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Abstract: Splice site mutations around or within exon 14 of MET (METex14+) are rare, but are one of the common actionable driver
mutations in elderly patients with non-small cell lung cancer (NSCLC). Globally, only two MET tyrosine kinase inhibitors (TKIs),
both Type Ib (capmatinib and tepotinib), have been approved in a single Phase 2 trial. In China, three additional Type Ib MET TKIs
(savolitinib, gumarontinib, and vebreltinib), in addition to capmatinib, and tepotinib, have been approved. Here, we report the timeline
for MET TKIs approval in China. We summarized the Chinese METex/4+ NSCLC demographic and molecular characteristics and
reviewed pivotal phase 2 data (clinical efficacy and adverse events). All five MET TKIs seem to have similar efficacy and adverse
events with vebreltinib reported numerically the highest BIRC-ORR. Notably, the gumarontinib (GLORY) trial conducted in both
China and Japan also led to the approval of gumarontinib in Japan for METex14+ NSCLC. On June 30, 2025, vebreltinib has been
approved for NSCLC with MET amplification while combination of savoltinib and osimertinib has been approved for EGFR+ post
EGFR TKINSCLC with MET amplification post EGFR TKI based on the SACHI trial (NCT05015608). We discuss the current unmet
clinical need (need to develop Type II MET TKI to overcome acquired resistance MET mutations at D1228 and Y1230) and future
optimal treatment approaches.
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Introduction
Establishment of MET Exon |4 Splice Site Mutations (Metex/4+) as an Actionable

Driver Mutation in Non-Small Cell Lung Cancer (NSCLC)

The receptor tyrosine kinase (RTK) Mesenchymal Epithelial Transition (MET) is one of the 58 human RTKs.' Splice site
mutations (donor, acceptor) around exon 14 of MET (METex14+) are rare but are validated as actionable driver mutations in
non-small cell lung cancer (NSCLC) with approved targeted therapy. METex 14+ mutations are heterogeneous (base institu-
tions, insertions, deletions); however, the phenotype of these diverse METex/4+ mutations is the non-incorporation of exon 14
into mature MET messenger RNA.** MET exon 14 encodes the juxtamembrane domain and contains a CBL E3-ubiquitin
ligase-binding site, allowing the attachment of ubiquitin and designating MET for degradation.* It took decades for the
discovery of MET exon 14 splice site mutations to realize the underlying phenotype that underpins the pathogenesis to the first
report of multi-targeted kinase inhibitors, crizotinib and cabozantinib, demonstrating a response in METex/4+ NSCLC
patients and proof of principle of METex 14+ mutations.” A case series by Drs. Paul Paik and Alex Drilon of four patients who
responded to MET tyrosine kinase inhibitors (TKIs) jump-started the rapid development of MET TKIs against METex4+
NSCLC.?
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MET TKils

MET can be classified into several types. Type I inhibitors are direct competitive inhibitors that bind to the kinase
domains of inactive MET proteins. Type I inhibitors are further divided into Type Ia, a multi-targeted MET TKI, of
which crizotinib is the only member, and Type Ib, a more selective MET TKI. Type II inhibitors are competitive
inhibitors that bind to both the kinase domain and surrounding domains of inactive MET proteins. Type III inhibitors are
competitive allosteric inhibitors that bind to domains outside of the kinase domain. Most clinically active MET TKIs are
Type Ib or Type II inhibitors (i.e. cabozantinib).® It is important to distinguish between Type I and II inhibitors as Type II
inhibitors can overcome the most common on-target resistance mutations at amino acid residues 1228 and 1230 to Type I
inhibitors.”*

