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Tepotinib is a highly selective MET tyrosine kinase inhibitor (TKI) that has demon-

skipping non-small-cell lung cancer (NSCLC). In the Phase Il VISION study, patients

Funding information received oral tepotinib 500mg once daily. The primary endpoint was an objective
Merck Healthcare KGaA, Darmstadt,

Germany response by an independent review committee (IRC) according to RECIST v1.1 crite-

ria. The secondary endpoints included duration of response (DOR), progression-free
survival (PFS), overall survival (OS), and safety. Here we report the analysis of the
efficacy and safety of tepotinib in all Japanese patients with advanced METex14 skip-
ping NSCLC from VISION (n=38) with >18 months' follow-up. The median age of the
Japanese patients was 73 years (range 63-88), 39.5% of patients were >75years old,
68.4% were male, 55.3% had a history of smoking, 76.3% had adenocarcinoma, and
10.5% of patients had known brain metastases at baseline. Overall, the objective re-
sponse rate (ORR) was 60.5% (95% confidence interval (Cl): 43.4, 76.0) with a median
DOR of 18.5months (95% Cl: 8.3, not estimable). ORR in treatment-naive patients
(n=18) was 77.8% (95% Cl: 52.4, 93.6), and in patients aged >75years (n=15), ORR
was 73.3% (95% Cl: 44.9, 92.2). The most common treatment-related adverse event
(AE) with any grade was blood creatinine increase (65.8%), which resolved follow-
ing tepotinib discontinuation. Other common treatment-related AEs were peripheral
edema (60.5%), hypoalbuminemia (34.2%), diarrhea (28.9%), and nausea (15.8%). In

summary, tepotinib demonstrated robust and durable clinical activity irrespective

Abbreviations: AE, adverse event; ALK, anaplastic lymphoma kinase; ALT, alanine aminotransferase; AST, aspartate aminotransferase; BM, brain metastases; Cl, confidence interval;
CNS, central nervous system; CSF, cerebrospinal fluid; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; EGFR, epidermal growth factor
receptor; ILD, interstitial lung disease; IRC, independent review committee; LBx, liquid biopsy; m, median; MedDRA, Medical Dictionary for Regulatory Activities; MET, mesenchymal-
epithelial transition factor; METex14, MET exon 14; ne, not estimable; NSCLC, non-small-cell lung cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free
survival; RECIST, Response Evaluation Criteria in Solid Tumors; SOLD, sum of longest diameters; TBXx, tissue biopsy; TKI, tyrosine kinase inhibitor.
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1 | INTRODUCTION

MET exon 14 skipping is an oncogenic driver mutation in NSCLC
that occurs in 1-4% of East Asian patients,'™ and can be treated
with selective MET TKIs. One such agent is tepotinib, a highly se-
lective and blood-brain barrier-penetrating TKI, whose approval
in Japan in March 2020 was the first worldwide of a MET inhib-
itor in unresectable advanced or recurrent NSCLC with METex14
skipping."”8 Approval was based on data from an early analysis of
the VISION study that included 15 Japanese patients. VISION is a
global, multicohort Phase Il trial of tepotinib that enrolled patients
with METex14 skipping NSCLC.”** In VISION (N=313; data cut-
off: February 20, 2022), tepotinib had robust and durable clinical
activity in patients with METex14 skipping NSCLC, with an ORR
of 50.8% (95% confidence interval [Cl]: 45.1, 56.5) and median
DOR of 18.0months (95% Cl: 12.4, not estimable [ne]).}? Previous
subgroup analyses of Japanese patients in VISION (data cut-off:
January 1, 2020) demonstrated robust and durable clinical effi-
cacy of tepotinib.6 In Japanese patients (n=15) with 29 months
of follow-up, ORR was 60.0% (95% Cl: 32.3, 83.7), and median
DOR was not reached (95% Cl: 6.9, ne). Tepotinib was well toler-
ated with mostly mild-to-moderate AEs and low rate of treatment
discontinuations. An analysis of post-marketing surveillance con-
ducted in Japan investigating the occurrence of interstitial lung
disease, fluid retention, hepatic function disorder, renal impair-
ment, and QT interval prolongation, confirmed the manageable
safety profile of tepotinib in this population, with no new safety
signals.’®~%> Based on data from the VISION study, the Japanese
Lung Cancer Society strongly recommended tepotinib for the
treatment of NSCLC with METex14 skipping.*¢

Here, we report the extended analysis of efficacy and safety of
tepotinib in all Japanese patients from VISION, having a follow-up of
at least 18 months.

