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(57) Abstract: The present disclosure provides a use of c-Met ADC in preparing a drug for treating a c-Met kinase inhibitor resistant
disease. Specifically, the present disclosure provides a use of anti-c-Met antibody drug conjugate in preparing a drug for treating a
c-Met kinase inhibitor resistant disease, particularly for non-small cell lung cancer treated by and resistant to c-Met kinase inhibitor.
The anti-c-Met antibody drug conjugate is as shown in the description.
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—H c-Met ADC 7EH| B IR c-Met BB 25 B PR 25 B Al i

RUARE

RAFHRAE—P c-Met FUEZYMBIKY) (c-Met ADC) EHil %G c-Met
ST ST 24 1R I 254 e ) FH 3
HREAR

c-Met JEf AL R T- AN255E 7 5 iR K (7q31), K/ 120kb, Zwhd o
TE4) 150kD K c-Met 2 A RIA, 2R A —A 170kD KRR H, 1%
W BN o WIE(50kDa)M B W3 (140kDa), LA HRgtMHE, B
FAH) c-Met HEZAK . 1250 REOEPISKEE, BREEAMANX . B (P
J& b BN A IX (B8 5 4 e A B A PR B 45 567 1) o BE R AT AN, HE R
F R, W RS T B BE o TNV I A XA A R T A R )
T, P DXL A TR S R R

c-Met WG HINLE] 73y =F: —ZMH HGF RIBIEHLA], & AKif HGF
WAL, =gl Hofh R, W niedid 32 B T R iR R T 324611 CD44 it
Z LU RON 5 56 S i dr . Horpb i LR Akt HGF BB LSl . HGF
) N A5 c-Met 454, {8k B 85 [ Tyr1234 M1 Tyr1235 ~RALF A #EER1L, C-
A BT IR Tyr1349 F1 Tyr1356 BERR AL AL 2Nk BB AN IS G 07 5, IR B84k
H M5 'S T P13K/Akt. Ras/Mapk. c-Src Fl STAT3/5 /510 R U5 5 UGS, 5
KA, anan e AE A7 RS S)(5 P13K/Akt M E 2 UIAHIR),  Bive A2 A
M M 24 5 (32 22 FH Ras/Mapk /13) o B AR, c-Met 15 H & RS2 AR A7 EZE B (cross-talk),
I A RN X P AT R R HE R T A 7%, T c-Met s 2 BUMR TR LA F2 11
VP2 PRI S, LA c-Met SR R AH R B2 J i ST ¥ 22 30 % ¥ [R5
c-Met AR AL ORI B2 VR ST I — AT A BRI BB A

PR ZWR Y (antibody drug conjugate, ADC) 5 v B Hi AR B & didk A
Bt B R R B 5 B PSR R AR AN, SR A T A
X b8 A e S B R A U SR A R S MR 4 R B 2R B s R, A I A
MRIEERITER] . REHEWRE, 5UEEAGRI T L, stk Ys iy se
A HE T 445 5 T 8 40 L Ao o L 2 B R B2 0

ADC ZiV)H btk CBERFRS), BeSkMER = dn. b, e
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S ksE T ADC 29I ek, AR AL R4S G, IS EREA RN &

WO02016/165580A AF 73 c-Met TUIEZVMRRAN, AT TIRIT B I
Wde . e s Bm. BEBSE, N T o-Met MGG AT G 251
PR A A RO RIR A T c-Met WA SR 24 /2 1238 25 ) 32 22 1) e

7/

RHEARE

A AFF (The disclosure) $21E— R c-Met 1A 25 MBI AL H #9697 c-Met
S R 24 B R 2 R i

ARAFFEH TR c-Met BB 25 K200, a4 c-Met WEHIHI R
7R 2B, AR AR T B fERE . B AR 7L IO B 40 e e
MR Sk, LR, RO, Ao, WRESE, ERER . BoE. B
e, SSEWE. BWE . WE . ATHEEAE . AR ASIEAE . RROVEE . AP,
LI /INAH M R

AR FE A iR R AR /N2 e e 12 3 SR 2 M e A0 A E R 20 e o

KAFFFTIR I c-Met TUEZGYMBIANIELH ABBV-399.

RAF R c-Met A ZVIE I H I c-Met FUABUHAUE S G B
P H AR & N Bic i) CDR: 3540 N Fizn i CDR:

ik E 4 45 X HCDR [X /571 : SEQ ID NO: 1, SEQ ID NO:2 1 SEQ ID NO:3;

AR 45 X LCDR [X53: SEQ ID NO: 4 3¢ SEQ ID NO: 7, SEQID
NO: 5 f1 SEQ ID NO: 6.

RAFFEFTIRIPT c-Met Hi4A ¥ CDR X W FER 1 Fios:
z1
EIINLS A c-Met g i {4k

HH 4 CDR1 NYGVH (SEQ ID NO: 1)
#HHE CDR2 | VIWSGGSTNYAAAFVS (SEQID NO: 2)
# 4 CDR3 NHDNPYNYAMDY  (SEQ ID NO: 3)
2% CDR1 | RANKSVSTSTYNYLH (SEQ ID NO: 4)

#%% CDR2 LASNLAS (SEQ ID NO: 5)
#%% CDR3 QHSRDLPPT (SEQ ID NO: 6)
BCE NN R 2 PR

=2
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RN A B NP HAA
#HHE CDRI NYGVH (SEQ ID NO: 1)
HHE CDR2 | VIWSGGSTNYAAAFVS (SEQ ID NO: 2)
#H 5 CDR3 NHDNPYNYAMDY  (SEQ ID NO: 3)
#2%F CDR1 | RADKSVSTSTYNYLH (SEQID NO: 7)
5% CDR2 LASNLAS (SEQ ID NO: 5)
%% CDR3 QHSRDLPPT (SEQ ID NO: 6)

ANFPTAHITT c-Met FUAZGYBIY) 1 HI DT c-Met FUABHIURES G A B,

Hrp ik ik B RISTUE . B G DURBRN R A .
AN FH IR e-Met TUAZHIE T (I PT c-Met 324K TR B B

S5 B R TR IR R R R XL SR AR TgGl B AR
NG 1gG2 BUHAR A AVF 1gG3 BUH BRI 1G4 B RRIEE X, ftik
A5 NI 1gG1 BUHAR AN U5 1gG2 BUH AR B AU 1G4 B AZAARTEE X,
B NV 1gG2 BUHARRIEE X s I i) AN VEAG SR (1) 42 1 i XA ik
NVE ¢ B BEBCH AR AR REE X

RATFIAR R IR 3T c-Met FURZIPMEBA P BT c-Met 324K (B4 i H:
PURS A B, R ki s BEEEE 2 X 2R SEQ ID NO: 8 fif
B A 2D 85%)7 Bl [FIE PEA R 2 X &L #7540 SEQ ID NO: 9 iy
ANECE HEAT 20 85% 7 B [AI I, 11 B B E 52 X 2 L L Fr 51 1 SEQ ID NO: 8
PR MR BEE 52 X 2 1% Fr 51 SEQ ID NO: 9 IR
HEEEE X

ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFP
AVLQSSGLYSLSSVVTVPSSNFGTQTYTCNVDHKPSNTK VDKTVERKCCVECP
PCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDG
VEVHNAKTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIE
KTISKTKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPMLDSDGSFFLYSKLTVDK SRWQQGNVFSCSVMHEALHNHY T
QKSLSLSPGK (SEQ ID NO: 8)

FEEHREIX
TVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQE

SVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
(SEQ ID NO:9)

ANFF PR HIPT c-Met LR ZGYIBIRYI T HIDT c-Met FUARI EHES Ab-10 [
JUR R SR 75 RA 95%IM PP FI [FIVRTE, Pridi c-Met SR IR BRI IR 7
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75 Ab-10 HUERFERA 95%I1) 531 [T, A Ab-10 Sk 57 5111 SEQ
ID NO: 10 iz, Ab-10 A5 55541 SEQ ID NO: 11 s,