Two type Ib MET TKIs, capmatinib (-K55%%J2) and tepotinib ($77F#5JE), have been approved globally based on
efficacy from two globally conducted phase 2 trial.”'® Capmatinib received accelerated approval in the US on May 6, 2021,
based on the GEOMETRY mono-1 trial, while tepotinib received accelerated US approval on February 3, 2021, based on
the VISION trial results and full approval on February 15, 2024, with a longer follow-up of VISION.'" Although the
updated data of GEOMETRY mono-1 have been published,'? capmatinib is still under accelerated approval in the US. To
date, no other compounds are being developed in the US to target METex/4+ NSCLC. Current no randomized trials
comparing MET TKI versus chemotherapy with or without immunotherapy in the first-line setting in locally advanced and
metastatic METex 14+ NSCLC. Recently, a real world retrospective case-control comparison study indicated MET TKI may
be more effective than immunotherapy +/- chemotherapy in METex4+ NSCLC with PD-L1 < 50%, while immunotherapy
+/- chemotherapy is more effective than MET TKI in METex14+ NSCLC with PD-L1 > 80%."?

Crizotinib, a multi-targeted ALK/ROS1/MET TKI, was the first MET TKI to prospectively demonstrate METex14+
NSCLC is actionable, with a reported overall response rate (ORR) of 32% (95% confidence interval [CI]: 21-45), median
duration of response (DOR) of 9.1 months (95% CI: 6.4-12.7), and a median progression-free survival (PFS) of 7.3 months
(95% CI: among 65 evaluable METex!4+ NSCLC patients.'* METex14+ NSCLC patients are the third molecular subset of
NSCLC from the initial Phase 1 crizotinib trial, which led to the approval of crizotinib for ALK+ NSCLC'> and ROSI+
NSCLC.'® Despite the large number of METexI/4+ NSCLC patients enrolled, the relatively lower ORR, the lack of
development of a companion diagnostic test (CDx) for METex 14 mutation by the sponsor of crizotinib,and two contempora-
neous phase 2 trials (capmatinib and tepotinib) in METex 14+ NSCLC resulted in crizotinib not seeking regulatory approval in
the US.

Capmatinib and tepotinib have been approved in China based on global GEOMETRY mono-01° and VISION'%!"!7 trjals,
respectively. Three additional Type I MET TKIs (savolitinib%€7K 4% JE, gumarontinib?y 32 %% JE, vebreltinib{A 4% JE) have
been approved in China all based on phase 2 studies with savolitinib being the first MET TKI approved for previously treated
patients in 2021 (Figure 1).'7 2! It is important for oncologists to be familiar with all approved MET, as patients are mobile and

travel between countries. Here, we summarize the pivotal study data underpinning all approved indications in China in Table 1
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Figure | Timeline of approval of MET TKiIs in China with the line of therapy indications.
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Table | List of Approved MET TKis in China with Indications for Treatment of MET Exon [4 Splicing Mutation Positive NSCLC

METex|4+ NSCLC

sarcomatoid

Savolitinib Savolitinib Gumarontinib Vebreltinib Tepotinib (global) Tepotinib (Asian) Capmatinib

(Previously treated (Treatment-naive)

+ treatment-naive)
Other names AZD6094, HMPL- AZD6094., Glumetinib Bozitinib, PLB-

504, volitinib HMPL-504, 1001, CBT-101
volitinib

Trial Name NA NA GLORY KUNPENG VISION VISION GEOMETRY mono-0l
NCT NCT02897479 NCT04923945 NCT04270591 NCT02864992 NCT02864992 NCT02864992 NCT02414139
number
Dose 600 mg once daily; 600 mg once daily; 300 mg one daily 200 mg twice daily 500 mg once daily 500 mg once daily 400 mg twice daily

400 mg once daily 400 mg once daily

for wt < 50kg for wt < 50kg
N 70 patients enrolled, 87 84 enrolled, 79 assessed for 52 313 N = 106 [Japan (n= 38), South Korea (n= 20), Taiwan 160
61 evaluable for efficacy (n=12), China (n= 30), US n = 40, Spain (n = )], Treatment-naive (N = 60)
response Netherland (n = 1)]/ Treatment-naive (N = 50); Previously-treated (N = 100)
previously-treated (N = 56)
# clinical 32 48 42 sites (China, Japan), 34 17 130 sites in || countries NR 98
sites sites enrolled patients
74 patients from China and 12
patients from Japan
Median age 68.7 (65.4-74.7) 70.0 (IQR 65.2—- 68.5 71.0 (51.0, 90.0) 72 (41-94) 70.5 (52-89) 71.3 (7.8)
75.8)