2 | MATERIALS AND METHODS

The full methodology of the Phase Il VISION study has been pub-

lished previously and the protocol is available online.®%!!

2.1 | Study design and objectives

VISION (NCT02864992) is a Phase I, single-arm, open-label, mul-
ticenter trial conducted in 149 sites from 11 countries, including 13

of age or therapy line, with a manageable safety profile in Japanese patients with
METex14 skipping NSCLC enrolled in VISION.

MET receptor tyrosine kinase, METex14 skipping, molecular targeting therapy, non-small-cell

sites in Japan. The study aimed to assess the antitumor activity and
tolerability of tepotinib in patients with advanced NSCLC harboring
METex14 skipping.

2.2 | Patients

Eligible patients in Japan were 220years of age with histologically or
cytologically confirmed advanced (locally advanced or metastatic)
NSCLC, measurable disease per RECIST v1.1, and ECOG PS of O to
1. METex14 skipping was tested centrally either by TBx by collecting
RNA from tumor-biopsy tissue, or LBx by collecting circulating tumor
DNA from plasma. Next-generation sequencing using the Oncomine™
Focus Assay (52 genes, Thermo Fisher Scientific, Waltham, MA,
USA) or the Archer®MET diagnostic assay was carried out to ana-
lyze TBx samples, and the Guardant360® assay (73 genes, Guardant
Health, Redwood City, CA, USA) or the Archer®MET diagnostic assay
(ArcherDX, Boulder, CO, USA) were used for LBx samples. Patients
could also be enrolled based on TBx results by LC-SCRUMY (a na-
tionwide cancer genomic screening project for the application of
personalized medicine to advanced NSCLC in Japan) and central con-
firmation was not required to enroll these patients. Patients could
have had up to two lines of prior therapy for advanced/metastatic dis-
ease (immunotherapy was allowed but prior MET inhibitors were not
permitted). Patients with tumors harboring activating EGFR mutations
or ALK rearrangements were excluded. Patients with asymptomatic
or neurologically stable brain metastases were eligible; however, pa-
tients were excluded if they had symptomatic brain metastases, were
neurologically unstable, required an increase in steroid dose within
2weeks, received prior stereotactic radiosurgery/gamma knife within
2weeks, received other prior treatment for brain metastases within

4 weeks, and/or had leptomeningeal disease.

2.3 | Treatment administration

Patients received tepotinib 500 mg once daily with food until disease
progression (as assessed according to RECIST v1.1), intolerable tox-
icity, or withdrawal of consent.

2.4 | Study endpoints and assessments

The primary endpoint was an objective response (defined as con-
firmed complete or partial response) by IRC according to RECIST
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v1.1 criteria. Confirmation was obtained by a tumor assessment at
least 4weeks (28 days) after an initial tumor assessment, indicating
a complete or partial response. Secondary endpoints included DOR,
PFS, OS, and safety. Safety was evaluated through physical examina-
tions and clinical laboratory tests. AEs were coded according to the
Medical Dictionary for Regulatory Activities (MedDRA) v23.0, and
the severity of AEs was graded by the investigator using the National
Cancer Institute Common Terminology Criteria for Adverse Events
v4.03. Treatment-emergent AEs were defined as those events that
emerged during treatment and were absent at pretreatment or wors-
ened relative to the pretreatment state and occurred within >1day
of trial treatment until 30days after the last dose of trial treatment.
AEs related to trial treatment were defined as any AE considered by
the investigator as reasonably related to tepotinib.

The assessments for efficacy were conducted every é6weeks
within the first 9 months of treatment (and every 12weeks there-
after). Tumors were assessed by computed tomography or magnetic
resonance imaging of the chest, abdomen, and pelvis. Additional
anatomic areas were investigated based on individual signs or symp-

toms. Subgroup analysis in patients enrolled in Japan was predefined.

2.5 | Statistical analysis

Formal statistical comparisons were not conducted; data were ana-
lyzed in a descriptive manner. Predefined analysis sets for all end-
points included patients with METex14 skipping detection by TBx,
LBx, and either biopsy method (TBx and/or LBx). DOR, PFS, and OS
were analyzed using Kaplan-Meier methods. Qualitative variables
and rates were summarized by counts and percentages along with
two-sided exact Clopper-Pearson 95% Cls. The efficacy and safety
populations included all patients who had enrolled in the study and

received at least one dose of tepotinib.

