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Abstract: Objective Mesenchymal epithelial transition (MET) factor alteration in non-small cell lung cancer
(NSCLC) mainly includes MET exon 14 skipping alteration (METex14 skipping), MET gene amplification, and MET
protein overexpression, etc. METex14 skipping is a driver gene mutation in advanced NSCLC, and the incidence of
METex14 skipping in NSCLC patients was 0.9%~4%. Currently, several drugs targeting METex14 skipping have been

approved in China and other countries. The incidence of de novo MET gene amplification in NSCLC patients was
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1%~5%, which was associated with poor prognosis. MET gene amplification is more frequently occurring after targeted
therapy in NSCLC patients with other positive driver genes and is one of the important mechanisms of EGFR-TKI
resistance. The purpose of this study is to understand the status of diagnosis and treatment of NSCLC patients with MET
alterations in China, including awareness of physicians on MET inhibitors, considerations for treatment decisions of
NSCLC patients with MET alterations, and to explore the unmet needs in clinical practice. Method Physicians who had
treated MET alteration patients within a defined period participated in the survey through the online questionnaire, and the
results were summarized and descriptively analyzed. Results A total of 140 valid questionnaires were collected. For
METex14 skipping NSCLC, MET-TKI monotherapy was preferred by more than 50% of the physicians interviewed,
regardless of whether patients were treatment naive or pretreated. The incidence of grade =3 adverse events (AE) was the
most concerned safety indicator, and the most concerned AEs included pneumonia, hepatotoxicity, and gastrointestinal
AEs, etc. Peripheral edema caused by MET-TKI was of low concern. For MET-amplified EGFR mutant (EGFRm)
NSCLC after EGFR-TKI resistance, the interviewed physicians preferred MET-TKI and EGFR-TKI dual-targeted
combination therapy. More sufficient evidence from large-scale randomized controlled studies, standardized testing, and
clinical consensus were the major unmet needs for MET-amplified EGFRm NSCLC after EGFR-TKI resistance.
Conclusions The preferred proportion of MET-TKI therapy in METex14 skipping NSCLC remains to be improved, and

more attention should be paid to MET-TKI-induced peripheral edema to help better management. Testing for different
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types of MET alteration requires further standardization and normalization.
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Tab.1 Basic information of interviewed physicians

(1=140)
Items Number Percentage
Department
Oncology 60 42.9%
Respiratory medicine 50 35.7%
Thoracic surgery 15 10.7%
Radiotherapy 15 10.7%
Professional title
Chief physician 37 26.4%
Associate chief physician 72 51.5%
Attending doctor 31 22.1%
City tier
First-tier city 45 32.1%
New first-tier city 68 48.6%
Second-tier city 27 19.3%
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* Firstreason = Second reason ® Third reason w77 =69
Bl 1 METex14 BRERRTEHE/ZE NSCLC BE AT ARIEFMRKEER
Fig.1 Treatment options and decision factors of interviewed physicians for treatment-naive/pretreated METex14 skipping
NSCLC patients

TE: A, METex 14 BKERZEAEWTIA/4:0A NSCLC BETRYT I £ 4%, Horp MET-TKI BCA AT ARSI 0T . LI A iUIAYT | SeliayT; HiAlf
FE AL 5 A ZH U AT A 245 1 (B 6 ) (antibody-drug conjugate, ADC) I JRHFSY; B, C. METex14 Bk%8 NSCLC ¥JiG FIZ 34 % 1E 4% MET-
TKI SR B 77 220 EE N (s ), AW RN/ b E RS . AL RS I | T BE ORI | WA TR A Tl R 5
BRAE; D. Z BRI T NSCLC METex14 BRSEEH SEEIRSN AL F I iRy I RV ERH B ER (Zi) .
Note: A. Preferred treatment regimen of interviewed physicians for treatment-naive/pretreated METex14 skipping NSCLC patients. MET-TKI
combination therapy includes MET-TKI combined with chemotherapy, anti-angiogenic therapy, or immunotherapy; others include chemotherapy
alone or enrolled in clinical trials, e.g., MET bispecific antibody / antibody-drug conjugate (ADC); B, C. Main reasons for choosing MET-TKI
monotherapy as preferred regimen (multi-choice, ranking). Others include excellent data in Asian/Chinese subgroups, long median duration of
response, health insurance reimbursement and liquid biopsy testing approved etc.; D. Primary considerations of interviewed physicians in choosing
non-targeted treatment regimens for METex14 skipping NSCLC patients (multiple choices).