% female 41% 41% 43% 44.2% 50.8% 36% 61%
% never- 60% 62% 55% 61.5% 49.2% 54.7% 61%
smoker
% brain mets 21% 11.5% 17% 9.6% 18.2% (57/313) 17% 16%
% 36% 8% 2% 1.9% 32% <1%

Detection
method

425-gene panel from
Geneseeq (Nanjing,

Not specified
other than

RNA-based RT-PCR panel
(AmoyDx®Pan

Not specified

Oncomine Focus Assay (52 genes) or the Archer®MET
diagnostic assay was carried out to analyze tissue

Oncomine Focus Assay (52 genes) or the
Archer®MET diagnostic assay was carried out to

RT-PCR-based clinical trial
assay from tumor tissue

splice
acceptor (%)

China) sponsor central Lung Cancer PCR Panel, biopsies, and the Guardant360 assay (73 genes) or the analyze tissue biopsies, and the Guardant360 assay biopsies, and was
lab or AmoyDx, Xiamen, China). Archer®MET diagnostic assay for liquid biopsies (73 genes) or the Archer®MET diagnostic assay for retrospectively confirmed
Probes covering a liquid biopsies using the next-generation
sequence connecting exon |3 sequencing-based
and 15, and a fusion FoundationOne CDx
transcript caused by exon |4 (FICDx; Foundation
skipping. Medicine, Cambridge, MA,
USA) and FoundationOne
Liquid CDx (FILCDx;
Foundation Medicine)
Splice donor/ 66/34 NR/NR 50/41 63/37 NR/NR NR/NR NR/NR

