune disease or organ transplantation).

e Atezolizumab represents a promising first-line treatment option in patients with PD-L1-
high NSCLC, with the formal caution of a subgroup analysis compared with trial design and
ITT using only tumour cells (TC) > 50%.

e Pembrolizumab in combination with pemetrexed and a platinum-based chemotherapy
should be considered a standard option in metastatic non-squamous NSCLC.

e Pembrolizumab plus carboplatin and paclitaxel or nab-paclitaxel is a standard choice in
patients with metastatic squamous NSCLC.

e For patients with contraindications to immunotherapy without an actionable oncogenic
driver, without major comorbidities and PS 0 to 2, chemotherapy with platinum doublets
should be considered first-line in those with stage IV disease. Several platinum-based
regimens with third generation cytotoxics (paclitaxel, gemcitabine, docetaxel, vinorelbine)
have shown comparable efficacy.

e No prospective trials have determined the best second-line therapy following failure of
first-line treatment with pembrolizumab; however, according to the first-line trial results,
the preferred recommendation would be a platinum-based chemotherapy.

e Inimmunotherapy naive patients, pembrolizumab (PD-L1>1%), nivolumab or atezolizumab
are treatment options for patients with advanced, previously treated NSCLC.

e Docetaxel plus nintedanib is a treatment option for patients with adenocarcinoma
progressing after previous chemotherapy or immunotherapy. Paclitaxel in combination
with bevacizumab is another treatment option.

e Docetaxel and pemetrexed (non-squamous NSCLC only) are also treatment options in the
second-line setting.

Scottish Intercollegiate Guidelines Network (SIGN) published SIGN 134 Management of lung
cancer in February 2014. This guideline made the following recommendations?!’:

e Patients who have advanced disease, are PS 0 to 1, have predominantly non-squamous
NSCLC and are EGFR mutation negative should be offered combination systemic anticancer
therapy with cisplatin and pemetrexed.

e All other patients should be offered combination systemic anticancer therapy with

e cisplatin/carboplatin and a third generation agent (docetaxel, gemcitabine, paclitaxel or
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vinorelbine).

e Platinum doublet systemic anticancer therapy should be given in four cycles; it is not
recommended that treatment extends beyond six cycles.

e Second-line systemic anticancer therapy with single agent docetaxel or erlotinib should be
considered for patients with PS 0 to 2 recurrent NSCLC who have been previously treated
with first-line systemic anti-cancer therapy (SACT) for advanced disease.

e Second-line systemic anticancer therapy with pemetrexed should be considered for
patients with advanced non-squamous cell NSCLC who have been previously treated with
first-line systemic anticancer therapy for advanced disease.

This guideline pre-dates the availability of tepotinib.

The National Institute for Health and Care Excellence (NICE) published Lung cancer: diagnosis and
management (NG 122) in March 2019.8 The guidance makes recommendations for advanced NSCLC
with no gene mutation or fusion protein based on histology and PD-L1 status:

For guidance on treatment for stage IlIB and IV non-squamous NSCLC in people whose tumours
express PD-L1 at 50% or above and who have no gene mutation or fusion protein:

e For initial treatment, see the NICE technology appraisal guidance on pembrolizumab and
pembrolizumab combination

e On progression after pembrolizumab, offer pemetrexed with carboplatin or other platinum
doublet chemotherapy

e For disease that does not immediately progress after chemotherapy, see the NICE
technology appraisal guidance on pemetrexed maintenance after pemetrexed and
pemetrexed maintenance after other platinum doublet chemotherapy

e On progression after first-line chemotherapy or pembrolizumab combination, see the NICE
technology appraisal guidance on nintedanib with docetaxel or offer docetaxel
monotherapy.

For guidance on treatment for squamous NSCLC in people whose tumours express PD-L1 at or
above 50%:

e For initial treatment, see the NICE technology appraisal guidance on pembrolizumab
e On progression, offer gemcitabine or vinorelbine and cisplatin or carboplatin

e On progression after first-line chemotherapy, offer docetaxel monotherapy.