AR NFF A I« Ab-10"4 WO02016/165580A1 FT AT c-Met Jiifk Ab-10,
Ab-10 NJ5Akbifa:

HE:

QVQLVESGGGVVQPGRSLRLSCAASGFSLSNYGVHWVRQAPGKGLEWLAVI
WSGGSTNYAAAFVSRLTISKDNSKNTVYLOQMNSLRAEDTAVYYCARNHDNP
YNYAMDYWGQGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFP
EPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSNFGTQTYTCNVDH
KPSNTKVDKTVERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTFRVVSVLTVVHQD
WLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVYTLPPSREEMTKNQVSL
TCLVKGFYPSDIAVEWESNGQPENNYKTTPPMLDSDGSFFLY SKLTVDKSRWQ
QGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO: 10)
BB

DIVLTQSPDSLAVSLGERATINCRADKSVSTSTYNYLHWYQQKPGQPPKLLIYL
ASNLASGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQHSRDLPPTFGQGTKL
EIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSG
NSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFN
RGEC (SEQ ID NO: 11)
RAFHPL c-Met HUEZYMERNY N ADC-12, EA W N FrR&:

Ab-10

~

(0]
o o] F
S H H
N\/\/\)l\
? ']I(N\)L']I;\Wmfhl\{\é
0 AL 0_ O 0. O COOH
y

ADC-12
Hrby IEEN 1-8, 445 1. 2. 3. 4. 5. 6. 7 H18, fILik 2-5, JiTid Ab-10

A c-Met Fiig,

FTiR 4 c-Met FUARZG YRR M HUR B 5 52 2% 77 SEQ ID NO: 10
HAER 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%,
96%, 97%, 98%, B 99% /7 — I HEETF], M2 EK 73 SEQ ID NO:
11 HA %D 85%, 86%, 87%; 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%,
96%, 97%, 98%, DX 99%F 5| —E M I EEF B o

KRAFFHHTIRIT c-Met FBEFHIHI7)1% B Merestinib. Cabozantinib S-malate-
Crizotinib. Sitravatinib. S-49076. Tepotinib. PLB-1001. BPI-9016M. MP-0250.
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Savolitinib. Sym-015. AMC-303, OMO-1. Capmatinib. TAS-115. HH-SCC-244.

Ningetinib. CM-118. HQP-8361.TQ-B3139. BMS-817378., HS-10241. Altiratinib-

ASLAN-002 Al AL-2846, flii% Crizotinib.
KNFFRFTIRHT c-Met UK ZGYMAEMI 45 2557 &% 1 0.05-10mg/kg, ik
0.1-5mg/kg+ 0.2-5mg/kg 0.3-3.0mg/kg F1 0.6-2.0mg/kg; AHHEHAFR T 0.05mg/kg-

0.1 mg/kg-
0.8 mg/kg-
1.5 mg/kg-
2.2 mg/kg-
2.9 mg/kg-
3.6 mg/kg.
4.3 mg/kg-
5.0 mg/kg.
5.7 mg/kg.
6.4 mg/kg-
7.1 mg/kg-
7.8 mg/kg-
8.5 mg/kg.
9.2 mg/kg-

0.2 mg/kg. 0.3 mg/kg. 0.4 mg/kg.

0.9 mg/kg.
1.6 mg/kg.
2.3 mg/kg-
3.0 mg/kg.
3.7 mg/kg.
4.4 mg/kg-
5.1 mg/kg.
5.8 mg/kg.
6.5 mg/kg.
7.2 mg/kg.
7.9 mg/kg.
8.6 mg/kg.
9.3 mg/kg.

1.0 mg/kg-
1.7 mg/kg-
2.4 mg/kg.
3.1 mg/kg-
3.8 mg/kg-
4.5 mg/kg.
5.2 mg/kg.
5.9 mg/kg.
6.6 mg/kg.
7.3 mg/kg-
8.0 mg/kg.
8.7 mg/kg.
9.4 mg/kg-

1.1 mg/kg.
1.8 mg/kg.
2.5 mg/kg-
3.2 mg/kg.
3.9 mg/kg.
4.6 mg/kg-
5.3 mg/kg.
6.0 mg/kg.
6.7 mg/kg.
7.4 mg/kg-
8.1 mg/kg.
8.8 mg/kg.
9.5 mg/kg.

0.5 mg/kg. 0.6 mg/kg. 0.7 mg/kg.

1.2 mg/kg. 1.3 mg/kg. 1.4 mg/kg.

1.9 mg/kg. 2.0 mg/kg. 2.1 mg/kg.

2.6 mg/kg. 2.7 mg/kg. 2.8 mg/kg-

3.3 mg/kg. 3.4 mg/kg. 3.5 mg/kg.

4.0 mg/kg. 4.1 mg/kg. 4.2 mg/kg-

4.7 mg/kg. 4.8 mg/kg. 4.9 mg/kg-

5.4 mg/kg. 5.5 mg/kg. 5.6 mg/kg-.

6.1 mg/kg. 6.2 mg/kg. 6.3 mg/kg.

6.8 mg/kg. 6.9 mg/kg. 7.0 mg/kg.

7.5 mg/kg. 7.6 mg/kg. 7.7 mg/kg.

8.2 mg/kg. 8.3 mg/kg. 8.4 mg/kg.

8.9 mg/kg. 9.0 mg/kg. 9.1 mg/kg-

9.6 mg/kg. 9.7 mg/kg. 9.8 mg/kg.

9.9 mg/kg A1 10.0mg/kg, 1% 0.05mg/kg. 0.1 mg/kg. 0.2 mg/kg. 0.3 mg/kg. 0.4

mg/kg. 0.5 mg/kg. 0.6 mg/kg. 0.7 mg/kg. 0.8 mg/kg. 0.9 mg/kg. 1.0 mg/kg -
1.6 mg/kg. 1.9 mg/kg. 2.7 mg/kg 1 3.0 mg/kg: BLE AT c-Met HUAZG Y15 Bk
VIR 2578 E 1-1000mg, L% 3mg-500mg, fLik 6mg-200mg, MAHFEHAR

T 3mg. 6mg. 12mg. 18mg. 20mg. 36mg. 40mg. 60mg. 80mg. 100mg. 120mg.

140mg. 160mg- 180mg- 200mg- 220mg- 240mg- 260mg- 280mg- 300mg- 320mg.

340mg. 360mg. 380mg. 400mg. 420mg. 440mg. 460mg. 480mg- 500mg. 520mg.

540mg- 560mg-. 580mg. 600mg. 620mg- 640mg. 660mg- 680mg- 700mg. 720mg-

740mg. 760mg. 780mg- 800mg. 820mg. 840mg. 860mg. 880mg- 900mg. 920mg.

940mg. 960mg. 980mg. 1000mg, {Li% 3mg. 6mg. 12mg. 18mg. 20mg 1 36mg;
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VTR A — IR, BRE—K, Bk, BIUE R, g RE—
e = IR

FE—SSLf T R, AR AFF AR c-Met SUAZIYR IR 45 2577 RN
BHFEEH 0.05mg/kg- 3.3mg/kg, A HHIRYE A B —RBEEE =K.