(Continued)
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Base 56/44 NR/NR 59/41 56/44 NR/NR NR/NR NR/NR
substitutions/
indel (%)
Trial conduct
Primary BIRC-assessed ORR BIRC-assessed BIRC-assessed ORR BIRC-assessed BIRC-assessed ORR BIRC-assessed ORR BIRC-assessed ORR
endpoint ORR ORR
Median 17.6 months (IQR 18.0 months 13.5 months (IQR 8.7-17.1). 19.4 months 32.6 months (0.3-71.9) Treatment-naive: 46.4
Follow up 14.2-24.4) (16.6-19.3) {PFS} months (IQR 41.8-65.4)
time 20.8 months (95% Previously-treated 66.9
Cl 19.3-21.6) months (56.7-73.9) for
[Os] previously treated patients,
Median 17.6 months (IQR NR 7.7 months (IQR 2.5-14.6), 9.9 months NR NR Median duration of
duration of 14.2-24.4) exposure to capmatinib was
treatment 34.9 weeks (IQR 13.0-80.6)
i
ORR Overall: 42.9% (95% 62% (95% ClI Overall: 66% (95% Cl 54-76) Overall: 75.0% Overall: 51.4% (95% Cl, 45.8-57.1%) Overall: 56.6% (95% Cl: 46.6-66.2) Overall:
(overall) Cl: 31.1-55.3) (N = 51-72) (N =79) (95% Cl: 61.1— Treatment-naive: 57.3% Treatment-naive: 64.0% (95% Cl: 49.2-77.1) Treatment-naive: 68% (95%
70) Treatment-naive: 71% (95% CI 80.6) (N = 52) (95% Cl, 49.4-65.0%); 58.6% (95% Cl, 48.8-67.8%) (by Previously-treated: 50.0% (95% Cl: 36.3-63.7) Cl 55.0-79.7)
Treatment-naive: 55-83) (N = 44) Treatment-naive: tumor biopsy) Previously-treated: 44%
46.4% (95% Cl 27.5— Previously-treated: 60% (95% 77.1% (95% Cl, Previously-treated: 45.0% (95% Cl, 36.8-53.3%) (95% CI 34.1-54.3)
66.1) (N = 28) Cl 42-76) (N = 35) 59.9-89.6)
Previously-treated: (N = 35)
40.5% (95% Cl 25.6— Previously-
56.7) (N = 42) treated: 70.6%
(95% Cl: 44.0—
89.7)
DCR Overall: 82.9%, (95% 92% (95% Cl: Overall: 84% (95% Cl: 74-91) Overall: 96.2% Overall: 76% ((95% Cl, 70.9-80.7) Overall:
Cl: 72.0-90.8) 84-97) Treatment-naive: 89% (95% (95% Cl, 86.8 to Treatment-naive: 78.7% (95% Cl, 71.6-84.7) Treatment-naive: 98% (95%
Treatment-naive: Cl: 74-91) 99.5) Previously-treated: 73.8% (95% Cl, 66.0-80.7) Cl: 91.1-100)
NR Previously-treated: 77% (95% Treatment-naive: Previously-treated: 82%
Previously-treated: Cl: 60-90) 97.1% (95% Cl: (95% Cl:
NR 85.1 to 99.9)
Previously-
treated: 94.1%
(95% Cl: 71.3 to
99.9)
DOR Overall: 8.3 months 12.5 (8.3-15.2) Overall: 8.3 months (95% Cl Overall: 15.9 Overall: 18.0 months Overall: 18.5 months (95% Cl: 10.4 =NE) Overall:
(95% Cl: 5.3-16.6) 6.3—not evaluable) months (95% Cl, (95% Cl, 12.4-46.4) Treatment-naive: 20.7 months (95% CI: 10.4 — NE) Treatment-naive: 16.6 (8.4—
Treatment-naive: 5.6 Treatment-naive: 15.0 months 9.2to0 17.8) Treatment-naive: 46.4 months (95% CI, 13.8-NE) Previously-treated: 10.8 months (95% Cl: 5.6-20.8) 22.1)
months (95% CI (95% Cl 6.3—not evaluable) Treatment-naive: Previously-treated: 12.6 months (95% Cl, 9.5-18.5) Previously-treated: 9.7 (5.6—
4.2-16.6) Previously-treated: 8.2 16.5 months (95% 13.0)
Previously-treated: months (95% CI 5.1- not Cl: 9.2 to NE)
9.7 months (95% Cl: evaluable) Previously treated:
4.9-NE) 15.3% (95% ClI: 3.7
to 17.8)
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PFS Overall: 6.8 months 13.7 (8.5-16.6) Overall: 8.5months (95% ClI Overall: 14.1 Overall: 11.2 (95% ClI, Overall: 13.8 (95% CI: 10.8-22.0) Overall:
(95% ClI: 4.2-9.6) 7.6-9.7) months (95% Cl, 9.5-13.8) Treatment-naive: 16.5 months (95% Cl: 9.6-49.7) Treatment-naive: 12.5 (95%
Treatment-naive: 5.6 Treatment-naive: | 1.7 months 641t 179) (N = Treatment-naive: 12.6 (9.7-17.7) Previously-treated: 12.1 months (95% Cl: 6.8—19.9) Cl: 8.3-18.0)
months (95% Cl: 7.6-21.9) 52) Previously-treated: 11.0 (8.2-13.7) Previously-treated: 5.5 (95%
(95% Cl 4.1-9.6) Previously-treated: 7.6 Treatment-naive: Cl: 4.82-8.1)
Previously-treated: months (95% Cl 4.1-9.6) 14.5 (95% Cl: 6.3
6.9 months (95% Cl: to 20.3) (N = 35)
4.1-19.3) Previously-
treated: 7.7 (95%
Cl: 3.7 t0 20.2) (N
=17)
(o Overall: 12.5 Not reached NR Overall: 20.7 Overall: 19.6 (95% Cl,16.2-22.9) Overall: 25.5 months (95% Cl: 19.3-36.4) Overall:
months (95% Cl: months (95% Cl, Treatment-naive: 21.3 months (95% Cl, 14.2-25.9) Treatment-naive: 32.7 months (95% Cl: 16.3 — NE) Treatment-naive: 21.4 (15.2—
10.5-21.4) 16.2 to not Previously-treated: 19.3 months (95% Cl, 15.6-22.3) Previously-treated: 23.7 months (95% Cl: 17.1-34.4) 30.5)
Treatment-naive: estimated [NE]) Previously-treated: 16.8
10.9 months (95% Treatment-naive: (11.6-23.8)
Cl: 7.5-14.0) Previously-
Previously-treated: treated:
19.4 months (95%
Cl: 10.5-31.3)
Brain ORR = 64% (95% ORR = 50% (95% ORR= 84.6% (95% Cl: 54.6— ORR = 100% (95% | ORR = 66.7% (95% Cl: 38.4-88.2) (N = I5) by RANO NR No patient with measurable
responses Cl: 35.1-87.2) (N = Cl: 19-81) (N = 98.1) (N = 13) Cl: 47.8-100) (N criteria CNS. (N =7)
14) 10) =5) mDOR = NE (95% Cl: 0.9 — NE)
mDOR = 4.9 mDOR = 5.9 mDOR = 5.6
months (95% Cl: months (95% Cl: months (95% Cl:
27-17.7) 2.3 - NE) 3.7 - NE)
mPFS = 7.2 moths mPFS = 6.4
(95% Cl: 4.6-14.8) months (95% Cl:
4.5 — NE)
Mean RDI 89.7% (400 mg, NR NR NR NR NR NR
N = 6)
84.2% (600 mg,
N = 62)
Median RDI 99.9% (54.3-100.0) NR NR NR NR NR NR
(400 mg)- median
duration of
exposure = 6.5
months (0.5-22.4)
88.8 (42.5-100.0)
(600mg)-median
duration of
exposure = 6.6
months (0.2-52.3)
Adverse events
TRAE Edema (54%) Edema (62%) Edema (80%)

