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PSR AR EREL R ERILEFHEFE LA -

[ 3£32] Provided herein are combination therapies comprising a SHP2 inhibitor

(e.g., Compound 1) and a PD-L1 binding antagonist (e.g., atezolizumab) and methods

of using such combination therapies.
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[0 E ]
(FBHEM]  fd SHP2 AR, PD-LI S5 17k R

(EELLEEA Y METHODS AND COMPOSITIONS COMPRISING A

SHP2 INHIBITOR AND A PD-L1 BINDING ANTAGONIST

[seftremse ]
[0001] AZCGeftEl S SHP2 fIHIE] (FI{b &%) 1) & PD-L1 &&Eht

i (BanP B A ER ) 2 S EROERE R SR EREZL A -

[ SRRt ]

[0002]) &5 B RBEwEEL (AR fE < S i e L E A - SSHP2
(&7A Src [F 2 B« & 0 B RS R EENE-2) Kyl PTPNI BRGNS 2 EHE
s latiene » ELIEE 5540 RAS/Raf/MAPK ~ PI3K/AKT - Jak/STAT & PD-
1/PDL-1 BE{KHY 2 AR A EOE ARSI 2 FU0ETEE (J Med Chem. 2020; 63:
11368-11396) - SHP2 - Dy MG 22 8 K/ BB R IR Bl (38 B 150K (FEA0
Noonan [SEERE) K AAEEA 2 i GENFLRE - SBEEE - IF/ R
(NSCL) B LA E) MR (Eur J Med Genet. 2015; 58(10): 509-25 ; Pharmacol
Res. 2020; 152: 104595-104605) - {FEBEE(ETT - SHP2 DLE BHIGIRESRER
Hrf SHP2 i {LEMZEBH] - SHP2 i~ fR4iRfsEF2e % - CAr AR+ 1HE
AE AAEE MR T EHE 2 IF ey - SHP2 2 5 BlIfIRSAIRE » 1M

B R ERBEEE -
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[0003] NIt » FEAVAEE R EFEACEF MR - SIS K
HANE M < FEE -

[IANE]

[0004] AR BEI IR i % S RE R H M R RE 2 AR 28 -

[0005) fE—{EReHT - ASCRA T sk HEaE (@) WA
A EEY) | BCHEEE F a2 2 B K (b) AIACSCHT ALY PD-L1 &S H -

[0006] fEis—Refid - ASCRM T —HaF AT E L EEHIIRE - 85
SRR ORE LA > RS EFEIIRR T ANE ZHEFE - %
HEWEEE () (be?) 1 BCHBE%E E a7 2B K (b) PD-L1 G5 EfEHE] - 40
AR - AE—EEEHER T - Aiife Ry B/ NIOREATEE (NSCLC) - fE—LEE il
o BHSERE RERSEE SHIANIAERE (HNSCO) » AfL—EEHEHT > RERE R
BRAF B74: 81 (WT) BB R

[0007]) fE—Refd - ASCROL T e A FE B - 85
SHENEBORB LA AN RZEERTERAE  RaFEIFREE
AME LG | B %E F i 2B K PD-L1 &S & fEHUR] > A0ASCRTAL -
S EHEHIT - B R E/ N REATE (NSCLC) » AE—SEHafIT - BHSHE R
BESATR IR AOAERE (HNSCC) - f£—EFHEfIo - B Fy BRAF B4l
(WT) BEZRE -

[0008] 3 55—Retkrf » AR MRS WASHTEI b 1 2
S bR 2 2 B R P R ER B H A UG IR AT A S AT AL 2 i ~ B
SRR AR (UL) - £ —SEHEEI - Wi RIE N
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(NSCLC) » £E—EEEHERF - SRS RBRSAE BHIRAIAERE (HNSCC) » fE—55
i § - B 2R B BRAF B74 81 (WT) G ZER

[0009]) S 55—Retkrf » AR T RS AR b ad) 1 2
SSEE bl 2 B R TR MIPREL IRV H S A N BUE EEY) 2 H ik (US) > 3%
VI e « BSRRECR R - AL BRI - BRI R NIRRT
(NSCLC) » £E—EEEHERF - SRS RBRSAE BHIRAIAERE (HNSCC) » fE—55
i § - B 2R B BRAF B74 81 (WT) G ZER

[0010] f£ X 5—Reted - ASCRME 7 —fBE & WA THE &) 1
BHEE 8 B2 2 B R P MER BT H 05 - RN BRHTE - SRS
SCREER - AL—EEHEMT - W AIE NHAEATRE (NSCLC) » fe—S &G
o BHSERE RERSEE SHIANIAERE (HNSCO) » AfL—EEHEHT > RERE R
BRAF B74: 81 (WT) BB R