TE 5 —Se st 75 & rp, ARAFF R FTIR I o-Met SUIEZIYMB BN A L7 &
N BTEHIEERH 0.05mg/kg. 0.1 mg/kg. 0.2 mgkg. 0.3 mgkg. 0.4 mg/kg. 0.5
mg/kg. 0.6 mg/kg. 0.7 mg/kg. 0.8 mg/kg. 0.9 mg/kg Ml 1.0 mg/kg, 4254k
4 P JE — IR B = — IR

FE—SSLf T R, AR AFF AR c-Met SUAZIYR IR 45 2577 RN

LH R EEH 0.05mg/kg. 0.1 mg/kg. 0.2 mg/kg 0.3 mg/kg 0.4 mg/kg 0.5 mg/kg-
0.6 mg/kg. 0.7 mg/kg. 0.8 mg/kg. 0.9 mg/kg M1 1.0 mg/kg , AZMIKIE A=
JH K.

FE— LS )7 S, RN BRI c-Met S 2RI 1045 2577 N
EPFIEEH 1.6mg/kg B 1.9 mg/kg, LML HEPIE—IR: BEHHHE
#H 2.7 mg/kg 5% 3.0 mg/kg, YA ZAIIKIE BT IR,

RAFFFRAE—FNAIT o-Met WEFHNHI RN Zi PRI TE, 45 BE 0T
RN c-Met FUAZHBAD .

RAFFHRALMIETT c-Met WEFHIHIFITR 25 (19595 197578, BT 1 c-Met i
TR 25 (P vk B . REE . BRI ROR B AR e M
FE . Sk, BRERE. RO, COUR. MREUE, CEREE. Bowm. iR, 4
Hiw. Blwle. Wle. EHEMSEE. WRSEE. BOERE. siylhveE, ik
AR/ N A o

AN FERRAE— TR A N (K 7575, #bk4s T Crizotinib i 25 8 #06
ST BB c-Met S 2B .

AR FERRASE— e 7 /N A M s (4 75 32 B A — R B B = A — Ik K
27 Crizotinib 245 3 1-1000mg [ c-Met HiAZ5 MBI .

AL AR A FF I FTIR I c-Met SUAZIVIRBIA SEAL &, s, &6
c-Met FUAZIYIRIRIRI 252 BT 3252 (AR i 2 A &1

ARSCH I T2 2% AT A A AR B P AR 2R AT 3 R A 1Y
SN &1 TN 0 | N7 s Pl 7 - W] N5 R L G T T o S
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AR %S, TS HERNASYNEEE Gk, DA, K. B#sh.
PRl AAEBCR B (B, SIS BE), AR M2 Sl DA
FE—RE A2y BRI EAZ . DRG] AKPERIAR R PERAA,  A/Eches),
(2R A1 T NS | N W E i b i

RAFHRB TGS, g o-Met SURZGYMBIRMA GV c-Met 7142y
Yidibctn, S HARBOER, Frde Rk Ao, B REETET, Pridgent
L N BRIA IR Eh BT R IR h S P 7], SE BRI IR sh 22 770 P IR M A 465 FREE
TRE, =RE, W, ORERE, GCEERE, ARCIEVERESE, DLILH R BUR R ik R
T3 PEFFIGE B R A R 20 B e ls 80, RFE AR, Triton. | K Sbhuiy
B SRR PN, HEREE-. RIESESE-. TR A
HEEDL. AR GRERE- . WEEE- WERRE-DUEER . Wik, SRR
ity - S hl . BRI - MR AL WG T -
SR ML A I - B MR R TR 2 -« S I W e i PR - B S, TR S5 B i T
B N i8R SN R T iU T R S - N R e 2 N B 3
SR O TR KA TR A ST RIS, Uk R S
PR 2 5 L AL 80 BUER (L ARSI 20.

RAFFHPTIER c-Met FUAA LIV EYIN 25 2 R W REFEAK A L JILATAT S B2R
PRGN A REE S B WA e @ 4, ) il v 5 B o ik B oMt
red, WIVESEAT IR T A B LAAR e ARG, BB EAR T,
KA LA Sk 35, WEE N LA BAL TEN. DAL HE
W BRI S8 BCh RECH T BN MR AR B
SRR A TSR RE . DASAR A AL ZE Lo FEDRERSEHETT R, AT c-Met
JURZYME IR AR B I dh@ R i, AR SEi Ty &b, DRiEH . ek
B bR R Ee . RIBR I AR, B, Sk, BHEM. B,
o N BB E A
KRR

— Ri&

N EERGEFFA NI, BN B T BRI AARTE . Bz W
FEARSCAF AP E AL 53 IR E S0, 15 WIASCREH] (7 g SRR A AR B AR
AT o U — e AR G I AR IR 25 3o

7
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ARNTE P AT =7 B A B~ BERAS 40 T biol.chem,243,p3558(1968)
TR

ARiB “c-Met” B “c-Met 2 Ik ” BE “c-Met 3244 7 245 25 440 M & K X +(HGF)
M2 R M AR . AT P wmdEsrfa, A c-Met(m-c-Met) BY %
c-Met(cyno-c-Met), 48 AH c-Met(h-c-Met). AAFHHHTHIA. . B8R
c-Met ¥Jilid GenBank #RULMIIZHIRT P2 IKPHI#E4T9AS, 5141 GenBank
a5 NM_000245 BRI IR FP P A A2 Ik, BUH GenBank #3t'5
NP_000236 #2411 2 ik 7 51 4 b 1K) N\ 25 11 50 BOH A0 MO 1 25 1) 80 o R 06 1) S B T
TR A RAE RN G A BT U L= AR o A0 B3, T3 ad — A % % AT R A2 A
AR IR c-Met Z 540 e B K, 191 Gn 4 BRI AR R 2L 23 AL IR #2
RAMIES KA IR

ARATE TR AR SR G BRET 1A, A& BP9 A% A 171 1) EBE AN 9 S () ) 2 e del
T () AR R A DU SR BE A A o SR IR R 1 B B 5 X0 S AR A A
I FASE, HOUEEE A JEk, PR AREERE A3 T2, BORR Y S
REAMFER, B IgM, IgD, IgG, IgA Al IgE, HAHMNKIEEED BN u b,
O BE, vHE, off, e, [ Ig MRYHHBHE X MR 4L A 3 — AR B A 2L
BRI B ZE 5], SO A RIEZE, 41 1gG A4 9 1gGl, 1gG2, 1gG3, 1gG4.
FAEELL I X AR 8 « BB M BE. 2R Ig TPEEARER Tg #RT LU « BEER A
.

FUA BRI N w4 110 MEEERI TR K, NAIZX(V
X); FEUT C s HR A EEIR P PR ARG E , EFE X(C X))o AT LSS 3 4~
X (HVR)F 4 AP FIRESHRSF B 2R X(FR). 3 4848 X P Bk 55 5 2k,
NN EAMEHSE X (CDR). BESEFREE A2 X (LCVR)ME #E ] X (HCVR)H 3
> CDR [X 4 /> FR [X 4L, AZAHE Im B 5L im Ak v R 5 9B 24 : FR1, CDRI,
FR2, CDR2, FR3, CDR3, FR4. ## 3 1~ CDR [X{§ LCDR1, LCDR2, #!
LCDR3; H#¥ 3 /> CDR [X 4§ HCDR1, HCDR2 Al HCDR3. & M FTid f4iis
BLE S5 5 F B LCVR X HCVR [X ] CDR Z SRR AL R E AL B AT 6 5
1Y Kabat g 5 B0 o

ARAE “BRIETUE” FEA T rh Dyl AR Q5L Rn PRI, B2 /DN B A & BO 0
c-Met [P TLREFUA . HI&M A c-Met FUERTFHARA R, KI5 0 8RS BA P

8
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BB BRI B R AR . IEAR A MRIE M SEHE T R, BTk
R c-Met FURBUHARES & F B, AT HE— A BRUE « A BEBCOH AR AR 42
fHE X, BB 5 B 1eGl, 1gG2, 1gG3 B IgG4 B HAR (A& 1) B AEE 2 X .