Nausea (46%)
ALT elevation (39%)
AST elevation (37%)

Vomiting (33%)
Hypoalbuminemia
(26%)

AST elevation
(46%)

ALT elevation
(41%)
Hypoalbuminemia
(34%)

Hypoalbuminemia (38%)
Headache (32%)

Loss of appetite (32%)
Nausea (29%)
Elevated blood bilirubin (27%)
ALT elevation (26%)
Vomiting (24%)

Edema (82.7%)
QT Prolongation
(30.8%)
Increased serum
creatinine (28.8%)
Hypoalbuminemia
(26.9%)

Total 313 (91.7%)
Total N = 160
Edema (66%)

Nausea (45%)
Increased serum creatinine (35%)
Vomiting (26%)

Fatigue (25%)

Dyspnea (24%)

Edema (62.3%)
Increase serum creatinine (38.7%)
Diarrhea (32.1%)
Hypoalbuminemia (30.2%)

96% (N = 160)
Edema (47%)
Nausea (35%)

Increased serum creatinine

(21%)
Vomiting (20%)

(Continued)
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Table | (Continued).

Grade 3
TRAE

46%

30%

44%

48.1%

59%

61.3% (TEAE)

46% (Grade 3)
54% (Grade 3—4)

Grace 3
TRAE

Increased AST
(13%)
Increased ALT (10%)
Edema (9%)

Abnormal liver
function (22%)
ALT elevation
(16%)
AST elevation
(14%)
Edema (8%)

Edema (21%)

Edema (13.5%)
Abnormal liver
function (9.6%)
ALT elevation
(7.7%)
AST elevation
(5.8%)

Edema (17%)