3 | RESULTS

3.1 | Patients

The median age of Japanese patients (n=38) was 73years (range
63-88years), 39.5% of these patients were 275years old, 68.4% of
patients were male, 55.3% had smoking history, adenocarcinoma
was the most common histologic subtype (76.3%), and 10.5% of
patients had known brain metastases at baseline. Altogether, 18
patients (47.4%) were treatment naive and 20 patients (52.6%) re-
ceived tepotinib as second-or-later line therapy, of which 12 patients
(31.6%) received tepotinib as second line therapy (Table 1). Among
patients who received prior therapies, 16 patients (42.1%) received
platinum-based chemotherapy, 13 patients (34.2%) received im-
munotherapy and three patients (7.9%) received a combination of
immunotherapy and chemotherapy. Of 34 patients (89.5%) enrolled
by TBx, 21 patients (55.3% of the total) were enrolled through

TABLE 1 Baseline characteristics of Japanese patients with
METex14 skipping NSCLC in VISION.

Baseline characteristics Japanese patients (n=38)

Age

Median, years (range) 73years (63-88)

<65years, n (%) 2(5.3)

z65years, n (%) 36(94.7)

<75years, n (%) 23 (60.5)

>75years, h, (%) 15 (39.5)
Sex, n (%)

Male 26 (68.4)

Female 12 (31.6)
Smoking history, n (%)

Yes 21(55.3)

No 16 (42.1)
Histology, n (%)

Adenocarcinoma 29 (76.3)

Squamous 2(5.3)

Adenosquamous 1(2.6)

Sarcomatoid 0

Others?® 6(15.8)
ECOG PS, n (%)

0 14 (36.8)

1 24 (63.2)
Line of therapy, n (%)

Treatment naive 18 (47.4)

Previously treated 20 (52.6)
METex14 skipping detection, n (%)°

T+ 34 (89.5)

L+ 14 (36.8)
Brain metastases at baseline,® n (%) 4(10.5)

20ther histology included: large cell, adenocarcinoma with sarcomatoid,
NSCLC/NSCLC-NQOS, and missing/cannot classify.

PIn 10 patients, METex14 skipping was detected by both liquid and
tissue biopsy.

‘ldentified by IRC or investigator.

Abbreviations: ECOG PS, Eastern Cooperative Oncology Group
performance status; IRC, independent review; committee; L+, METex14
skipping detected in liquid biopsy; METex14, MET exon 14; NOS, not
otherwise specified; T+, METex14 skipping detected in tissue biopsies.

LC-SCRUM. There were 14 patients (36.8%) who had METex14 skip-
ping detected by LBx, ten of whom also had METex14 skipping de-
tected by TBx. Overall, 22 patients had positive TBx and negative
LBx results. There were no patients with a positive LBx and a nega-
tive TBx result; TBx results were not available for four patients. Full
baseline characteristics are shown in Table 1. The median and mean
duration of tepotinib treatment was 6.5months (range 0.3-50.5
months) and 11.6 months (standard deviation 12.4 months), where

five patients had received treatment for more than 2years.
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3.2 | Efficacy

The ORR was 60.5% (95% Cl: 43.4, 76.0; Table 2, Figure 1) and
the disease control rate was 78.9% (95% Cl: 62.7, 90.4). The me-
dian DOR for patients with an objective response (n=23) was
18.5months (95% Cl: 8.3, ne; Table 2, Figure 2). The median
PFS was 14.8 months (95% Cl: 6.9, ne), and the median OS was
25.5months (95% Cl: 17.7, ne; Table 2, Figure 2). Four patients
(10.5%) were still receiving tepotinib at the data cut, 34 patients
(89.5%) discontinued tepotinib and, of these, 21 patients (55.3%)
received subsequent treatment. Among patients who received
subsequent treatment, 13 received one line of subsequent ther-
apy, six received two lines and one patient each received three and
four lines of subsequent therapies. Subsequent therapies included
chemotherapy (n=16), immunotherapy (n=11), anti-angiogenic
monoclonal antibodies (n=4; three patients received ramucirumab
plus docetaxel and one patient received bevacizumab plus pem-
etrexed), MET-TKI (n=2; both patients received tepotinib), and
some of the patients also received the combination of these agents
(Table S1). The two patients who received subsequent tepotinib
had shown partial response as the best overall response to initial
tepotinib treatment in the VISION trial before discontinuing due
to progressive disease. Thereafter, both patients received chemo-
immunotherapy combination treatment and then again received
tepotinib for durations of 2.7 and 10.1 months. Among the 13 pa-
tients who did not receive subsequent treatments, four patients
discontinued tepotinib due to AEs, all of whom remained alive for
several months without further treatment. Other reasons for not
receiving subsequent treatments were death, disease progression,
withdrawal of consent, and patient choice.