ARV “ &Pk (chimeric antibody)” , #2¥F BUEPEFUIA A AZ X 5 A Hifk
(V31 e DX R i B AAs, AT DAV SRR PE DUV R I G 28 IRSE . ST MR
BiuA, SN U SRR eV BB AR, SR AN SRR AT R i
SURE R AR XHE DA, v R B N BRI E X BE R, #EAT B ALRIA .

ARIE “ NFEALTUE (humanized antibody)” , H#7y CDR B HEFiE
(CDR-grafted antibody) A5ifk, 24544 /NRIK CDR 3R BA Hu A m] A2 X
HEZE, EDANRISER B AR R FUE L 2 o 7 AR B A . ] BLSE IR IR & S 4 B
T REANREARS, WSS HRZNBUE B hE R 8. IR ET
F ] LLAELFERD R UL A 731 K A 2L DNA R PEB A F IS8 S0k GRS .
NI AR W] AR X BRI )P & DNA 331 7] DAZE“VBase” Al 3 )5 51 548 122 (12
A7 www.mreepe.com.ac.uk/vbase FI3R14), LLAFE Kabat, EASEAN, 1991
Sequences of Proteins of Immunological Interest, 55 5 R3], FEARANFF—H
SERETTEH, A B c-Met AL HTA /N HI CDR 73116 H SEQ ID NO: 6, 7,
8, 9, 10, 11 (please check the #s, in case just copy from sost draft)  AKIFiiEA]
X HEZR A Bt e, Kb ik buia R B A2 X EREEE FR XF, A
R REEEFE ), U AR REEE IGKV08S B IGKV 4-1%01, & AFl KR8
IGKV085 Ml IGKV 4-1%01 ffj FR1, FR2, FR3 [X fll FR4 [X; Hrprdfik
HEERAZX EERE FR X, SRIET AR REREFS], ik AR R EE
IGHV 3-33*01; 3% AFhREHE IGHV 3-33*01 ) FR1, FR2, FR3 X fll
FR4 [Xo g b e J5U I T BEREIN, SR AVETE TR, RIA AR i A St ny
AR X AT BEAT B S RAR, DARFFIG T

fE CDR 4t /7 7R MBI BTt NHELAS 731 2 ), ARG Rk gmhd A U5k
A AR RN T AR T A (M TS DNA 731, U4 A o-Met (19 AL P4
A AURAL HCVR A LCVR RGN FUE RhuE s FRE s, RE NS
MNEEEFI R AEA . AiM, HCVR 1l LCVR FR A /EAFAEAE 2 P 5
G T BT RIL, LA A AURAGT c-Met scFv

BB S 5 NWAC AT R IR SO E SRS, 1300 Queen 45,
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Proc., Natl.Acad.Sci.USA, 88, 2869, 1991 il Winter A H: [l =) /715 Jones 25,
Nature, 321, 522(1986), Riechmann, %, Nature, 332, 323-327(1988), Verhoeyen,
&5, Science, 239, 1534(1988)].

RAFFHPERK) “HURGS G R B , T6HAHURS GG TER Fab B, Fab’
FBt, F(ab), B, BLEE A e-Met 45461 Fv 1Bt scFv H Bt Fv HEIE AL
A AR X MR AR, HEATEE X, JERA SRRSO 5 M
WA B —MeHh, Fv BB &7 VH R VL 42 M2 ikEzk, HEEEIE
AR LA BT R 451 o AR AT DL AS 5] B SR e A Ui v 8 R R — %6 %
IEBE, FRONHBEUIA (single chain antibody)TX #i8% Fv(scFv). scFv i&a[ LA E
Pk, BI04 EGFR Huids i i XURE 7 Bifds (bispecific antibody ) A A FFHIATE “ 1
c-Met 547, fHEES A o-Met MHIAER] . AAHIAE “HEE G087 fain
JE EANTESEN), HAANHHEEER A G R BN =42 (AL s o AR AP B
B “ADCC” , Bl antibody-dependent cell-mediated cytotoxicity, A4 K12
M-SR MEER], ZFERIL Fo AR M40 ME T IR A HUIE I Fe BrELEER A
FUA OB RGN, nEE X 1eG | Fe BB, FRIRBUHEBRBUAR ADCC L
FiThEE . Bk RS FE AR UK 1 T BEIE E X AT A, Wik H IgGl 1 N297A,
L234A, L235A; IgG2/4chimera, IgG4 [¥] F235E,8( L234A/E235A A%,

T ORI CRRERT U T I, N RIS E . i, HEL BHMEE
AR, ARANEMEZY . RITH. BRI A S, A 2l
dife. A, BESEMRENEM. AT R R nURHIRT. #
YA Eh 1ot W, BRFORISEIG vk . 4 A A FE A B R S 4R e s, DA
SR S i e fid, b Bk i Ag 5 A i .

“YRITT BIRG T B E WA ESNIRIT R, S AR AT AR Sl
YA EY, Prik &F B — M MPORAEIR, O AR IR T 7 X LeE
REAVRITIER . %, 7E523097 B8 BURH A h LU Ul — P2 R i e IR
&L TIRIT A, ol i 5 3 X R RAB A AL A A1 X SEREIR K Fg BIAFATT
R SRR . A B ARATAT EARDRRE IR IR 7 I S (WFRAE “VR9T7H 2L
=7 ORI Z AR, B EFE RS FRAATE, DURAWIE S
BT BT RBE 77 I B AR B I AR ORI TR R

10



10

15

20

25

30

WO 2020/108612 PCT/CN2019/121943

[ 7% 26 M B R R AT ART I RAS U 7 7, ATV e e 75 DR . AR
ONTF B ST 75 S (B A0 7 J7 V2B i )AE G2 il A SR 1 B AR PR SR T 1
AIBETCRL, AR AR AR U C N AR AT G v 2 A 56 75 V2 40 Student t A58 RUTHRS
3% . k¥ Mann M Whitney ] U % . Kruskal-Wallis 38 (H £ 45 )
Jonckheere-Terpstra &5 11 Wilcoxon R i #fiE , HAEGu 4% 1 & 45 B 1) B B
MR B ARPIRAEIR .

“HMEDH AR A5 2 UL BT R TR RE fERBURE & A
FEIE AR 2 VLR BRI & F T4 e 3 B e 252 R 1 A T
Y LU IR A Ak Wi 7 P RE . R AR RIS Il . AR A
AR & DL S BIE R P A 80 AT DA e e 6 5 I B AR 1 e KR =
BT T %

NS B0 R — 25 52 AR 2250, — ek Ui, 304 1 2 PEEELE A K.
— Al A, AHZEN 1, AAR. KARN 25-50, &, KRN
15-20, . Ji4 5-10. U4, ATLACRA A SEMMR MR EERBE, 1D A&
KRB REVE, —BOA NI IR AR (P EAE R RE, 12,327,1937)
Mech-Rubner (KA. IR 77720 3& H T AR AFH o N5 A F R 2307 18 25157
= {OE

“TRNETE” AR Z A% R T 51 TR BUR AN 2 Ik 8] (R 7 AR AL . 47
AN ERES 3 51 v o7 8 2 A Rl e B B P P T B 4l I, g SR A
DNA 7 [Wfg— /M7 B HS B IRIEns S, 84 Bk 4 F7E A7 B 2 R .
PIAN T3 Z T ) TRIVE PR 1 43 2 e T A e 31 L A7 1) D TR B8 ) o 8 0k DA L A
B EH X100 B B, FEFF B s LIS, R P FEFIH Y 10 M E
A 6 NILEEFEVE, AP FFIN 60%FIE. — i S, XM TS
BB K FIVEVE B 7 22 3R AT LA