Edema (7.5%)
Hypoalbuminemia (3.8%)
AST elevation (3.8%)
ALT elevation (2.8%)

Edema (17%)
ALT (7%)
Increased lipase (6%)

Abbreviations: ALT, Alanine aminotransferase; AST, Aspartate aminotransferase; Indel, insertion/deletion; CDx; companion diagnostic; mets, metastasis; mDOR, median duration of response; mPFS, median progression-free survival;

NA, not available NE, not evaluable; NR, not reported; RANO, Response Assessment in Neuro-Oncology; RDI, relative dose intensity; TRAE, treatment-related adverse event; wt, weight.
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and Figure 1. In addition, with many more patient characteristics, clinical efficacy, and safety data from six different MET TKI
trials, we gained further insight into the clinical and genomic characteristics of METex/4+ NSCLC, especially in Chinese
patients, and the class effects of MET inhibition with Type I MET TKIs.

Characteristics of Chinese METex |14+ NSCLC Patients

Chinese METex14+ NSCLC are diagnosed at a relatively old age, with a median age of 70 years, which is similar to the
global METex14+ NSCLC patient population.®*'° As such, the tolerability of the treatment will be as paramount as the
efficacy for this group of elderly patients will have to be equally considered. Most Chinese METex[4+ NSCLC patients
are never-smokers, indicating that screening for METex!4 mutations is still paramount among elderly Chinese never-
smokers. Overall, the percentage of patients with brain metastasis is generally less than 20%, which is slightly below the
percentage of patients with actionable driver mutations with a predilection for the central nervous system.?? Furthermore,
in clinical trials that broke out the percentage of the categories of METex/4 alterations, splice donor site mutations were
more common than splice acceptor site mutations, and base substitutions were more common than insertions/deletions
(Table 1).

During the earlier days of characterization of METex/4+ NSCLC, it was reported that METex4 is enriched may be
enriched sarcomatoid histology.”*** Hence, in the first trial of savolitinib, sarcomatoid histology was used to enrich for
METex14 mutations and constituted approximately 36% of METexI4+ NSCLC patients.'” Subsequent patient clinico-
pathologic characteristics indicated the vast majority of METel4+ NSCLC patients had adenocarcinoma histlogy
becauseadenocarcinoma is much more common than sarcomatoid histology in NSCLC.

Summary of Clinical Data for MET TKis

The primary endpoint of all the trials’ overall response rate (ORR) by blinded independent central review (BICR)-
assessed ORR and other important clinical efficacies (duration of response and median progression-free survival) of both
treatment-naive and previously treated patients are summarized in Table 1 and graphically depicted in Figure 2A-C
(treatment-naive) and D-F (previously treated), respectively. The VISION trial also analyzed the efficacy of the Asian
subgroup separately® while the global capmatinib trial (GEOMETRY mono-1) did not.

Overall, the efficacy results were comparable among the five approved MET TKIs, with vebreltinib reporting the
highest numerically blinded independent central review (BICR)-assessed ORR (both treatment-naive and previously
treated patients with NSCLC). However, with different patient compositions, very small numbers of patients, and
different follow-up durations, cross-trial comparisons are fraught with errors. It is important to have follow-up reports
with longer follow-up periods. Suffice to say with a limited number of patients analyzed, the ORR among patients with
splice donor or acceptor sites were similar, as was the comparison between base substitutions and indels.'”:'%20-2!
Additionally, there was no difference in the efficacy of savolitinib between patients with sarcomatoid and adenocarci-
noma histologies.'® Intracranial-ORR was reported for all compounds, except capmatinib, for which no patient had
measurable brain metastases. Again, with a very limited number of patients, savolitinib, gumarontinib, vebreltinib, and
tepotinib all reported robust intra-cranial responses.'''”2°

In terms of adverse events, peripheral edema is a significant adverse event and a class effect of Type | MET TKIs and is the
most common treatment-related adverse event (TRAE) and grade 3 TRAEs (Table 1). Elevated liver enzyme levels are also
common among the five MET used in the treatment of Chinese METex14+ NSCLC. Vebreltinib reported a mean relative dose
intensity (RDI) of 98.6%' while savolitinib reported a mean RDI of 84.2% for 600 mg of savolitinib'’ (Table 1). It is
important for sponsors of these MET TKI trials to report the mean RDI so that readers can have a more granular understanding
of dosage adjustments for this class of treatment among elderly patients with a high incidence of peripheral edema.