TABLE 2 Efficacy of tepotinib in Japanese patients with
METex14 skipping NSCLC.

Japanese

Efficacy patients (n=38)
BOR, n (%)

CR 0

PR 23(60.5)

SD 7 (18.4)

PD 6(15.8)

NE 2(5.3)

ORR, % (95% Cl)

DCR, % (95% Cl)
mDOR, months (95% Cl)
mPFS, months (95% Cl)
mOS, months (95% Cl)

60.5 (43.4,76.0)
78.9 (62.7,90.4)
18.5 (8.3, ne)
14.8 (6.9, ne)
25.5(17.7, ne)
Abbreviations: BOR, best objective response; Cl, confidence interval;
CR, complete response; DCR, disease control rate; mDOR, median
duration of response; mOS, median overall survival; mPFS, median
progression-free survival; NE, not evaluable; ne, not estimable; ORR,

objective response rate; PD, progressive disease; PR, partial response;
SD, stable disease.

= 1299
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3.3 | Efficacy in subgroups

Although sample sizes were small, ORR was comparable across sub-
groups according to baseline characteristics (Figure 1). ORR in pa-
tients aged <75years (n=23) was 52.2% (95% Cl: 30.6, 73.2), and
was 73.3% (95% Cl: 44.9, 92.2) in patients aged 275years (n=15;
Figure 1). The ORR for patients who received tepotinib in the first-
line setting (n=18) was 77.8% (95% Cl: 52.4, 93.6) and patients who
received tepotinib as second line (n=12) and second-or-later line
therapy (n=20) had an ORR of 58.3% (95% Cl: 27.7, 84.8) and 45.0%
(95% Cl: 23.1, 68.5), respectively (Figure 1). Almost all patients in the
treatment-naive subgroup and the majority of patients (84.2%) in
the previously treated subgroup had tumor shrinkage (Figure 3). The
duration of treatment, as illustrated in the swimmer plot (Figure 4A),
was >12months in 12 patients, including eight treatment-naive pa-
tients and four previously treated patients. Among these 12 patients
with long treatment duration (>12 months), four patients were aged
>75vyears, eight were aged <75years, nine had adenocarcinoma,
and one had squamous cell histology. Of four patients with ongo-
ing treatment, all four patients were treatment naive and, of these,
one patient was 275years of age and three were <75years of age.
At the data cut-off (February 20, 2022), the treatment duration for
the ongoing patients was 30.3, 37.2, 49.0, and 50.5months. ORR
in patients who had brain metastases at baseline (n=4) was 75.0%
(95% Cl: 19.4, 99.4). In patients without brain metastases (n=34),
the ORR was 58.8% (95% Cl: 40.7, 75.4). [Correction added on 23
March 2024, after first online publication: In section 3.3, the lower
95% Cl value of the ORR (objective response rate) of the patients
who received tepotinib as second line therapy has been corrected
from 27.2 to 27.7 for accuracy with the data presented in Figure 1.]

3.4 | Efficacy by METex14 skipping
detection method

In patients who were enrolled by TBx (n=34), ORR was 58.8% (95%
Cl: 40.7, 75.4) with a median DOR of 13.4months (95% Cl: 8.3, ne),
a median PFS of 14.8 months (95% Cl: 5.6, ne), and a median OS of
25.5months (95% Cl: 17.7, ne; Table S2, Figures S1-S3). In patients
who were enrolled by LBx (n=14), ORR was 71.4% (95% Cl: 41.9,
91.6) with a median DOR of 9.7 months (95% CI: 2.8, ne), a median
PFS of 9.6 months (95% CI: 3.3, ne), and a median OS of 19.6 months
(95% Cl: 10.9, ne; Table S2, Figures S1-S3). Patients who were
enrolled by TBx had lower median SOLD of target lesions by IRC
(45.7mm [range: 14.3-180.2 mm]), which may indicate lower over-
all tumor load compared with patients who were enrolled by LBx
(59.9mm [range: 14.3-180.2 mm]) at baseline.