T2 5 1 F AR (Va7 IR BRI A 4 4 B AR SR 17 38 43 o AR SCR I
ARAE ARERY” R SRR TS A A
P I e B

K 1: HuPrime® Jiifie s AhAS AR LU1902 faf 3 B /£ 259 A I Crizotinib

BRI AR AL it £

11
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Kl 2: HuPrime® il SR 2 A AL LU1902 Fi% RAEZ59 A I Crizotinib
FZGVRTT TR R AR FR A Ak il 2%

HARSL T

DA &55 s i) I T3 — P R A 2 FF, AR Se s 9] 7 AR R i 25 A A TR

LB 1. £ T HuPrime®fiife AR A LU1902 £ Balb/c #R/) iR A&
P25 R0 AL

1. IS BETT

K HIYERF i BRI LU1902, 4240 T 6-7 A k¢ #ETE Balb/C nude #R/N A
e B o Bl O KGR 36 FURAS RAF. TR K/INA 132mm’ K/
BENL R 6 H, BR2H 6 R .6 D AIEH D AN : R HEAH (1gG1)  Z5%) A 1 mg/kg
H. 239 A 3 mg/kg A ZW) A 10 mg/kg 4. #1471 10mg/kg 4H. Crizotinib 30mg/kg
. 259 A GFERH RS ZEPIIR, Crizotinib BFRBE B 425K, LIASTAT
FRRR 1R, HEHHZY) A L4525 =K, Crizotinib 34525 +—k. F 1, 5H
6 o MIAE LG5S 13 KA 15 RETHRSE:, WAZM A SRt gs 254 fm a2
AR, THUESGHG 42 REFREE.

*®3.
e | | mma | SOOR TSR
(mg /kg) | 4% | (mL/kg)
1 6 Control (IgG1) 10 iv. 10 DO, D4, D7
2 6 24 A 1 iv. 10 D0, D4, D7
3 6 24 A 3 iv. 10 D0, D4, D7
4 6 24 A 10 iv. 10 D0, D4,D7
5 6 Ab-10 #4110 10 iv. 10 D0, D4, D7
6 6 Crizotinib 30 p.o. 10 QD*11

ks 290 A: c-Met FUAZERIY; v, BHAESS: po. DREGH.
2. SEEATR

12
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FIH—»

\E:E'[/\o

PRy il R LR BT R~ =] 4

BRI 2 /N i B HuPrime™LU1901 Y T4 65 & LM A,
ZEFH MR ESEON KA NR e, ZE RS2 WA o-Met §731 (HGF AR .
fifiJE HuPrime®LU1902 % LU1901 43 Crizotinib (30 mg/kg, R —R)KHAIH
I J5 B HE 14 Crizotinib i 24 1R /N 4H SR S A4 R ARLASE A

2R 0 RE 24

2% o-Met FLIEZIEEY (25 A)
&I 5% W02016/165580A SLiitifi] 24.

X HE

%1 SEQ ID NO: 11 fizR.
XPREZ: Crizotinib, #2f: Sellecko
IR AL KRR RT Ab-10 SR AF M 20T,
3. KTk

R4 AR RGN E 5 %

Ab-10 #571, HEBER L 54 SEQ ID NO: 10 i, #4775

‘ i i 1] A
o FE X W
ZRE [WEWaRES FARAE 5
(mg/mL) (mg/mL)
P
251 YRS BRI I PBS Fkr 2 pr ig ik [ TR TR
(IgG1) v : 4°C
0.5%F 2L 214 £ +0.5% Tween80
(Crizotinib 5% : HL 0.5g {1 MC,
HOAN 99.5ml TR I4EK, imiERE 2 CREE W
Crizotinib 50 FEBTEIL PO 0.5ml Tween80, i 3 )
LIS FRIX 30 mg Crizotinib, 4C
O 10ml IR I iR e 4R T 75
2 B R
¥ 2.0 ml VEST I KEBIEN 259 A 1
/ R (40mg) T i iEdR 7 215 2 20 20 -80°C
mg/ml FEHIHH
BL0.14 ml [ 20 mg/ml 254 A ¥
2 A 10 NN, P 2.66 ml 0.5% % BEE 1 b
AR 2 1 mg/ml
H2 0.6 ml HJ 1 mg/ml Z5%) A &N
3 AN, T 1.4 ml 0.5% A& PEA RS 0.3 b

2 0.3 mg/ml

13
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HL02ml B 1 mg/ml 259 A VESHR N
1 NN, A 1.8 ml0.5% F6 & HEA W 0.1 b
FBEZ 0.1 mg/ml

HL 0.1 ml 19 20.1 mg/ml [FJ#R$T Ab-10
10 WIMN/NEA, F 1.9 ml B9 0.5% ) 1 WAL
HI B AT Z 1 mg/ml

S
Ab-10

#VE: RIS A ERBALGEB G = 10uL/g)

SR I R o B A T K R DR s RO = TR B IR AR T S A O TV
=0.5axb’ MEME, aflb HHFRIPGKEMER.

AR TT R TGL(%e)BAR XS MR S 5E 2 T/C (%) VAR o

HHS RS 5E 28 T/C (%)= Trry / Crrv (Trrv: ¥0ITH RTV KIFEME; Crv:
BAPEXTHEZE RTV (R P24ME D o R4 IR U 1 46 SR o1 5 tHAE R BB A R (relative
tumor volume, RTV) , THHAXA RTV=V,/V,, H Vo &oALZR (A0
Do) WIS AR, VOREE— RIS AR, Tery 5 Crry BUA-—K
Hhls o

TGI (%), SCBLBiB A KAHI 2. TGI(%)=[(1- (A3 25 2545 R T 1508
A — 1Z A BRI IR 45 23R 38R A R )/ A 7% B2V 7 45 R P R i —
VA0 B FFURVRTT ISP IR AR R 1%100%

S2I6 TR 1] Study Director (A5 3.1.399.19, LR Studylog System, Inc)
BAFCEREE, BN AR ERRE, JFEIREHE B P AR~ RS 5 B
AT, Bl AT AR SR AT AR LA
4. SEEREER

FRTT LFIVE R A 2R 2B R SR A L L R R S

5. IR AR AL TR R A E

ZRAE (g)
F—A E el F= YA FhA FANA
IgGl 2 A 2 A WA P Ab-10  Crizotinib

10 mg/kg 1 mg/kg 3 mg/kg 10 mg/kg 10 mg/kg 30 mg/kg

21.040.5 21.2403 21.740.4 21.140.3 21.240.2 20.5+£0.6
21.740.3 21.740.2 21.5+¢0.4 21.0+0.4 21.6+0.2 20.7£0.5
22.0+0.2 21.340.2 21.340.4 21.0+0.3 21.94+0.2 20.7£0.5
23.340.3 222403 22.240.4 21.640.3 23.0+0.3 213405
23.6+0.2 222403 225403 21.940.3 23.840.3 223405
24.540.3 23.1+403 22.940.4 223404 24.840.3 22.7+£0.6

52w o s o m

14
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15
18
20
22
25
27
29
32
34
36
39
42

23.24+0.2
22,9403
23.3+0.2
23.4+03
22.1+0.2
23.1+403
23.24+0.2
23.5+0.2
23.8403
23.740.3
24.0+0.4
23.94+0.8

22,9403
22.9+0.4
23.3%0.5
23.2+0.4
22.740.5
23.54+0.5
23.610.5
24.040.5
24.4+0.7
24.040.5
24.240.5
24.6+0.4

22.740.3
22.5+0.4
23.140.3
22.740.3
22.1+0.2
23.040.3
23.4+0.2
23.6+0.2
23.840.3
24.0£0.4
24.0£0.4
24.5+0.3