(EREW D
[0011] 5 7B SFBRIBAIMERIRRE T ERIT 2wl - 25 RmFH

B e H R — AL B L BRI B R 48 TR B9k -
1E5RBE TE&Y) | R PD-L1 $HEHB0ESE BALB/c /Ned  EMT6 F AR S
(Mammary Carcinoma) 7 {5l i g Ba fE 82 2L o
2RI TEEY) 1 Rt PD-L1 4H &% BALB/c /NedHF EMT6 FLARRE &£
REEEHT -
3R T &Y 1 Rt PD-L1 4H &% AE BALB/c /Ned AR EMT6 FLARSE ~ (H
BIREREHYEL Y AUC 24 E -
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4A R T B R GHY EMT6 ([ HifE e Ra g Kz MHC-1 £F o

4B SRR TEBREERIG » HEEERILE - (L&) 1 +/- 5T PD-L1 4R D
BEfE - MHC-1 & PD-L1 .2 MFI (MHC-I (p=0.0354 > p=0.0044) PD-L1

(p=0.0127 > p=0.0018)) -

SA BREA T EMERISAMEEL - A& | +/- 51 PD-L1 4HERFR - fER R+
< TAM E£#G /D (P = 0.0072 - P=0.0098) - MHESFEAEIE - FEREEY) 1 +- i1
PD-L1 4HpR BT /N AR e R 1 - MDSC Ji/b (p=0.0058
p=0.0083) «

5B A 7 BEEISHARLE - AEFEEY) | +/- 1 PD-L1 4HERH A TR HE 2 /N,
AYPEREMER R - CD8 T 4HAEEE < SHIE il (P=0.0058 » p=0.008) - BALERI4HAH
bk > fER{EEY | +/- 1 PD-L1 B 2/ NERVREIE IR+ - CD4 T 4R &
NK 4Hff.> $EZ T (CD4 (p=0.0067 » p=0.002) & NK (p=0.013 > p=0.024)) ¢
6A BiFA T ELETIAAMEEL - fE(bEY) | +/- 1 PD-L1 4HERHER F - 35 TFNg =
TNFa .2 CD8 BEEEHTSE# I I (IFNg (p=0.0002 > p=0.0001) > TNFa (p=0.0016
p=0.0035)) - FHEAEER - {EF{EEY) | + 5t PD-L1 4HERE 2/ NEE TR
GZMB 2 CD8 HYFHARMEAN (p=0.0137) - BHERIGHMEL - fE{E&Y) 1 +/- 5 PD-
L1 4AH#E 2] CD8 e ~ % UjaeME (IFNg J: TNFa 2 JL3R3R) S8

(P=0.0008 » P=0.0011) -

6B A | BLRILAARLE - FI(L&Y) 1 + 1 PD-L1 B8 /NI N 7 e3R0E
{EAEECYZ CD8 T JHAEEFHIHEEL (KI-67 (p=0.0127) » CD69 (p=0.0009) > ICOS

(p=0.001))
[ &t =]
FrollE=
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[0012] AKHIEEFEHS [FAHF AL H EFS-Web #2527 ASCII SRR 7
FIFAYERS WAL (CRF) » & EFS-Web 1252 7 FFHIRSUFRESR - 445
P37266_SEQ_LISTING_ST26.txt » f&ZEA/INEy 18 T Te4H - BIIEER 2023 4F 4
H25H -

[0013]) BRIESMUER - BAIASITA 2 2B R isE A Bl
SEAARSEMBHEEEASEMATEREER &% - 28 f>

(TUEYIER BT WDEEREEE (35 hR)) (Singleton % A » DICTIONARY OF
MICROBIOLOGY AND MOLECULAR BIOLOGY > % 2 i > J. Wiley & Sons 45
5 (New York, NY 1994)) 5 (rF#E0E - Bz Fff) (Sambrook £ A -
MOLECULAR CLONING, A LABORATORY MANUAL > Cold Springs Harbor
Press (Cold Springs Harbor, NY 1989)) « B{LUFA BCE R A it 2 K E 0V R
J17E ~ BEE AR o] R E AR -

[0014] #RELLUNEZLAER A S AR RV F L IiEE - EIER
EIFRHIAIE5E 2 il - AL h 2% 2 22 R RS D EERS A -

[0015]) WASCRTA BERIESSMEE » TRIEMRE "4, R " K&y, 15
SRR AL 2 B oy 2 B R - BEER TR BIEAEE R EEEE
FRARIZ IR HIEE 2 B8 - BeEE oy thEE 2 SR E S Al
B BENEENSE - ZENHEIE - ERNEESLENRZETEHE - B
EEEHEY 30% ~ 20% ~ 15% ~ 10% ~ 5% ~ 1% S/ NGE LA o