Importantly, a phase 2 trial of gumarontinib was conducted in both China and Japan, and 12 Japanese patients were
enrolled from four clinical sites, which was approved by the Japan Pharmaceuticals and Medical Devices Agency
(PMDA) approval of the use of gumarontinib in METex14+ NSCLC patients.”® Furthermore, on June 30, 2025
vebreltinib has been approved in China for locally advanced and metastatic NSCLC with de novo MET amplification.*’
Additionally on the same day, June 30, 2025, savolitinib in combination with osimertinib has been approved as second-
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Figure 2 Continued.
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Figure 2 (A) Bar-chart plot of blinded independent review committee assessed overall response rate (ORR) achieved by the 5 MET TKls among treatment-naive METex |4+
NSCLC patients. (B) Bar-chart plot of median duration of response (NDOR) achieved by the 5 MET TKIls among treatment-naive METex |4+ NSCLC patients. (C) Bar-chart
plot of median progression-free survival (mPFS) achieved by the 5 MET TKIs among treatment-naive METex/4+ NSCLC patients. (D) Bar-chart plot of blinded independent
review committee assessed overall response rate (ORR) achieved by the 5 MET TKls among previously treated METex/4+ NSCLC patients. (E) Bar-chart plot of median
duration of response (MDOR) achieved by the 5 MET TKIs among previously treated METex/4+ NSCLC patients. (F) Bar-chart plot of median progression-free survival
(mPFS) achieved by the 5 MET TKIs among previously treated METex |4+ NSCLC patients.
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line treamtment of EGFR+ NSCLC post EGFR TKI with MET amplification based on the randomzied phase 3 SACHI
trial. 2

Unmet Need with Current Approved MET TKis
On-Target Resistance Mutations (D 1228N/H/Y/E and Y 1230C/H/N/S) (Class Effect) to
Current Approved Type | MET TKiIs

Acquired D1228 and Y1230 are two of the most common acquired resistance mutations that confer resistance to Type I
MET TKIs.?**° Once these mutations develop, they render all currently approved Type Ib MET TKIs ineffective. Type II
multi-targeted MET TKIs, especially cabozantinib, have demonstrated both pre-clinical”*! and clinical activity*® against
acquired MET resistance mutations and CNS activity against METex14+ NSCLC.>*> An ongoing trial in Japan is
investigating the efficacy of carbozantinib against these two principal acquired MET mutations.”® Meanwhile, without
a formally approved indication for METex4+ NSCLC, cabozantinib is not available to many patients because of its cost
without reimbursement. ANS014004, a Type II multi-targeted MET TKI, is currently under clinical development
(NCT06307795 [in the US], NCT06328439 [in China]). In pre-clinical studies, ANS014004 demonstrated superior
inhibitory activity against acquired D1228 and Y 1230 resistance mutations when compared with other Type II TKIs, such
as cabozantinib and merestinib.** Achieving an indication against D1228 and Y1230 resistance mutations will be another
step forward in the treatment of METex14+ NSCLC.

