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Abstract; A common carcinogenic mechanism in non — small cell lung
cancer (NSCLC) is a jump mutation in exon 14 of the mesenchymal
epithelial transition factor (MET) gene, which is commonly present in
NSCLC cases and accelerates cancer progression. Clinical studies have
shown that tepotinib, as the first oral tyrosine kinase inhibitor targeting
MET, exhibits significant efficacy in advanced NSCLC, with an overall
response rate (ORR) of 44. 7% and a median progression free survival

(PFS) of 8.9 to 12. 2 months.

6 to 12 months after treatment, combined treatment with epidermal growth

Although drug resistance appears within

factor receptor (EGFR) - tyrosine kinase inhibitors (TKIs) can overcome
some of the resistance caused by EGFR mutations and MET expansion. In
addition, tepotinib has good safety in different patient populations, with
common adverse reactions including peripheral edema, nausea, and
diarrhea. Tepotinib significantly prolongs the PFS of patients. In addition,
other novel MET — TKI such as carbamatinib and sevotinib have also shown
good efficacy in the treatment of MET mutant NSCLC. This article
summarizes the pharmacological effects, resistance mechanisms, adverse
reactions, and clinical application progress of terbotinib in NSCLC.
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JE 7N 28 B il 955 (non — small cell lung cancer,
NSCLC ) 2l iy 3= B 2 —  Hor ] 5T — & fe 4
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MET) 35 14 551 @ F Bk ER 5 2 75 NSCLC 835 g
S UL, R 0 R 4 B B R AR 2B . I
B e & B A EE X MET ) 1 IR 1% 220 1R 9% 1t 10 7] 25
(tyrossine kinase inhibitors, TKIs) , 7£ 577 B NSCLC
R L Ak o SR, A R JE i Tt 245 1
A, R AEIRIT 6 ~ 12 N H R B, K
MET SR — L5 s i g e . R 26T, 150
e e A=K K T-52 {4 (epidermal growth factor receptor,
EGFR) — 1% 22 i 1 B9 ] 24 (tyrossine kinase inhibitors
TKIs) (413 4E8 e ) W 5e k&R EGFR 5872 F MET 4
B EMZIPE o ZERGE Y INSIGHT #5450
B JEWAATRIT W BT B p bR i e, o T i i
A A7 B ) TG 3 & A2 77 ) ( progression — free — survival ,
PFS) @K o oAb, Hoflu 78 MET — TKI 411 o
BRMIEIRZ R WAE MET 14 5 5h i 7 BRER R A2 1)
NSCLC v Jie 3t R 4797 80, ik — 0 SO MET AR
NSCLC J97 $ s EE 22k

AR SO R OR TERRIA R JRAE S — b 11 IR B 4
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Btk JF0NE TR R 7EIR YT NSCLC i 7% vp ml B
PR AT 25 AL
1 $#RBRHENAE
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JOF it 20 AR A e ) BB 2 S B T
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FEVRSI R0 AT DLk BE AR b 300 i) MET 3%
BEEAA AR B RR T . X HHEAT T8 400 A
VAR ) v T O O , A SR R W RIS R X MET B AY
B i 1 M, 1, fH 43 9 1.7 nmol - L7 Al
1.8 nmol - L™", HZEE MW/ 1 mmol « L7"Hf, A
5 {EAE ¢ — Met JEGAH B /E X MET (R4 i % L
Tk H 100% 70 5 2 ® TKL A L, R0 e
¢ — MetH [a] 1 B i, [R b ] 68 B8 I BLAT 22 4k, 300
THABITSKGBITMEEY+ 08,
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A, TrkA) | AXL =714 /& 22 iR 1% B ( AXL receptor tyro-
sine kinase, Axl)  FIAIMIAN R - 1 AR AH G BUEE 1
(interleukin — 1 receptor — associated kinase 1, TRAKI1 ) FI
Mer SR I#R TS24, 1C, 76 615 ~2 272 nmol - L™, 36
W TH 2 R X S0 e 1 48, RV JL-F- A B 3 i) 3
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fh, 7E 12.5 kg - m ™' (qd) 7 & T 5 S 008 20 R 1
FERZ B IREL  7E 25 kg - m T (gd) FIHER L8 4]
TR H I 4 (R A e AR T
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Hil AR B RLRE Ty o DRI, R 1 2 o0 i i 40 i 4
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95 MET A1 PI3K/ AKT {55538 B R R PR IE M
3 ImAREAR
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FRAEJE T 2018 4 7 7, 753 A BRI 217 1
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1) o RS, —37E H AT R 0 R0 2 R 16 7 e 1
SR I R SE g v, I3 + 37 il s 1 i
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SRR T PE R B S E s AE 21 d Y A
W RPAERR T 20 2 i A S AR B AT A R T IR
T RHAE T 215,300 5 500 mg, RLX 7 RL L4
RSS2 34T 7P, I LU Bl 2R 47 75 5P
filio IR 12 GG BRI BOR AT 007, o &
Xf R R JE T 52 1 R4, A LSS 31 50) i R o
P, SRR A R B EZE N 1 ~2 %%, Hrp
2 {IERRE S B I RS E , SRR (a] =12 Ji] o WA
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1 400 mg (qd) 51T I X 8 & R AP AT 527
DL B AT SRR IR e i — 2 R . ReIRE e
TEIRYT NSCLC B h HA BB (R 1), LHAE
A IR 1 8 TR, O AR [F] A W2 P i 2 4k
WAFH] B AF BB S A% W 22 i 5 (objective re-
sponse rate, ORR) :44. 7% [ 95% & 1 [X |A] ( confidence
interval, CI) :36.7% ~53.0% ],