PCT/CN2019/121943

25.8+0.4

23.8+0.7

VR HOEDL TR IRE” FoR
BVE T RN 70 A 3 28 far e B P A B AR A il 2% R A B O AR T 4y L Bl 2R 4 )
W1 A 2,

BT AR 770 Ak PR L Ay R B A AN [ I ) 5 8 R AR I 6

R 6. AT AUNA AL A PR B R AR AR

A AR (mm®)
T U g4l AU U Cyavi|
B e % A % A WA 4T Ab-10  Crizotinib
x
# 10 mg/kg 1 mg/kg 3 mg/kg 10 mg/kg 10 mg/kg 30 mg/kg
0 131.75£12.2  13233£129 13238+13.3 131.98+13.4 13245+13.1 132.00£12.5
0 2 2 3 0 1
752.76£118. 194.57+58.8 114.98+18.2 460.67£79.7 415.31+£69.5
4 93.31+15.16
06 7 2 1 3
1066.27+£16  179.20+68.5 665.34+£100. 566.36+75.6
6 83.65+£22.05 51.29+7.62
8.36 0 33 6
1362.45+18  122.42481.0 873.39+125.  779.33%117.
8 42.91426.62 4.054+4.05
8.48 0 68 69
2056.024+22 1464.69+£19  1339.71+11
11 66.43+62.72 15.70£11.70 4 46+4 46
5.38 0.22 7.68
3383.07+27 2388.69431  2261.18+14
13 39.88436.60 8.08+8.08 4 4244 42
1.76 1.43 433
4143.00+£50 385230421
15 30.46+30.46 0.00+0.00 0.00+0.00
9.67 6.03
18 17.25£17.25 0.00+0.00 0.00+0.00
20 13.594+13.59 0.00+0.00 0.00+0.00
22 2.87+2.87 0.00+0.00 0.00+0.00
25 0.00+0.00 0.00+0.00 0.00+0.00
27 0.00+0.00 0.00+0.00 0.00+0.00
29 0.00+0.00 0.00+0.00 0.00+0.00

15
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32 0.0040.00 0.0040.00 0.00+0.00
34 0.0040.00 0.0040.00 0.00+0.00
36 0.0040.00 0.0040.00 0.00+0.00
39 0.0040.00 0.0040.00 0.00+0.00
42 0.0040.00 0.0040.00 0.00+0.00

R HBEEL CPHELINERE” Ron
BARTT H Aur T BRI TR AR S LR 7.
% 7. 2% A 0 Crizotinib 7E HuPrime® Fiis AR AT LU1902 Hh 308 2 R

T/C

H . B0 KM 513 RiE TGI P
2 I i%ﬂ(i;; %ﬁn(fmf)fﬁg (RTV)
4 4 % (%)  Value®

IeGl, 10 mg/ke,  131.75+12.

| ; 3383.074271.76 ] ] ]
Day0, 4.7, iv. 20
B A, 1 meke, 132.33+12,

2 eRe 39.88436.60 087 9913 0.001
Day0, 4.7, 1. 9
25 A, 3 mg/kg, 132.38+13.

3 , $.08+8.08 0.17 9983  0.001
Day0, 4.7, 1. 32
24 A, 10
YA, 131.98+413.

4  me/ke, Day0, 4. i 4.42+4.42 0.09 9991  0.001
7,1.v.
WL 10 me/ke,  132.45+13.

5 S 2388.694311.43 7258 2742 0336
Day0, 4.7, iv. 10
Crizotinib, 30 13200412

6 me/ke, QD*11, o 226LI814433 6807 3193 0.074
p.o.

R a BEELL CCFEIME + PREIRET R n=5;

b. p H8 FH AR )5 2 20T (one way ANOVAME AR TS, F {0 BENER
(p<0.05) , JSfH Dunnett’s T3 AT 047

c. 2,3, 455K 5 HIZH T test K5053H7, p=0.001 HEF BEMEZER.

BT AR 77 Ak PR L Ay R B0 R AR AR A th 2 WL 2.

R 8. AT ALVA T AL A R R R L E Mgt e i
5% 13, 15,42 RivE

HE RIT . PAE"
2E (9

IgGl, 10 mg/k

o 5V T IMERe 3.8376+0.36 (D13) -
Day0.4,7,1v.
2 A, 1 mg/ke,

2 merke 0.0000%0.00 (D42) 0.001
Day0.4,7,1v.

16
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259 A, 3 mg/kg,

3 A 0.0000%0.00 (D42) 0.001
Day0.4,7,1v.
295 A, 10 mg/kg,

4 eSS 0.000040.00 (D42) 0.001
Day0.4,7,1v.
B, 10 m/k

s P 10meke ) oot 040 D15) 0.987
Day0.4,7,1v.
Crizotinib, 30

6 4.8730+0.38 (D15) 0.576

mg/kg, QD*11, p.o.
VERE: a HEEDL CPIME £ WEIRE” BN
b. p {HIE BRI 25 293 H(one way ANOVA) MR H TS, F A RENER

(p<0.05) , J3iff Dunnett’s T3 yERE4T 7.
c. 2.3, 4H5H 5 HEH T test E4HT, p<0.001 HEAEEHZES.
5 5. iWig
BT RS 13K, F1A, Fod. F34. F4d. FSHAME6
AT RAR BB T 2t 5 17.47%. 9.07%- 5.63 % 5.78%- 16.90%F!
11.03%.
A HNRITIEES 13 R, ATHRZL/NR (55 140 BTk fis 3|
10 3383.07mm’. SIEEEXIIEAAMEL, TR EAY A 1 mgkg WIT4 (F24D) , %4
Y1 A3mgkg WyrH (B34 , W A10mgkg WBITA (554 4) B FRE
R4/ N IR Omm®, TGI 4 AIAE] 99.13%, 99.83%F199.91%, 5xfH4
e, WA ZY) A1 mg/kg @97 4H (5524H) , W A3 mgkg T4 (58
34D, B A 10mg/kg ¥WITAH (GE 44D, HEAS A EZHIUL T HuPrime’
15 fiiE AR ALY LU1902 MR KPR (P<0.05) o T#RHT 10 mg/kg (3 5
1) F1 Crizotinib 30 mg/kg ¥AIT4L (55 6 41D KT ¥R {4 F1 A 2388.69mm’ Al
2261.81mm°, TGI 735N 27.42%K1 31.93%, SxFHEAMEL, BIAH G E %
B N HuPrime i AR BEAEAE T LU1902 MR A KINIER (P>0.05)
TEAHBITIESS 13 K, MRANR B 14D 1 PR EIAR] 3.8376g. 5
20 VAUEXTREAAALL, WRRZGZY A 1 mgkg VRITA (E24) , AW A3 mgkg iR
JPAH (B3 4D, 25 A 10 mg/kg Y974 (55 4 ) 1P 3498 AL 2 0.0000g
S5xEAHMEbE, WA ZY A1 mg/kg T H (F24) , 259 A3 mg/kg iA
ST (BE3 4D , 24 A 10 mg/kg RITH (44D , MEFGRITZREN
52 F HuPrime i AR RS AR LU1902 s A K 1E T (P<0.05) o MR 10

17
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mg/kg (5 520D M Crizotinib 30 mg/kg ¥aJT4 (55 6 4, SATHAMLIL, B4
A GuiH R PR T HuPrime it SRS RS A LU1902 il A K4
(P>0.05) .
g EPN, TESHHZEY A 4 I7E 1mg/kg, 3mg/kg M 10mg/kg VRITRE, HIRE
AN T HuPrime it s A B AR AR LU1902 MR AR K.
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B EER S

1. — Pt c-Met HUAAZG PRI AL 1l 8- V6 T c-Met S BRI 700 iR 25 (¥ I 11
W

2. MRAEBUAIER 1 Bk g ad,  FURFIEAE T I c-Met SR il 77 i 24 1)
POwILE B RIEE. B R, MU, SkIUE. BROE. BORE.
AP WREE, CEERE . Wi, BRAVE, SEME. BiE. E. AEdE
AE WARASTEAE. FROEM. ATSUME, DU N i o

3. MRAEBUREKR 2 I i ik, FLAFAEAE T Birid /N i e 28 ) IR 4
He s A AR DR A g

4. WRYEBRESR 1-3 (£ — TR 59 g, HLAFAEAE T k4 c-Met HiEZ54)
Y% B ABBV-399,

S, ARAEAURIZIR 1-3 E— TR &, FAFELE T ATk Bt o-Met AW
TR PP o-Met TUAB ARG B, B8 0 R FR¥ CDR:

YA BB A 4F X HCDR X F%1: SEQ ID NO: 1, SEQ ID NO:2 il SEQ ID NO:3;

MR8 P48 X LCDR X J¥%1: SEQ ID NO: 4 B{ SEQ ID NO: 7, SEQ ID
NO: 5 f1 SEQ ID NO: 6.