For guidance on treatment for squamous NSCLC in people whose tumours express PD-L1 below
50%:

e Forinitial treatment, offer gemcitabine or vinorelbine and cisplatin or carboplatin.

On progression after first-line chemotherapy, see the NICE technology appraisal guidance on
atezolizumab, nivolumab and pembrolizumab or offer docetaxel monotherapy.
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Additional information: comparators

First-line and subsequent treatment depends on PD-L1 expression, histological subtype and
previous treatment. Options include:

e Chemotherapy in combination with immunotherapy: pembrolizumab plus platinum
doublet chemotherapy (carboplatin plus paclitaxel for squamous histology and platinum
plus pemetrexed).

e Immunotherapy monotherapy: Pembrolizumab, atezolizumab or nivolumab
Chemotherapy: cisplatin or carboplatin, in combination with a third generation cytotoxic
(gemcitabine, vinorelbine or taxanes) or pemetrexed, docetaxel plus nintedanib or single agent
chemotherapy for patients with a poor performance status.

Additional information: list price of medicine under review

Dose Regimen Cost per year (£)

Tepotinib 450mg once daily 87,600

Costs from company submission on 04.10.2022. Costs do not take patient access schemes into
consideration.

Additional information: budget impact

The submitting company estimated there would be 16 patients eligible for treatment with tepotinib
in year one rising to 39 in year five. The estimated uptake rate was 30% in year 1 and 48% in year 5
This resulted in 5 patients estimated to receive treatment in year 1 rising to 19 patients in year 5.

SMC is unable to publish the with PAS budget impact due to commercial in confidence issues. A
budget impact template is provided in confidence to NHS health boards to enable them to estimate
the predicted budget with the PAS. This template does not incorporate any PAS discounts associated
with comparator medicines.

Other data were also assessed but remain confidential. *
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This assessment is based on data submitted by the applicant company up to and including
11 November 2022.

*Agreement between the Association of the British Pharmaceutical Industry (ABPI) and the SMC on
quidelines for the release of company data into the public domain during a health technology
appraisal:https://www.scottishmedicines.org.uk/about-us/policies-publications/

Medicine prices are those available at the time the papers were issued to SMC for consideration.
SMC is aware that for some hospital-only products national or local contracts may be in place for
comparator products that can significantly reduce the acquisition cost to Health Boards. These
contract prices are commercial in confidence and cannot be put in the public domain, including via
the SMC Detailed Advice Document. Area Drug and Therapeutics Committees and NHS Boards are
therefore asked to consider contract pricing when reviewing advice on medicines accepted by
SMC.

Patient access schemes: A patient access scheme is a scheme proposed by a pharmaceutical
company in order to improve the cost-effectiveness of a medicine and enable patients to receive
access to cost-effective innovative medicines. A Patient Access Scheme Assessment Group
(PASAG), established under the auspices of NHS National Services Scotland reviews and advises
NHSScotland on the feasibility of proposed schemes for implementation. The PASAG operates
separately from SMC in order to maintain the integrity and independence of the assessment
process of the SMC. When SMC accepts a medicine for use in NHSScotland on the basis of a
patient access scheme that has been considered feasible by PASAG, a set of guidance notes on the
operation of the scheme will be circulated to Area Drug and Therapeutics Committees and NHS
Boards prior to publication of SMC advice.

Advice context:
No part of this advice may be used without the whole of the advice being quoted in full.

This advice represents the view of the Scottish Medicines Consortium and was arrived at after
careful consideration and evaluation of the available evidence. It is provided to inform the
considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in
determining medicines for local use or local formulary inclusion. This advice does not override the
individual responsibility of health professionals to make decisions in the exercise of their clinical
judgement in the circumstances of the individual patient, in consultation with the patient and/or
guardian or carer.
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