AR 3 4. <75 % B35 1) ORR fy 48.8%
(95% C1:37.7% ~60.0% ) ,1fii =75 % #% ) ORR

&1 Tepotinib BLFBLAY I AKX
Table 1 Current clinical trials of Tepotinib

H39.7% (95% C1:28.0% ~52.3% )™ . JGHIAIT
PRI T« B TR 97 1 A ORR Jy 44.9% (95% CI.
32.9% ~ 57.4%) , W i 2% fif 355 22 5[] (duration of
response , DOR) >4y 10. 8 4~ H (95% CI.6.9 ~ Joikfh
) MEHNAIT & ORR 2y 44.6% (95% CI:
33.7% ~55.9% ) , %1 DOR / 11.1 1~ A (95% CI.
9.5% ~18.5% )", fHNITRLAES MY 15 Bl
W13 R IR B TN B Pl s 7 7 B BAT R
L B R R, S O R E R o N 22
o A ey A 255 BIEE A 64 11(25. 1% )
2T 3 PECHE &R IR T AR R F
(treatment — related adverse events, TRAEs ), H
27 $(10. 6% ) 25 A R WA 1EIR T o A R
M &R S AT A T B2 R .
3.2 NSCLC BEMIGKTZE

7 JE A Capmatinib # 1F 55 X #£77 METex14
A NSCLC (B3 B 10 2 e Mg 6 1k o i R 4K
PR, X 22 MET #4125 19 ORR 7 40% ~68% , H.
TR T 0 R IR T L™

MET i1 25 5 A5 Y7 75 ¥ (1 EGFR — TKIs 8§
ST ) WA, 7 S v ARt 25 M 0 itk — 2B 3 e o
ROV 7 o T8 2o YR A T S 5 98 T A 0 A, TE 45 Y
MET 14 Sb 1~ Bk BR 5 728 #0435 B AR I 132 44/
(5] 725 P2 9 B2 983 3 i ( epidermal growth factor receptor/
anaplastic lymphoma kinase , EGFR/ALK ) 84 71 NSCLC
BE A H 2 ARAEE 500 mg (3GYT, H 2 H
AR AT 52 A BV B 25 S o 4R R, J 3 T A
Tk QRAREUIR ) Fa ST AR5 xT 87 Bl 2 Fn e Jeia
ST E I TIVAL  ORR JERITE 45% ~55% o YL 22 i
FREEmFE] O 124 ~17. 1A A iiAe 12 A~ H N et
R H RY & 55% ~ 70%, 1 i PFS
9.5 ~12.2 4 AN MET [E] 585 F b sz Ak

(mesenchymal — epithelial transition immunohistochemistry ,

Drug Indications Phase Statement Area Number
Tepotinib Solid tumours I Completed America NCT01014936
Tepotinib Solid tumours I Completed Japan NCT01832506
Tepotinib Hepatocellular carcinoma /1 Completed Germany NCT02115373
Tepf)tinib', gefitinib, Peme - trexed, Non — small cell lung cancer 1/1 Ongoing Multinational NCT01982955, INSIGHT
cisplatin, carboplatin

Tepotinib Hepatic Impairment I Completed America NCT03546608
Tepotinib, omeprazole Drug interaction in volunteers I Completed Germany NCT03531762
Tepotinib, osimertinib Non — small cell lung cancer I Ongoing Multinational ~ NCT03940703, INSIGHT 2
Tepotinib Bioequivalence in volunteers I Completed Germany NCT03629223
Tepotinib Bioequivalence in volunteers I Completed Germany NCT04204902




Chin J Clin Pharmacol

579

Vol. 41 No. 4 February 2025 ( Serial No. 426)

MET THC3 ) BHPE B 5 4L B B, R & e B
T AR JE (gefitinib) $32 # 1) PFS 25 8.3 41, {bJ7
sz ¥ 4. 4 A AE MET 35 58 b BRG iy o
v AT (overall survival, OS) DA Jt PFS %4k y7 4
PR, AR5 15 2k Dy T A 4 e, (AR ik — 2P
5%, % &% MET14 b Bk R %22 i) NSCLC £
BRI R ES PR (5 =80 H i EE)
TS B B SO R IE Ve . 7E MET g 30 1 25
RIBESE b, AL AR R 23 00 O T B FIT2 & TE6S %
hE 165 % LT Y 8 g B RIS