6. MRABBUAER 5 Frid ik, HAFIEAE T Pt c-Met FUiELE B IR
(N SR AR NE WY R

7. MRABEBNEK 6 Pk i ik,  HAFIEAE T Birid NJRAL ST 1 BB e X
A5 B VR 1gG1 BOLAR A NI IgG2 BUHAR R, AU 1gG3 BUHAZIAE A K
IgG4 BUHARRRIEZ X, it & AR IgGl BUH AR B 1gG2 B AR {4
NI TgG4 BUHARAREE X, SR AV 1gG2 BRHAZAANIE E X 5 ik AU
JUAR IR R E XA 5 1 B AR o B0 BB AR R IE 2 X
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8. MRAEBCRIEK 5-7 AF— TR KA &, HAFEAE T ik buig . EHEE
52 X & L7 5140 SEQ ID NO: 8 Fivnsi 5 H B % /0 85% 7 F [R5 Al 2 B AE
E X AL 5 40 SEQ ID NO: 9 Fionsi 5 H B A 2 /0 85% 751 RV PE, ik ®
HEE 2 X 2 AR 7 71 SEQ ID NO: 8 iR MR HENE JE [X 2 B 7 5140 SEQ ID
NO: 9 Jli7R.

9. MIEBCFIER 8 Frk ik, HAMEAT Prikbrik i E8ES Ab-10 [T
W EFE IR T I HA 95% M FIFEYE, Frid i R s 2 LR 515 Ab-10
TR R EEEA 95%AIFeAIAITETE, Frid Ab-10 Hiik B #7711 SEQ ID NO:
10 7R, Ab-10 HiikF8EFP 7 SEQ ID NO: 11 k.

10. ARG EER 5-9 AT IR I HI3E, HAFIEAE T IR $n c-Met HLAZ
VISR )y ADC-12, HA IR PR (4514 -

Ab-10 o 5 .
F
s v H
N\/\/\)]\
LI 0
S o A !l o_0o o_o

COOH

ADC-12

Hby (VG 1-8, 3% 2-5, Bk Ab-10 4 c-Met Fidk.

11, HRARBRIER 1-10 AF— SR &, HAFAEAE T Bk c-Met SR
3% 5| Merestinib. Cabozantinib S-malate. Crizotinib. Sitravatinib. S-49076.
Tepotinib. PLB-1001. BPI-9016M. MP-0250. Savolitinib. Sym-015. AMC-303.
OMO-1. Capmatinib. TAS-115. HH-SCC-244. Ningetinib. CM-118. HQP-8361 .
TQ-B3139. BMS-817378. HS-10241. Altiratinib. ASLAN-002 il AL-2846, 1
1% Crizotinib.

12, MREARNER 5-11 TR A&, HARHEAE T Bk it c-Met $ii62
YMBEI2A 25 &% H 0.05-10mg/kg BX 1mg-1000mg; 25 24 AR H 4 & — IR
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BEPIJE R BRIk BSOS ), DRI ke =

*Yi’\o

13, —FAMAEY, HAZBAER 1-12 £ BrR KHT c-Met JUEZY)
5 BRI LI b — R Riln] 25 IR ) o

21



PCT/CN2019/121943

WO 2020/108612

H1n23456
N EHERE E R
iz
T 7 7

28+

(%) B K1 AN

xR

@Yy JEi [E)

K1

VY W,

41
2
#H3
ZH4
45
416

——

RN
SO
SR

40

S
50

ANSENEEN

S
30

N

\;M\»»\
20
475 JEIT I

S

=
10

N

\\\\\\\\\\\\\\\\\\\\\\\

5000-

4000-
3000+
2000+
1000+

(eww) o) B i

xR

K 2

11



INTERNATIONAL SEARCH REPORT

International application No.

PCT/CN2019/121943

A. CLASSIFICATION OF SUBJECT MATTER

A61K 39/395(2006.01)i; A61P 35/00(2006.01)i; A61K 31/537(2006.01)i; CO7K 16/28(2006.01)i

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

A61K; A61P; CO7K

Minimum documentation searched (classification system followed by classification symbols)

Documentation searched other than minimum documentation to the

extent that such documents are included in the fields searched

non—small cell lung cancer, NSCL.C, FHTSEQ ID NOs: 1-11

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

CNABS, CPRSABS, SIPOABS, DWPI, CNTXT, WOTXT, EPTXT, USTXT, CNKI, H &% K&, BAIDU, WEB OF
SCIENCE, PubMed, GenBank, "' & #)/F 510243 %, China Patents Biological Sequence Search System: Fic-Met#L1%,
By, T 25, fBiE, FiE, JE/NMAEFHIRE, ABBV-399, c-Met, antibody, anti-c-Met antibody, conjugat+, resist+, Crizotinib,

KT 5 KR, search based on SEQ ID NOs: 1-11

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category™ Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

(2016-10-20)
see the claims, description, pp. 2-5 and 41-45

X WO 2016165580 Al (JIANGSU HENGRUI MEDICINE CO. et al.) 20 October 2016 1-3,5-13

overexpressing c-Met"

pp- 3584-3594

CANCER SCIENCE, Vol. 110, No. 11, 30 November 2019 (2019-11-30),

PX TONG, M. et al. "SHR-A1403, a novel c-mesenchymal-epithelial transition factor (c-Met) 1-3,11-13
antibody-drug conjugate, overcomes AZD9291 resistance in non-small cell lung cancer cells

pp. 992-1000, and see pp. 993, 995, 997, and 999

X WANG, Jieyi et al. "ABBV-399, a c-Met Antibody-Drug Conjugate that Targets Both MET- 1-4,11,12
Amplified and c-Met-Overexpressing Tumors, Irrespective of MET Pathway Dependence”
Clin Cancer Res., Vol. 23, No. 4, 29 September 2016 (2016-09-29),

D Further documents are listed in the continuation of Box C.

See patent family annex.

Special categories of cited documents:

document defining the general state of the art which is not considered

to be of particular relevance

earlier application or patent but published on or after the international

filing date

document which may throw doubts on priority claim(s) or which is

cited to establish the publication date of another citation or other

special reason (as specified)

«0” document referring to an oral disclosure, use, exhibition or other
means

«p>” document published prior to the international filing date but later than

the priority date claimed

«1> later document published after the international filing date or priority
date and not in conflict with the application but cited to understand the
principle or theory underlying the invention

«x> document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive step
when the document is taken alone

«y” document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

“&” document member of the same patent family

Date of the actual completion of the international search

21 February 2020

Date of mailing of the international search report

06 March 2020

Name and mailing address of the ISA/CN

China National Intellectual Property Administration (ISA/
CN)

No. 6, Xitucheng Road, Jimengiao Haidian District, Beijing
100088

China

Facsimile No. (86-10)62019451

Authorized officer

Telephone No.

Form PCT/ISA/210 (second sheet) (January 2015)




INTERNATIONAL SEARCH REPORT

International application No.

PCT/CN2019/121943

Box No. I Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

a. forming part of the international application as filed:
in the form of an Annex C/ST.25 text file.