3.5 | Safety

Treatment-related AEs with any grade were observed in 97.4% of
patients and 50.0% of patients had Grade 23 treatment-related
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Subgroup n ORR (95% CI)

Overall 38 —— 60.5 (43.4, 76.0)

Male 26 '—Oﬁ 57.7 (36.9, 76.6)
Sex :

Female 12 —t—— 66.7 (34.9, 90.1)

<65 years 2 ; 3 1 50.0 (1.3, 98.7)

265 years 36 —— 61.1 (43.5, 76.9)
Age

<75 years 23 —e——i 52.2 (30.6, 73.2)

>75 years 15 e 73.3 (4.9, 92.2)

Yes 21 —e— 66.7 (43.0, 85.4)
Smoking history*

No 16 RN S 56.3 (29.9, 80.2)

Adenocarcinoma 29 e 58.6 (38.9, 76.5)
Histology* i

Squamous 2 [ { 50.0 (1.3, 98.7)

0 14 e 57.1(28.9, 82.3)
ECOG PS |

1 24 . 62.5 (40.6, 81.2)

Yes 4 | : 75.0 (19.4, 99.4)
Brain metastases? !

No 34 —— 58.8 (40.7, 75.4)

1L 18 —e— 77.8 (52.4, 93.6)
Line of therapy 2L 12 l—oﬁc 58.3 (27.7, 84.8)

2L+ 20 H_H 45.0 (23.1, 68.5)

0 20 40 60 80 100

ORR, % (95% Cl)

FIGURE 1 ORR of tepotinib in Japanese patients according to baseline characteristics. *Smoking history was missing for one patient.
fSeven patients had histology other than squamous and adenocarcinoma. *ldentified at baseline (investigator or independent review). 1L,
first line; 2L, second line; 2L+, second-or-later line; Cl, confidence interval; ECOG PS, Eastern Cooperative Oncology Group performance

status; METex14, MET exon 14; ORR, objective response rate.
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FIGURE 2 Efficacy of tepotinib in Japanese patients. (A) Duration of response. (B) Progression-free survival. (C) Overall survival. Cl,
confidence interval; DOR, duration of response; m, median; ne, not estimable; OS, overall survival; PFS, progression-free survival.
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FIGURE 3 Best percentage change in sum of longest diameters in Japanese patients with METex14 skipping NSCLC*. (A) Treatment-
naive patients, (B) Previously treated patients. *One treatment-naive and one previously treated patient are not shown due to baseline/on-
treatment measurements not being available. PD, progressive disease; PR, partial response; SD, stable disease.
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transaminase; AST, aspartate transaminase; BOR, best overall response; H, histology; L, line of therapy; NE, not evaluable; PD, progressive

disease; PR, partial response; SD, stable disease.

AEs (Table 3). The most common treatment-related AEs were
blood creatinine increase, peripheral edema, hypoalbuminemia,
and diarrhea (Table 3). Changes in creatinine levels from baseline
to the end of treatment and follow-up are shown in Figure 5. The
figure demonstrates a trend for creatinine levels to increase while
on treatment with tepotinib, which returned to baseline values
after treatment discontinuation. The majority of patients had at
least one dose reduction or interruption, as shown in Figure 4B.
Adverse events of particular interest (hypoalbuminemia, ALT and/
or AST increase, edema, creatinine increase, ILD, nausea/vomit-
ing/diarrhea) led to dose reduction, treatment interruptions or
permanent treatment discontinuation in 25 patients. Of 25 pa-
tients who had a blood creatinine increase, 20 patients (80%) con-
tinued tepotinib without dose reduction or interruption. The other
five patients (20%) continued tepotinib with dose reduction or in-
terruption and, of these, none permanently discontinued tepotinib
due to creatinine increase (Figure 5C). Among the 23 patients who
developed edema, 11 patients (48%) continued treatment with
tepotinib without dose reduction or interruption; whereas 12 pa-
tients (52%) who developed edema continued tepotinib with dose
reduction or interruption and, of these, one patient discontinued
tepotinib due to edema. Permanent treatment discontinuation

was also reported due to ILD (n=2). As illustrated in the swimmer
plot, 10 patients did not have any treatment interruption or dose
reduction, six of these patients were<75years of age, whereas
four were 2 75years of age. Overall, most AEs were manageable

and did not lead to discontinuation.