(00161 '{b&¥y1, fEEALUTER
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EA(EEATE R)-1-(3-(3,4- & 1,5-BR0E-1(2H)-55)- TH-TE [ 3,4-b]ILE I -

6-55)-3H-HRER [ BRI 2,4 - IRNE |- 3-RE (L &) -
[0017] ffysE " B&%E EW[REZ 2 | BIEEREVEEOHINAE CEER)

"TRAEEAR ~ B - AT B ER T ERR R -

[0018] AZEIH ALY EZEBHIIDZ - BIANEEEE [ ulfez 288 - T &4
g bR ZB8 ) ELTEEE KR NRER o " REEE b aTRe C BEIIRKER ) EFE
PP EENERRL ~ JREL - bRR - BHEE - ORI -~ Bl S HR{IYIIE R PR e
YA MR B RS B M I EF R - HA TR AT S AR
HilR ~ BRAEHR ~ J70R ~ TTRRHR ~ R  FRIE REBRRT A TR SE L - &
Bz - B2 ~ HIEEZ - araniBs - 7LB% - WEHEZ - =R% - Z0RRE ~ IH T %%
N~ IRIORE - ST BE ~ AR - AR - RN - PURMAL - B
B% ~ AR ER  ZRHER - AIERE - SECRE - BERR - RELEE - WhERE - £
% Tl - ST ORERE - KSR

[0019] fiysE " B&%E En[REZ 2 WnhnplER | BFENTA B ke fnhnpk
BE - BIA0SNED - SRR - #HER - s7ED - $5EE - PEED - REE - PYED - SRR - SEEE -
S S HAA L) R IR Ry - VR - SRR - $EEE R BEER - T EE
gt bl 2 AWIEE R L AR A - SRR =g - BRI R R A
AL ZHURHIRE ~ BRI Rt e T2 il - sEa0 R RE ~ =Hilg ~ =
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[0021]) flash "H#IG& K iR BUSETRE AT SR AR E IR
SR AT AR R AR ECE 2 HIE] « @0 > B R EMAREL 2 E MR D BT Fy
BELT ~ B4 - HEDVLY 5% ~ 10% ~ 15% ~ 20% ~ 25% ~ 30% ~ 35% ~ 40%
45% ~ 50% ~ 55% ~ 60% ~ 65% ~ 10% ~ 75% ~ 80% ~ 85% ~ 90% ~ 95% ~ 99% -
B % o BCE AT R AT E

[0022] ffi5E " PD-L1 &5 &#5HiAl, - "PD-LI &I, & " PD-L1 [HER
HURS ) ACA ST G AR R - i B RdE—tE s+ - HIED - BRER ~ I - OHBR
BF4B M PD-LI1 BLHAT —fHE L AHAE SR B GEW PD-1 R/E(BT-1) 2K H
TEFIS R EHRIEE - fL—EFHF - PD-L1 45 SHEHUE| Rl PD-L1 BLH4E
EiCEiE 2 45580+ o LA T - PD-LI1 &5&45HKHIH] PD-L1 B PD-
1 R/2 BT-1 2456 o AE—EIFN T » PD-L1 45 &45H1H G5 PD-L1 $188
HpUR&GEE R - RERINE - eEn - FILUIED - FRET ~ If - OB
BF4B i PD-L1 B H —1#s ME4E S RUEAS GEL > PD-1 K/E( B7-1) X X HfF
A5 E5REE Y HAtr oy o fE—(@E B+ - PD-L1 &SRR TH T
AR, B FeER BVARRE R T E P S B h R A B RS 5k e
PD-L1 /M EHY(S5REE) - {EMIRES T TRl T 4HREAYDIREREEE (140 » Y5
RUE T HURRIATES) « fE—LE T > PD-L1 &5&45HiAIEL PD-L1 &
& o AL—EFERT - PD-L1 &&HEHE Kbt PD-L1 §i88 (f140 - i PD-L1 #i#1
HHLER)  BIRMAT PD-L1 55 AR EAEMTR A ERE ST - MDX-1105 -
MEDI4736 (fE{X&EH1) ~ MSB0010718C (fu4E& B4 » avelumab) ~ SHR-
1316 ~ CS1001 ~ EFXF|EEHT (envafolimab) ~ TQB2450 + ZKABOO1 ~ LP-002 -

CX-072 ~ IMC-001 ~ KL-A167 ~ APL-502 ~ fa[#5 A/ EE$T (cosibelimab) ~ [&ZEF| EE
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#% (lodapolimab) + FAZ053 + TG-1501 » BGB-A333  BCD-135 + AK-106
LDP -+ GR1405 ~ HLX20 - MSB2311 ~ RC98 + PDL-GEX - KD036 + KY1003
YBL-007 f1 HS-636 « f£—H R » PD-L1 &G &8GR R 2 H Bk A o

