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CONCLUSIONS Indirect comparisons to the general NSCLC

patient populations are likely impacted by the
unobserved confounder of METex14 status,
T Multiple datasets with different levels of with the METex14 skipping population

data access can be leveraged to reduce M performing appreciably worse even after
the inherent uncertainty in indirect accounting for patient characteristics
Bl B comparisons
Based on the study performed, tepotinib likely
offers longer PFS than immunotherapy in the
METex14 skipping population
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- Tepotinib was recently approved in multiple countries for patients with
advanced NSCLC harboring METex14 skipping, based on the Phase II
VISION study

« As this study did not contain a control arm, real-world data (RWD) from
patients with METex14 skipping NSCLC were used to estimate comparative
effectiveness against immunotherapy from five pooled data sources
(non-interventional studies 0015 and 0035, COTA, Wong et al., 2021,
and GFPC)

« However, due to the non-randomized nature of RWD, there remains a level
of uncertainty regarding comparisons made

METHODS

Data was available from:

- The February 2021 data cut for the Phase II VISION study for tepotinib (Paik et al., 2020)
- RWD for immunotherapy for patients with METex14 skipping NSCLC which was untreated or previously treated ([ Propensity )
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(line agnostic) — Scering . _ J Immunotherapy
- The published KEYNOTE-024 study for patients with untreated NSCLC without specific mutations (wild-type (RWD METex14)
NSCLC) treated with pembrolizumab (Reck et al., 2021) Tepotinib ————
- To compare tepotinib to immunotherapy RWD in METex14 skipping NSCLC, propensity scoring was used (VISION) MAIC

k(vaIidation)_lI

(Rosenbaum & Rubin., 1983), as patient level data was available for the RWD

- As confirmatory analyses, both the tepotinib data, and immunotherapy RWD were reweighted to match the =

(published) pembrolizumab data in wild-type NSCLC using MAIC (Signorovitch et al., 2012) MAIC | Pembrolizumab
—_— (KEYNOTE-024)

« The objective of the final step (reweighting immunotherapy RWD in METex14 skipping NSCLC to published
pembrolizumab data in wild-type NSCLC) was to judge similarity — if the outcomes were not similar, the
comparison to published data should be taken with caution

RESULTS

Figure 1: Tepotinib PFS versus immunotherapy Figure 3: Tepotinib versus pembrolizumab based

- RWD for METex14 NSCLC predicted a substantial benefit for based on RWD (line agnostic) on published data (previously untreated patients)
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assessed progression-free survival [PFS]: 8.5 versus 3.3

months; Figure 1)

« Overall survival (OS) was similar with a slightly higher
median for tepotinib (19.7 versus 18.9 months; Figure 2)
though differences were not statistically significant (p=0.54)
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- In the KEYNOTE-024 comparison, a larger benefit was
estimated for tepotinib (median PFS: 13.5 versus 8.3
months; Figure 3)
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- After accounting for differences in patient characteristics,
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lower for immunotherapy in METex14 skipping compared
with wild-type NSCLC (median PFS: 6.2 versus 8.3 months;
median OS: 15.6 versus 26.0 months; Figure 4)

Figure 2: Tepotinib OS versus immunotherapy Figure 4: Immunotherapy RWD versus pembrolizumab

based on RWD (line agnostic) based on published data (previously untreated patients)

- Large differences in patients with METex14 skipping and
wild-type NSCLC were seen; for example, in the METex14
skipping population, median age was approximately 5 years
older, there were fewer male patients, and patients with a
history of smoking represented around 60% (rather than
959%) of the population. These differences lead to large
drops in the effective sample size of around 80%
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- The validation step limited the interpretation of the data and
prevented strong conclusions from being (inappropriately)
drawn, as it indicated METex14 skipping status is associated oy 0%
with worse outcomes - regardless of other patient . A T
characteristics C s s s e 1 1 . . oo
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Abbreviations: MAIC, matching adjusted indirect comparison; METex14, MET exon 14; NSCLC, non-small cell lung cancer; OS, overall survival; PFS, progression-free survival; RWD, real-world data.
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