D on paper or in the form of an image file.

b. furnished together with the international application under PCT Rule 13ter.1(a) for the purposes of international search

only in the form of an Annex C/ST.25 text file.

c. D furnished subsequent to the international filing date for the purposes of international search only:
D in the form of an Annex C/ST.25 text file (Rule 13zer.1(a)).
D on paper or in the form of an image file (Rule 13zer.1(b) and Administrative Instructions, Section 713).

2. D In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required

statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Form PCT/ISA/210 (continuation of first sheet) (January 2015)



INTERNATIONAL SEARCH REPORT International application No.

Information on patent family members

PCT/CN2019/121943
. Patf‘/nt document Publication date Patent family member(s) Publication date
cited in search report (day/month/year) (day/month/year)
WO 2016165580 Al 20 October 2016 CN 106687480 B 19 April 2019
EP 3284751 A4 05 December 2018
CN 106687480 A 17 May 2017
JP 2018516539 A 28 June 2018
EP 3284751 Al 21 February 2018
CA 2082777 Al 20 October 2016
us 2018110875 Al 26 April 2018
MX 2017012965 A 06 June 2018
™ 201638108 A 01 November 2016
HK 1232895 A0 19 January 2018
BR 112017021245 A2 26 June 2018
AU 2016248357 Al 26 October 2017
KR 20170138451 A 15 December 2017
RU 2017135257 A 17 May 2019

Form PCT/ISA/210 (patent family annex) (January 2015)



E R ERS [ i
PCT/CN2019/121943

A ESIRbaES
AB1K 39/395(2006.01)i; A61P 35/00(2006.01)i; A61K 31/537(2006.01)i; COTK 16/28(2006.01) i

FZIR PR R 23 3% (TPC) B ] 4% 8 ] 28 7 SRR TPC P ok 702K

B. e FR U

T2 A AR PR BE SRR (PR » R ARG M) 2K5)
AB1K; AB1P; COTK

AR AL TR AU 10 o o I PR B SR L AR AR R 2R STk

e P R I & 10 H 1 R e (B R A4 A, AR A CanfiE DD )

CNABS, CPRSABS, SIPOABS, DWPI, CNTXT, WOTXT, EPTXT, USTXT, CNKI, HJ¥ # A2, WEB OF SCIENCE, PubMed, GenBank, &1
E AT REAEEE: Pic-MetPild, BB, W, BE, M8, /AN, ABBYV-399, c-Met, antibody,
anti—-c-Met antibody, conjugat+, resist+, Crizotinib, non-small cell lung cancer, NSCLC, FE-T-SEQ ID

NOs: 1-11 [ FF) &=

c. PSS ats
By SIS, BER, FRERMHEXERE BN EES
X W0 2016165580 Al (JIANGSU HENGRUI MEDICINE C0%¥) 20164E 104 20H (2016 - 1-3, 5-13
N -%i%ﬂﬂgﬂ?@, P H2-501, 41-4577
PX Tong M%ZE. ”“SHR-A1403, a novel c-mesenchymal-epithelial transition factor 1-3, 11-13

(c-Met) antibody—drug conjugate, overcomes AZD9291 resistance in non-small

cell lung cancer cells overexpressing c-Met”

CANCER SCIENCE, 281104, #B11Hf, 20194 117 30H (2019 - 11 - 30),
$53584-3594 171

X Jieyi Wang®E. ”“ABBV-399, a c-Met Antibody-Drug Conjugate that Targets Both 1-4, 11-12
MET-Amplified and c-Met-Overexpressing Tumors, Irrespective of MET Pathway
Dependence”

Clin Cancer Res., #23%, 5541, 20164 95 29H (2016 - 09 - 29),
#992-10007 £ WL55993, 995, 997, 9997

[Nacssepprecms: b . TR R
% 51 IR B PR “rr (EHE QAL O 2 S A, 5 BTG, (B T ELR
“pr YN B 3R T I A — RS IO R 2 B BRR R O 7E i S
“g” EE%$%E%%%&ZE®E%E%$%&%% X GHESHIH, BERERTE, URERRPHZATR
LY AT BRI A TSR R BRSO, B S — RS F S pman Al X
x i VMR, Sp s R
E%E?ﬁ%%mﬁ%lﬂm%%ﬁmﬁ%%mxﬁ<WE% ¢%Dﬁ?$ﬁ@&*AﬁﬁEﬁ%%ﬁuE*%ﬁmﬁ
“07 WROSATF. . BB R A TR “”ﬁfﬁﬁ@@ﬁ
«pr A 46 R i EER T BRI R (s A (S0 & BRI SOr
| o A% 2R S e i A H B | BrrAdr 2 40 25 1R 2 H 29
20204F 28 210 20204F 3H 6[
TSA/ CNF 42 R AT 2 kT ZALE B
] B 2 50 R 2 4R) (TSA/CN) M
o L ST R B MR LR ER6 S 100088 :
£E5S (86-10)62019451 Hi551E 62411028

PCT/1SA/210 3 (58271) (20154E1 1)



Efrta R RS Il P iR 5
PCT/CN2019/121943

b= HEBRAN/ R AR F S EE1TTE. I

Lo KT EHbr B AT ATTRETZ IR A/ SR R F A, F ek 25 T R P AR AT :

a. 1 S B B S 16— B AR 0

BHPEC/ST. 25 3CA L PEA 3t

[ @esimscrmat
b [ M52 = 1 () (U FEFRHEE B LA EEC/ST. 2530 A ST 2% 5 I b i IR 4R
o [ teonEprkra A e R i A2 SR

[ wfke/ST. o550k c it (M1 =. 1))

[ @msiimscmmt mmisz =. 1 0) FTEmEs 135

2. [ 54h. tetse/ 4008 T SAMEABREIA RYF SR HOR 0L, 3208 T 6 THOB S 0 N RORIA  f0% 18 15 o i
PR AT A Dy BRI — AR 2 (0 PP 2R (5 SR R SRR Y A I B AT 1) A A (5 BV & RD i A A .

3. *hFERM:

PCT/ISA/210 R (E1TET) (20155F1 )



Bl 107

RFREBENNER PCT/CN2019,/121943

Forgedf 25 R S @%E/Ea) L F (E/A;E/Elﬁ)
WO 2016165580 Al 20164 108 20H CN 106687480 B 20194F 48 19H
EP 3284751 A4 20184 12H 5H
CN 106687480 A 20174F 58 17H
JP 2018516539 A 20184 64 28H
EP 3284751 Al 20184 28 21H
CA 2982777 Al 20164 108 20H
us 2018110875 Al 20184 48 26H
MX 2017012965 A 20184 6H 6H
W 201638108 A 20164F 118 1H
HK 1232895 A0 20184 18 19H
BR 112017021245 A2 20184 6 26H
AU 2016248357 Al 20174F 108 26H
KR 20170138451 A 20174F 128 15H
RU 2017135257 A 20194F 58 17H

PCT/T1SA/210 3R (RIREFIBHF)

(201541 )




	Page 1 - front-page
	Page 2 - description
	Page 3 - description
	Page 4 - description
	Page 5 - description
	Page 6 - description
	Page 7 - description
	Page 8 - description
	Page 9 - description
	Page 10 - description
	Page 11 - description
	Page 12 - description
	Page 13 - description
	Page 14 - description
	Page 15 - description
	Page 16 - description
	Page 17 - description
	Page 18 - description
	Page 19 - description
	Page 20 - claims
	Page 21 - claims
	Page 22 - claims
	Page 23 - drawings
	Page 24 - wo-search-report
	Page 25 - wo-search-report
	Page 26 - wo-search-report
	Page 27 - wo-search-report
	Page 28 - wo-search-report
	Page 29 - wo-search-report