[0023] figeE " R2FPMAETHCHES 1) A1 T PD-L1 , fEASCHRIERAFS
A PD-L1 Zfk « RZAFFSI PD-L1 ZAL{KEE Uniprot & ##5% QINZQ7 2 - {4
W+ RS PD-L1 5] LLEA 40 Uniprot B85k QINZQ7-1 ([FLEL 1) H51
VR A « fE 5 —EHIF - RZAFFSI PD-L1 o] LLEA I Uniprot B 5557
QINZQ7-2 ([F2)A 2) F AV BB - fE55—EHIF » RZAFFF PD-L1
B LAE A0 Uniprot Z %5 QINZQT-3 (FETHAY 3) thAI AR BB P51 - PD-L1
ARSI Ry T A2 P EdiAEsE T L ke 1, ~ "PDCDILGI ; -

"CD274, -~ "B7-H, }% "PDL1, -

[0024] EFRFNATE A AVEREET » —f%{EF Kabat 4R5% H48 (RETZHES
HEHVERAEL 1-107 FOEE AV A 1-113) (fI20 » Kabat % A » Sequences of
Immunological Interest. % 5 Ff Public Health Service, National Institutes of Health,
Bethesda, Md. (1991)) - E+2 K eyEbkiE B E# RUE SRRV AR - B EH

"EU R9% 4%, B¢ TEUR5[, (B0 > Kabat %8 A#ERY EU &5 > [H 1) -
" 40 Kabat 7Y EU 5[ ; /25 A 1gG1 EU HiRSHYR AR -

[0025) B rASCHYEAY » TR, BéES PD-LI i H A4
SEQ ID NO: 1 Z E#F5I[#1 SEQ ID NO: 2 7 ¥ Fp51HY Fe TA2HUERY ~ N
{ERY ~ FEREEL(ERY 1gGl « yEEREH - (M Fe @R AL AN EU dR5%E
PR FIER BE P T B (N297A) HY 297 fir & BE— R B R A CRAABRREEU Ry

WERE) - B EBORIEE(EHRR S Fo ZRRRVES ol ] « PP RIPREL FUAE T ALY
C256136PA docx % 9 E ’ :/H:‘ 83 E(%‘?Eﬁéj{%%)
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WHO #7250, (BIRSSE BERIBEY)7%) » BEE INN : List 112, Vol. 28, No. 4, %
fFRL 20154 1 F 16 0 (2RE 485 E)

[0026] FE—EiE5 T > # PD-L1 B2 : (a) VH » &5 SEQ
ID NO: | BB FFFIEA 2/ 95% FEFIIE—: (I » %71 95% ~ 96% -
97% ~ 98% B, 99% KIFFFIE—He) 2 BERAERFF1 3 (b) VL > EA & 51 SEQ ID
NO: 2 SREAFFFIEA 5/ 95% FFIE 1 (FI40 - /0 95% ~ 96% - 97% ~
98% B 99% FFFIIE— 1) 2 BREBEFFAI + 2 (o) 10 (a) SRS VH 240 (b)
HRTEEY VL -

[0027]) fe—@&EHEHIS - 51 PD-L1 fifg S FIERE - HEE

(a) Eiff (VH) fg B BRI -
EVQLVESGGGLVQPGGSLRLSCAASGFTFSDSWIHWVRQAPGKGLEWVAWI
SPYGGSTYYADSVKGRFTISADTSKNTAYLOMNSLRAEDTAVYYCARRHWP
GGFDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEP
VTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKP
SNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLTVL
HQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKN
QVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG (SEQIDNO: 1) » H

(b) ¥4 (VL) R AkRE 771
DIQMTQSPSSLSASVGDRVTITCRASQDVSTAVAWY QQKPGKAPKLLIYSASF
LYSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYLYHPATFGQGTKVEI
KRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGN
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SQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFN
RGEC (SEQ ID NO: 2) -
[0028]) 1iTeE " JBIE | Efah B0 AV 2 E AN 2 fEhey 7735 e

MY » AL—HEE T SBERATE © Ao — MBI T sREE R IR/ A
HiiEE (NSCLC) » AL —FEIFN T > s E REESHSE « AT T > sIBER
BESATR @ALIAEE (HNSCC) » f£—HEFEN T > ZRERBERRE - i —1EF
MUY o BRREIE Ry BRAF #7411 (WT) BB -