R2 ZIHEIFX MET-TKI &R 24T 1557 ( n=140)

Tab.2 Interviewed physicians' safety concerns for
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Other MET alterations in NSCLC
METex14 skipping combination therapy

66.4%
62.9%

Exploration after MET-TKI resistance/progression

Development of other MET inhibitors

Pharmacoeconomic data

MET alterations in other solid tumors

Exploration in early stage MET altered NSCLC

Next generation MET inhibitor R&D

B2 ZFEMPHFRNFAREIFE(1=140)
Fig.2 Direction of in-depth study expected by the interviewed physicians (n=140)
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Crizotinib+EGFR-TKI
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Grade =3 AEs
Capmatinib+ EGFR-TKI
Quality of life
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Gumarontinib+EGFR-TKI

= Firstreason = Second reason = Third reason n=140

= First choice ® Second choice ® Third choice  n=140
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Long mOS

Adverse events 85.7%

Long mPFS Economic reasons

High ORR Efficacy not as expected

Poor drug accessibility
Good safety profile

Low occurrence of grade>3 AEs Insufficient evidence

Guideline or consensus
recommendation

Other drugs available

Lack of guideline
recommendation

Others

= First reason = Second reason ® Third reason n=106 n=28

3 EGFR-TKI iz MET #"# NSCLC B&E&TF A REFMAKEER
Fig.3 Treatment options and decision factors of interviewed physicians for patients with MET-amplified EGFRm NSCLC
after EGFR-TKI resistance

¥: A. EGFR-TKI fif 25 J5 MET ¥4 (3% 103697 I Lk #8 (Z & HEF ) ; B. EGFR-TKI M 255 MET 414 5 1697 7 R PR N (Z 3 HE T )
C. Z Ui ITATT R 7 Z4E 0 1% 0T EGFR-TKI M 255 MET 344 NSCLC B 1R (Z1%HE7); D. Z U B ITA N SRR S 7 RAFTER)
[R5

Note: A. Regimen selection of interviewed physicians for patients with MET-amplified EGFRm NSCLC after EGFR-TKI resistance (multi-choice,
ranking). B. Reasons for treatment regimen selection (multi-choice, ranking); C. Main reasons for choosing MET-TKI+EGFR-TKI dual targeted
regimen as preferred regimen (multi-choice, ranking); D. Concerns of the dual targeted combination regimen considered by the interviewed
physicians.

232 ZiENNY MET-TKI B4 EGFR-TKI 7% T RGBS T )2, 20.7% 025 E IR
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FEARBAT IR, 82.1% 1932 15 B2 VT 27~ A it e Fi 40
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J7 5 AE, 321 BRI 5 Ry SG T (B B vl . ' il
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*3 ZiHENTI MET-TKI B & EGFR-TKI A RHIR £ 14X E1E R (1=140)
Tab.3 Interviewed physicians' safety concerns for MET-TKI+EGFR-TKI therapy (n=140)

Items Number Percentage
Drug safety indicators
Grade =3 AEs 117 83.6%
AEs leading to dose reduction or treatment interruption 15 10.7%
AEs leading to treatment discontinuation 3 2.1%
Any grade AE 5 3.6%
Safety assessment
With concerns, but AEs are relatively easy to manage and recover 115 82.1%
Without concerns, AEs can be well managed 20 14.3%
With big concerns 5 3.6%
Most concerned AE
Interstitial pneumonia 55 39.3%
Gastrointestinal adverse reactions 31 22.1%
EGFR-TKI related AEs 23 16.4%
Hepatotoxicity 12 8.6%
Cardiac toxicity 10 7.1%
Peripheral edema 9 6.4%

2.3.3 EGFR-TKI M 24 J5 MET %" ¥4 A\ EE A9k
R 7K

Xt F EGFR-TKI Mit 245 )5 MET ¥4 \#E, 521/

= T Ry 32 2 A0 A 9 6 2 1 75 SR 6 R AR B AL

Large-scale RCT studies with robust evidence
Standardized testing and clinical consensus
Efficacy of existing regimens is not enough

High treatment costs
Safety concerns

Lack of data on special populations

HE 356 (randomized controlled trial, RCT) 5 3843 H
WEHE (77.9% ) ARSI A £ FLTE A R L 31(65.7%)
(K 4),

77.9%

B4 FIFEIAH EGFR-TKI MiZ5/E MET # 1% NSCLC £& K& # 2 FER(n=140)
Fig.4 Unmet needs of patients with MET-amplified EGFRm NSCLC after EGFR-TKI resistance considered by interviewed
physicians (1=140)
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