4 | DISCUSSION

In this extended analysis of Japanese patients (n=38) with METex14
skipping NSCLC in VISION, with a follow-up of at least 18 months,
tepotinib demonstrated robust and durable clinical efficacy, over-
all and across clinical subgroups defined by age, line of therapy,
METex14 skipping detection method or other variables, with a man-
ageable safety profile.

Efficacy was clinically meaningful in treatment naive (n=18,
ORR: 77.8%) and in previously treated patients (n=20; ORR: 45.0%).
Efficacy outcomes in this extended Japanese population with longer
follow-up confirmed previous results and further supported the ap-
proval and use of tepotinib in clinical practice.”'® Another MET-TKI,
capmatinib, is approved in Japan for METex14 skipping NSCLC. The
GEOMETRY mono-1 study of capmatinib reported efficacy in both
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TABLE 3 Safety of tepotinib in Japanese patients.

Treatment-
All-cause related AEs,

AEs in Japanese patients (n=38) AEs, n (%) n (%)

Any grade 38 (100.0) 37 (97.4)
Grade 23 23 (60.5) 19 (50.0)
Leading to death 3%(7.9) 0

Treatment-related AEs (any grade) occurring in 210% of patients,
n (%)

Any grade Grade23

Blood creatinine increased 25 (65.8) 0
Peripheral edema 23 (60.5) 5(13.2)
Hypoalbuminemia 13 (34.2) 4(10.5)
Diarrhea 11 (28.9) 1(2.6)
Nausea 6(15.8) 0
Alanine aminotransferase increased 6(15.8) 0
Amylase increased 6(15.8) 1(2.6)
Aspartate aminotransferase increased 5(13.2) 0
Dysgeusia 5(13.2) 0
Lipase increased 5(13.2) 1(2.6)
Edema 5(13.2) 1(2.6)
Anemia 4 (10.5) 1(2.6)
White blood cell count decreased 4 (10.5) 0
Decreased appetite 4(10.5) 1(2.6)
Interstitial lung disease 4 (10.5) 0
Pruritus 4(10.5) 0

Abbreviation: AEs, adverse events.

“Two patients died due to disease progression and one patient died due
to pulmonary hemorrhage.

treatment naive (n=2, ORR: 50.0%) and previously treated (n=11,
ORR: 36.4%) Japanese patients.'®

The outcomes from VISION are noteworthy as the study involves
an elderly population with a median age of 73years.’®*® Older pa-
tients can be more challenging to treat owing to age-related frailty,
comorbid conditions, and simultaneous use of multiple medications
for treating comorbidities. In addition, the Japanese guidelines for
NSCLC provide only weak evidence for the use of chemotherapy.ls'19
However, the guidelines strongly recommend monotherapy with te-
potinib or capmatinib for patients with METex14 skipping NSCLC.*
In the present analysis of tepotinib, patients aged 275 years attained
a high ORR of 73.3%, which may partly reflect the greater propor-
tion of patients in this subgroup who received tepotinib as first-line
therapy (60.0%, compared with 39.1% of patients aged <75years).
The data demonstrate clinical benefit in patients aged >75years and
support the use of tepotinib in older patients.

In line with the overall VISION study population, most of the
Japanese patients were enrolled by TBx. Although both LBx and TBx
can be used for detecting METex14 skipping, the analysis derived

from TBx may be more commonly used and accepted.20 Our results
in Japanese patients demonstrate that patients enrolled by either

TBx or LBx had clinically meaningful outcomes with tepotinib, which

were particularly durable in patients enrolled with TBx. A higher
tumor load in the LBx population may be the reason behind shorter
time-dependent endpoints in the LBx population.“ However, the
small sample size in this population limited the comparison.