Inability to Inhibit the Active MET Protein When Potential Lack of Negative Feedback
on Hepatocyte Growth Factor, the Major Ligand to MET Protein, Switch the

Equilibrium to Active MET Protein

It is likely that with the inhibition of inactive MET protein, there is loss of negative feedback upon hepatocyte growth
factor (HGF), the ligand to MET, leading to its increased expression and shifting most of the MET protein to the active
state,* where current Type Ib inhibitors cannot bind. In addition to the necessity to develop a TKI that can inhibit the
active MET protein,*> the development of a monoclonal antibody against the HGF ligand is necessary to complement
MET TKIs although there is no current development.*® Blocking the entire MET signaling axis (MET TKI + anti-MET
monoclonal antibodies + anti-HGF monoclonal antibodies) may need to be developed to ensure the optimal control of
METex14+ NSCLC.?” The approved bi-specific EGFR/MET antibody amivantamab has reported modest activity against
METex14+ NSCLC patients (ORR = 50% in treatment-naive participants [N = 16]; ORR = 46% in participants without
prior MET therapies [N = 28]; ORR = 19% in participants with prior MET therapies [N = 53]) has been reported. The
median PFS was 5.3 months (95% CI, 4.3—7.0).>® Peripheral edema occurred in 40% of patients, with 4% having grade >
3.%® Thus, minimizing peripheral edema in any future combination treatment is paramount given the elderly age of these
patients.

Lack of Randomized Trials

The time to conduct randomized trials in METexI/4+ NSCLC to demonstrate the superiority of MET TKIs over
chemotherapy may have largely been passed, given the robust efficacy of the five MET TKIs and their proven CNS
activities. However, given the differential efficacy of MET TKI and immunotherapy based on PS-L1 expression from a
recent real-world retrospective case-control study, a randomized trial may still be desired.'> Going forward, next-
generation MET TKI (even Type Ib inhibitors) may need to complete a randomized trial against currently approved
MET TKIs (or chemotherapy +/- immunotherapy) likely deters future global development of MET TKI beyond tepotinib
and capmatinib. A pathway to the accelerated approval of a novel MET TKI would be a Type II MET TKI that can
demonstrate activity against acquired MET mutations at D1228 and Y1230. This will require sponsors to also develop a
CDx to detect acquired MET mutations and may limit the approved indications of the Type Ib inhibitor but may bypass
the need for a randomized phase 3 trial that is not guaranteed for success.
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Indications for Tumors Other Than METex/4+ NSCLC

On April 17, 2024, vebreltinib was approved for adult patients with /DH-mutant astrocytoma (WHO Grade 4) or
glioblastoma with a history of low-grade glioma harboring the PTPRZI-MET fusion gene who had failed prior therapies
in China based on the results of the FUGEN study (NCT06105619).>° The median OS in the vebreltinib group (N=42)
and chemotherapy group (N=39) was 6.31 months (95% CI, 4.44-8.77) and 3.38 months (95% CI, 2.37-4.27),
respectively. The HR for OS was significant at 0.52 (90% CI, 0.32-0.85; P = 0.009), which was the primary endpoint
of the trial.** Furthermore, vebreltinib has demonstrated activity (partial response) against MET fusions in other tumor
types, including lung adenocarcinoma, pancreatic adenocarcinoma, intrahepatic cholangiocarcinoma, and salivary gland

carcinoma.*?

Summary

We have provided a concise regulatory timeline and indications for the five approved Type Ib MET TKIs (all have first-line or
previously-treated indications) in China for METex/4+ NSCLC. We further summarized the patient characteristics, clinical
efficacy, and adverse events that underpinned the five MET-TKIs approved in China. All five MET TKIs had similar clinical
efficacy and incidence of adverse events, with peripheral edema being the most common class effect of MET protein inhibition.
Similar to the decision on which MET TKI to use outside China (either capmatinib or tepotinib), the decision on which MET TKI
to use depends on physicians’ familiarity with a particular TKI, perceived efficacy versus toxicities, and potential cost to patients.
However, resistance to one MET TKI is likely to result in resistance to all other approved MET TKIs as they are all Type Ib
inhibitors. The development of Type II MET TKIs for formal regulatory approval to overcome acquried resistance MET
mutations to current Type Ib MET TKIs, and combination therapies to completely block the HGF-MET signaling axis is the
future goal and aspiration in the treatment of METex14+ NSCLC patients.
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