[0029) ATSCRRER - TIEH ) BEaRANE IEFRE] (Bl > FIEH]
SEPIEEEY) 1) BUaFER ZHE (I - PIEFEREFEEEY) 1) BITAR
FEAEIGIR - JBREALUE—40aR (I > B A RE SRR AR e R BRI
B TR EMRE) - NEE GEREHTENREE o Pl - HEEUASCATI L FEREH
B < —FHESAREIR S EBES BORPR - BFREA TR DA 4 (S
FEAAE) ~ BV HERIRS EZER ~ IfE R RR S LG E - FEERR
TR < HATEEYIVEI 8 R/ BE R BB < 5] AIREELRT) Tas, -

[0030] fiyse "B PRIN ZHERE | STEAEE « PHAY - JBR&R - 4% - RE
Ko BHE B AR 2 FERERY S S © sZ B o] BAA 2 ERE - HUATYASL
FITHIC 2 JEERE R/ B B < SRR S » WIRNVE AR & 5 % > 725
EE CERER E DR ETD - EREERFEEEE -

[0031] FEASCH > TAKE ) BIEASCTIL L IGHR] (F140 > P ek
BHR/E(EEY D) BRUaFRIIR 2B - £ —SE T IaREIECEERIES
WA S B A SR A ERRAABE R BB EE RIS SV & - AL ANE
ATRIZSEAIRAINGE ~ BEFl - MHIREEE « U2 FERp i B e G [E
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FTE R IE REMSE - AUEI R EE . R B A ERER aR A =
WHERIBIE - A —EEHHT - ARENEEY I EA LU RCR © R AR
8 BN R  fIA (JRRN - g R IR ) RN A EERET
il (IRED - R ) RS o IR (R BRI MR AR - R/
SRS B2 R AR BRI —E R E - AWE N —REES T T 1%
T o RATHC BEY) - (LEY) - BEEERNY) - SHHERAITAERE T BENE
PR SO BRI &

[0032) " % #7 E2 (Objective response rate) | B¢ " ORR | {&5iH4c %
4% RECIST v1.1 W <~ BA ST < [0 3 4 8 2 B E S 2 S EEER 77
[ ez B orth -

[0033] M RIEFRFERE 2¢ " DOR | fEEEE(LEEES TR 2
BFE R R RECIST vi.1 WEEHYRIR R BB R RIS R SE T AR ] > PASE

[0034) " EIRMETLIEEH ) 30 T PFS | 5 E 5 & B RT3 &R
1% RECIST v1.1 MEERYVER (L34~ H ST R RER 2 SETHIBERE - DA

[0035] 4OACSCRTA - ToER Mg R TCR, ZI5 2 EHERRITHTHE
K (CGHER) PR KRR -

[0036] WASCATA - " &l E ) Ko TPR ) (HIE—(EEEH R
MFFHEF AL B/ 2 CEE ) B IERC YK B R S Y IE R TR(E - PR JRO] 5128
B FIEVN 330% » RTELE CR ~ Frim DA R JHAE LR A R RAL
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[0037] "1&THA, B¢ VAL R E SR T ATl —THE S iR A
Bl (B a1 KPR LR R LR TR AR a1 T AT
L —TEE S TRAER 2 RS - Bl > — (I A] Redfadt 21 K - 00 H BLRE L%
R B RIET AT — TS S TR SR (FIa{ba) | R P AERE
) o A —E T - — (AN FaR A 5 28 K - 1 H AR T A SR
— TR ARSI (FAn{b ) | REPEMEREDD) 21 REUR R ZH bR - T o
181 ) (RIEE AR T A AT B2 (RREEY) | K FIERE D) F£/D
—H R o AL E AT > kB fEE AT AT 28 (JRRES
P11 R PP FIEREG) i — 0% T R B » A0ACSCRmR it 2 A B R E— 2
B T AT AT &) | S FIER BT 2 So—Figem] - AL tARfE
T R IR T s\ B A B T AR Z SRS B HEEGRE ©
FEIFN T AT RIS TR 28 TP LRIEY 21 KRBT -

[0038] '&%&E 5% ) (RIERT ARl S54RI 2 Bl —(F =2 E 1]
W E1ES » HL ARl & A BT A A (B R B DA (5] S5 T A S Pt < B

[0039] "QD, fEBR—TIETA LTIl 455K -

[0040] " BID, f5E KW K& T AR L BER -

[0041] "Q3W, BIEE=ERT — AR 55 -

[0042] "PO, f5IARSE T A LAt -

[0043] "IV fERFARA & T ASCRT AL (T 4ER ] -

[0044] Fref A BBEFE40%E M NCI CTCAE 2172 BT ek -
AE—EEREAIT > A RERE TR -
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1 K MEIREEC RN - BEEREGEEIEEIE SR~ T

2 o TR - BEEIRREETTE  SCRIRHEL- TR
A AEm T TEMEE)