oI FEIFER R AR PEBEZG W T T, B4
SEE IR I PR, PR, R RE R AT E Y
WITPRCRIL N EE, 1275 % LA BB AR D, R
TR B T Al 22 Ve T, Hoh i 250 A8 R R
ZNRMETERE . WP R, REBEEE 2 )5 2L
TR EFER/NT 75 2, X ERU T B ERE W
TBIT A ARG A % TKIJR Y7 i S 2, Bk
W R TR 2 RN SR VR T B B, B I AR T
st ST LADR AR AN 5 G P 7 DR XEE P9 A PR A 2 422 1, I
H WG i . SRR RS AL IR
TP EAR™ . 16 VISION [y BF 5T it 28 H
AR DRI R AR BRI S 1. BRI, H
TR REMIVE iR A2 (45 RAS J5ii Ak - RAF 224
TR/ T iR e ( RAS proto — oncogene — RAF serine/
threonine — protein kinase, RAS — RAF) Az PI3K - AKT
155 0B T 3 26 38 % B 2278 MET ] 25 1) Jt 25 7
W BT T R TR ) U B B Y B g 4 R
NI SR R IR 2 95% W) MET {512
B, LA A B B G IR AR B RS LR
LTV LR AL I, 72 MET 383 i g 16 97
o RAFRET S . R HAD MET i1 25 607 58 o n]
DAAS s HC i 25 AL i 3 2440 45 KRAS i At RAS -
MAPK S 9 s R 2782, 324y 1k, MET TKI
{GRAL T MET 14 5h 2 FBkER I A2 1Y) NSCLC 84 .

7E-—T90 I JIBF 52 (NCT 01988493 ) 1, 45 51 3. 7%
BEEZARNR SR RAEE LA 21 d 2 1A
1BY7 o FHIAE e 5 it I [H] (time to progression,
TTP) }y 2.8 A, mERNAE AR 1.4 DA ML
TNRHAAE R TTP BFEK, PAL OS 73500 9.3
8.6 MNA(TREMZESR) . WL, WA wERY],
RHIEES JE A B i A4 B0 i R 3 P TR e A A Y
TTP™ . FLARIG RIS I 1R o

BExfim R 1T 1056 (NCT03940703 ) H Hij i 747
ZEXF METamp 388025 1 (A2 3 A EGFR g & 1R

WA 25 245109 B/ IV 3] NSCLC B, =il
2 RN R WG A B IR IR YT o TTHAERRIUN I
LR IX B 17 A E K0 180 KA 58 0 40 55
90 fil i .
4 HYMARRERFEER

FEXTRRIAR R PR 7 20 1 A A T3 A 98 1
AR S 4 A b (NCT 01014936, NCT
01832506, NCT 01988493, NCT 02115373 F1 NCT
02864992) , ¥ K 1Yy 228 ] & A 172 B (4
75.4% ) LUK 52 B ( i 22. 8% ) 43S 1 3 Gal
FPON A BN o X SE 250 RN 3 24
5 AR K M 2 Iy 33. 8% 1 3. 5% , TS & AR
N 19.7% F 1. 8% , i Z KEAR ) 85 LL Bl 14. 9% Al
1.3% BDIEALR N 12.7% 1 0% , B = 1) 51
e 11. 8% F1 0% , ILER BT K F- 5 b I+ 1y i 5 A
7.9% 1 0. 4% , fi% (1 & A ILAE 19 K A2 RN 7. 0% il
0. 4% , LA K GERBE P B = B9 IKR 2) 75, 7% A1 1. 8%
33 41(14. 5% ) & AN [ 34 1 i b 57 4k, 49 43
(21.5% ) fBAEAFIEIAYT o B IH AR H o A0 A B
A1 AR 2 I EA R S50 ) BB S5G
SPHSG, AN, TEHRZ AT BRI EE D, A
3. 8% 4ty 1 IR BTPE R , I R EE T, AR5 3] 1]
FEVERRE R , W45 AR 2 JE | JF R IBGE 2447t , 40
UT R R
5 itig

HHT, X T84 MET s SE N 14 550 7 BkiR
A NSCLC B3R YT T B Rl AR I N
TEGRZ BB 57 1Y R TR, 1 R AR T ARG © % 1) £
FEIRST 8L GIT R AE SRl B2 Y7 . MIAE AR G HF
FEARA X A I AR R VR AR S e =
R JE AR A A AL A 7 T G e o B ) 40 ) MIET
T IE ) S RO, AT S R T i Y PI3K/AKT Fi
MAPK/ERK 553 #%, 753t S6T0f 2 J8 5 v, fF 90 %
B, K5 EGFR — TKI sl fp e 6 e s 410 245 [ A0 /v 1
BET-3Z 14K 1 (programmed death — 1, PD — 1) B{RE 71
BET-HCAA 1 ( programmed death — ligand 1, PD - L1) 41l
il 24 ] AT e e ARt 2408 , JF A< R AR AE . AR
T, %81 MET il 245 i 25 VAL A T 5S4 Ak T2 40 Bir
B BUAEWERY], RAS Gl BE A4 S5 0 (1140 KRAS
G742 ) A MET (2047 H5 ] e M 24 ) GBI 3R
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