In the overall VISION analysis (N=313), tepotinib demon-
strated clinically meaningful systemic efficacy and intracra-
nial activity.'? The results from the subgroup analysis here also
demonstrate encouraging systemic efficacy in Japanese patients
with brain metastases, although intracranial efficacy was not
investigated due to the small subgroup size. The clinical benefit
of tepotinib in Japanese patients with central nervous system
(CNS) metastasis is further supported by case reports from four
Japanese patients with METex14 skipping NSCLC with brain me-
tastases or leptomeningeal disease, who exhibited intracranial ra-
diographic responses to tepotinib treatment, some of which were
dramatic.?1-% Cerebrospinal fluid (CSF) analyses in two of these
patients demonstrated relevant blood-brain barrier penetration
of tepotinib, with CSF-to-plasma ratios of 1.19-1.83%.2%24 Taken
together, these data indicated that tepotinib can be of benefit to
Japanese patients with advanced NSCLC harboring METex14 skip-
ping having brain metastases.

In the present analysis from VISION with an extended follow-up
of at least 18 months, tepotinib demonstrated a tolerable safety
profile. Blood creatinine increase was the most common treatment-
related AE of any grade (65.8%) but was mild to moderate with no
Grade 3 events being reported. The frequent occurrence of blood
creatinine increase was in agreement with the previous analysis in
Japanese patients with tepotinib,® and the GEOMETRY mono-1
study of capmatinib.'® The higher frequency of AE reports of blood
creatinine increase in Japanese patients (65.8%) compared with the
global population (21.7%) may be a result of different medical prac-
tices to report laboratory abnormalities as AEs in Japan.?> However,
there was no evidence that creatinine increase was associated with
renal impairment in the safety analysis of the overall VISION pop-
ulation.?4?” This is also supported by the creatinine level changes
in Japanese patients, demonstrating the reversibility of creatinine
increases with tepotinib treatment. There were also no treatment
discontinuations in Japanese patients due to creatinine increase. A
series of case studies has distinguished asymptomatic creatinine in-
crease with tepotinib or capmatinib from acute kidney injury using
non-creatinine-based methods to estimate glomerular filtration
rate.?873% A potential explanation for observed creatinine increases
could be that serum creatinine is increased by inhibition of renal
transporters.?’ 223132 studies suggest that tepotinib or its main me-
tabolite inhibit the renal tubular transporter proteins, organic cation
transporter 2 and multidrug and toxin extrusion transporters 1 and
2 and, as a result, creatinine, being the substrate of these inhibitors,
increases.®

Peripheral edema considered a class effect of MET inhibitors,?®
was the second most common treatment-related AE (of any grade)
with an occurrence of 60.5% in Japanese patients in VISION. A
recent post-marketing surveillance analysis of tepotinib in 147 pa-
tients reported peripheral edema in 37.4% of patients, reflecting the
occurrence of edema with tepotinib in real-world practice.***> An
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FIGURE 5 Creatinine levels after initiating and discontinuation of tepotinib in Japanese patients. (A) Box plots* for creatinine values
over time; (B) Line graph showing creatinine values before and after tepotinib in patients with post-treatment data available; (C) Line graph
showing creatinine value before and after tepotinib in patients who had treatment interruptionsJr due to blood creatinine increase. *Time
points with data from 10 or fewer patients are not presented, with the exception of baseline, end of treatment and 30-day safety follow-up
visits. TIn (C), the positioning of numbers along the dashed line reflects the timings of treatment interruptions, with values corresponding to
the number of interruption days at each instance. 1L, first line; 2L+, second-or-later line, EoT, end of treatment; FU, 30-day safety follow-up.

exposure-response analysis of tepotinib identified an association
between advanced age and increased risk of edema, independent
of tepotinib exposure, while reporting a flat relationship within the
observed exposure range (500 mg daily) between tepotinib exposure
and edema.?’” Treatment interruptions (65.8%) and dose reductions
(52.6%) enabled patients with AEs to remain on treatment, including
five patients for more than 2years.

The main limitation of the study is that VISION is an open-label,
non-randomized study, with no direct comparison with other avail-
able therapies. The overall sample size in this study is a strength,
given the rarity of patients with advanced NSCLC harboring
METex14 skipping and the scarcity of the data for this population.
Outcomes in subgroups of Japanese patients according to clinical
characteristics should, however, be interpreted cautiously consider-
ing the limited sizes.

In conclusion, tepotinib demonstrated robust and durable clinical
activity, with a manageable safety profile, in Japanese patients with
METex14 skipping NSCLC enrolled in VISION. Notably, clinical ben-
efits were observed across clinical subgroups including age, treat-
ment line, and METex14 skipping detection method.
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