3 BEENRAREESR BrguilEik-fa EniblaReiE&E
Pebsia 200 5 SRR H A B IR -EEGE) >

4 FETAE R A e R T T

5 BIRREMHAMIECC

[0045] 75 "%, f4dE AFEE - BETTLUBREA -

[0046] Arep 2 iiiah "HiAE ) KD WS M (e B
) - SPRHTRE - SRR (FUANER R RBEF L NS
EEFRTRAEYIEN: - BT - RS EEHE -

[0047] 44 CFAIFD - 36 16G MDA | B¢ EERY | (R I EER
(B2 M o 76 SRR T (9 Y T2l «

[0048) R H AT ol B AEMA TR > HiB8 (SRTEERE ) TR
FEFER] « HAAMEESEHES © IgA - 1gD - IgE - 1gG Fl 1gM - A5y
ST T — 2 5y BEE (FIIHL) - 40 > TgGl ~ TgG2 ~ TgG3 ~ IgG4 ~ TgAl A0
TgA2 « SIER R EER bk E AR E I E S BB o -y e~y Rpe
TREIAER. S0 EBR R (21 M7 B e R = 4l s vy L — A il

AbbasZ A, Cellular and Mol. Immunology, 55 4 kfz. (W.B.Saunders, Co., 2000) 7
i o JLAG A PUERCRRE & 73 THY— 80y > bt — s S ERE
SREYIME BRI E G SR -

[0049] ffisE " &RIife, ~ " ERIUE ) K T &hE ) AT A
R L EHEA FSe B - AR T X ATER ZTIRRR ERHIDRE - #4255

flizETEEl & Fo @RIAVPTAS -
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[0050] ASCPayifass ' Fe @ik, - AREZRE S 20 —8 7 EE
YR ERER B By C Uil o % lush BRE KRR Fo RN 2AS Fo &
Sk o AL— (W AT - A 1gG E# Fo BRI{E Cys226 B Pro230 JiL{F % Y&
Bl o BE - e AR AEAAYDURS T Re ERE R # C Uil —fHE A - FrlE
—HH IS R A < SRR VA © (NI > e AR A B R AR = R Y
RrERM rTinEENDIR T EEERERE > B EEERE#HTUEE
f% o M AT RE A B e R WA (E C Ui ABE Ry H Rl (G446) KR EE (K447)
ARSI T o RIEE - AT PAFAEECA] DA AL Fe Bl 2 C iRz B% (K447) =2 C i
HHEHE (G446) K BfEfaEE (K447) - BRIESSHERDE - SRIEHRE Fo @i 2 B 2 f7
B Y HEAS oA & C huifaig (K447) - AE—(EREET - BEfeAsn
R Z PR RIS AR ERY Fo AV E#E A 2 E05MNY C liH HBe- S ik
IR (G446 T K447) » fE—FRER T - B EEASAE R Z IR T RIERE AL
e EHY Fe @iy i B 2300 C Ui H A7 E: (G446) - f£—(#Rsk T - &1
EAEAS AT R Z IR TRV EIE ASGE ERY Fo ISRV E#E 2815 C iz
BeiEAk (K447) - fE—{EEHERIT > Fo EIskEl & 5 R B fr A B
N297A » FRIEASSS AR » & Al Fo @A E & A B R A ~ RitiRiE
EU 4R35 540 (il 5y EU $5%0 #17T > 40 Kabat F2 AFT4L (Sequences of Proteins
of Immunological Interest, 5 5 hft Public Health Service, National Institutes of
Health, Bethesda, MD, 1991) (55 5, ) »

[0051] " #RHiAG ) RIERIIEIEER /7 (P40 - SHREEEMEER ) B 1t
TRRCSE B ZPTRE © TRPTRR Al AL N B Sl e -
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[0052] "#ufek %, BamEiies s  witas RS s
& o AE—EEN N APt 2 B R B R URAS G 1 B - BB R B IR
f Fab ~ Fab' ~ F(ab'), 5z Fv [ B © (EHUAS 5 GMEDURS  BESEHAS 3 T (BIAD
scFv) 3 RiiBg R BP0 Rr RS -
[0053] WOASCRTFIRYiGRE " EEpRbUEE ) G B EE LERASEEAS
Z 4R > BIE SRR HHAS ZAE EY R/ SE EAEEIRHUE A E N B T B
WEHRINER 2 ZEE B BT RS U 4 A AR A AR 1Y T ey 42 AR TS
ZAN o IWEBEEAE G OBEL - BUEEEESHE R ERAEN GURAE
B Z AR SRR - BRI LT B (F BRI et B
PR FRYBE—RENL - IR - (B8 T B RS N EREEEE LE
B URSERE - BN ERRR R EMTRIE AR £ - Bl - HER
PR AN ESER(E FH AV B RREL RS VTS S AE R ol S - ERE AR TR AR &R % -
EZH DNA J57% ~ IR E ~ RAMEE 28 E8@E o NRERE S AR
B WETE RN BN T30 o
[0054]) 4ASCATHA - firsd " &, s THVR | (GIEHRS 08 7
PSR ENRE SR RN SEEE - 6l " AR EERE , (TCDR ) -
[0055) &% > Hif&EHE/# CDR : ={f{E VH & (CDR-H1 - CDR-
H2 - CDR-H3) > & ={ff£ VL & (CDR-L1 + CDR-L2 + CDR-L3) o {£AC 5 » {3
Mk CDR &5 :
(a) 75 P O] IR IFAT B A TR L 26-32 (L1) ~ 50-52 (L2) ~ 91-96 (L3) ~ 26-
32 (H1) ~ 53-55 (H2) ~ J 96-101 (H3) i (Chothia } Lesk > J. Mol. Biol. 196:901-

917 (1987)) ;
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(b) CDR fFEE ARG R AL 24-34 (L1) ~ 50-56 (L2) ~ 89-97 (L3) ~ 31-35b
(H1) ~ 50-65 (H2) ~ }z 95-102 (H3) & (Kabat ¢ A\’ Sequences of Proteins of
Immunological Interest » 25 5 kX Public Health Service » National Institutes of
Health > Bethesda, MD (1991)) ; DL &

(c) TiFEREARFAE T R B BE T A 27¢-36 (L1) ~ 46-55 (L2) ~ 89-96 (L3) ~ 30-
35b (H1) ~ 47-58 (H2) ~ % 93-101 (H3) & (MacCallum Z£ A J. Mol. Biol. 262:

732-745 (1996)) °
[0056] FrIE557ailE » &R CDR RHE Kabat S ATE EAIUCRRPATAL 2

JIERVETE » AR < F0iT N BoRFERfZ - th ] DUREE Chothia 71 F7ISCORK ~
McCallum {2 @R ATl 7 A BUE ] AR AR B2 2 ap 4 240 KHEE
CDR %7 -

[0057] THEZE, B¢ "FR, (A5G fHAEE (CDR) LSBT -
O[4EdE > FR 38 HPU(E FR 3405 - FR1 ~ FR2 ~ FR3 ~ & FR4 - At » CDR
K FR FE5liE e DLl FIERE 3R AE VH (8¢ VL) 1 : FR1-CDR-HI1(CDR-L1)-FR2-
CDR-H2(CDR-L.2)-FR3-CDR-H3(CDR-L3)-FR4

[0058]) flosh " 40 Kabat fPHY AT ETEELRSE | B¢ " 40 Kabat fPHYHZER
(I E4mST ) RHERE T Y £ XY Kabat T A fi A8 S4m iy 5 6 n] S8 u g
P EIRAARSE 2 - (ERZARSR A4 - BIRGIERAR Y T E iy D EEH
SN RE LG HLST A BT 2T FR 2 HVR BY4EREE A - Bl40 - SEa o] sk
HIELFELE H2 BYTRAL 52 1% B A Batd A (fR15 Kabat f3F8Ak 522) RATE#
FR 7E: 82 2 1AV AL (B0 - 145 Kabat RyFAk 82a ~ 82b ~ K 82¢ %) -
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AEEMEEESEESURS < FRPIEDR M T F4E | Kabat 4R5E 5 KHEEZ T
& JRELHY Kabat 4R5E

[0059]) flonh "EEM{GEE ) RNTEPEE Gal eIt E miREEaE
FEVEREE - SRR E S A BRI A I AR A SV EEE - AL - BIE ST
AR~ BREEEL - ERER/EESEEN -

[0060) WASCHTH > T8 4HE | GIERTHRES—EaRE T 25k
Z—rEER TR > Bl - BFEE T PD-1 4SS R (B0 - AR DT
FALEY) 1 SILEEEE bR B AT o R 0 THLL L BRG  RIE(E
FEER T AR AT - 2R BRIE TS EERE T

[0061] EA—FHECZAHEIMEEY) " [E0G ) 1T HYEEY) Bl —E s S AH A
SEYIERE—EFAER - fARINE—R » DURARIE B —1E s 2% fE HoAth &2 1[5
FHET o Bl BN E=BG T —RBERE - BT 2 BY& 8=
ELEPAC R BN i

=y

[0062] AR T EE(bEY) | SUHESE iz 2 PD-L1 454
EHIR < SHEHE GHEY) -

[0063] fi—4EFN T - PD-L1 &5 &5 R PD-L1 $8 A0
At 248 PD-L1§i 88 - {EASCHVERER T » 53BAVHi PD-L1 fif8 o] IS
4 A PD-L1 » #5140 > UniProtKB/Swiss-Prot & $%5%% QINZQ7-1 ATy A PD-
L1 - BCHSB R - fi—8F 0T - §ii PD-L1 HiA85E40#I%] PD-L1 B2 PD-1 2 fi]
K /2 PD-L1 81 B7-1 Z fHRV4&E G o AE—2E1F5 T - 1 PD-LI1 JiR8 R BERRSLAS -
HE—EFR T » i PD-LI1 JiAs KB 5 LA TRl R . BREAYPTRS 5 X © Fab
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Fab'-SH ~ Fv ~ scFv fI (Fab")2 | % « f£—251F50 T » i PD-L1 JiRe A AR(EST
fS o AE—EEEMLT » 51 PD-L1 Fife B ADiAS - BPRIEDT PD-L1 fife B s
FEREE$T ~ MDX-1105 ~ MEDI4736 (JE{X& 1) - MSB0010718C (R 4E& R
#i1 > avelumab) ~ SHR-1316 ~ CS1001 ~ BUKFI|EE#T (envafolimab) ~ TQB2450 -
ZKABOOI ~ LP-002 ~ CX-072 ~ IMC-001 ~ KL-A167 ~ APL-502 ~ fa[; Fl| B
(cosibelimab) ~ J&#ZEF|EEHT (lodapolimab) ~ FAZ053 ~ TG-1501 ~ BGB-A333 -
BCD-135 ~ AK-106 ~ LDP ~ GR1405 ~ HLX20 ~ MSB2311 ~ RC98 ~ PDL-GEX -~
KDO036 ~ KY1003 + YBL-007 1 HS-636 - o] F A 48885 774/ 4 PD-L1 $if81Y
B H B e A Ao BIFE S A HER A BASR WO 2010/077634 FO3=E EA1[55%
8,217,149 » HEEFEMSIABV T2 AEER AL » fE—(EREE A+ -
PD-L1 &E&EtiEle &1 PD-L1 $if - (R ERNEHEIT - 5t PD-L1 Hifa R0
BETEREEL -
[0064] fE—LLEHIF > §i PD-L1 #EfiEHiaeta

(a) 47 HB GFTFSDSWIH (SEQ ID NO: 3) - AWISPYGGSTYYADSVKG
(SEQ ID NO: 4) &z RHWPGGFDY (SEQ ID NO: 5) .2 HVR-HI ~ HVR-H2 X
HVR-H3 51 » DL

(b) 57 7B RASQDVSTAVA (SEQ ID NO: 6) ~ SASFLYS (SEQID NO: 7) &

QQYLYHPAT (SEQ ID NO: 8) > HVR-L1 » HVR-L2 ¥, HVR-L3 %1
[0065] fE—{EEHEHIF - It PD-L1 gt = -

(a) EFE O] E & (VH) B& LT AR

EVQLVESGGGLVQPGGSLRLSCAASGFTFSDSWIHWVRQAPGKGLEWVAWI
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SPYGGSTYYADSVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCARRHWP
GGFDYWGQGTLVTVSS (SEQIDNO: 9) » H

(b) EEHEF] & (VL) DU R 5 -
DIQMTQSPSSLSASVGDRVTITCRASQDVSTAVAWYQQKPGKAPKLLIYSASF

LYSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYLYHPATFGQGTKVEI
KR (SEQ ID NO: 10) «

[0066] fi—EEFkt T » i PD-L1 JifgEa : () VH - E&F51 SEQ
ID NO: 9 slitzz Py EA %/ 95% FrylfE—1: (B - 270 95% ~ 96% »
97% ~ 98% =X 99% HIFFFIE—E) ZReEz P ¢ (b) VL - HA&E P31 SEQ ID
NO: 10 Btz Y EH 20 95% FPHIE—E (3140 - 270 95% ~ 96% ~ 97% -
98% B¢ 99% FrAE—1E) ZHEEBLFFA ¢ B (o) 4 (a) FATEFRZ VH K4l (b)
THETEFRZ VL -

[0067] fe—(E&EHEHIS - §1 PD-L1 fifg Gl S FIERE - HEE

(a) B SR ALRE Y] -
EVQLVESGGGLVQPGGSLRLSCAASGFTFSDSWIHWVRQAPGKGLEWVAWI
SPYGGSTYYADSVKGRFTISADTSKNTAYLOMNSLRAEDTAVYYCARRHWP
GGFDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEP
VTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKP
SNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLTVL
HQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKN

QVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG (SEQIDNO: 1) » H
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(b) B BB Y
DIQMTQSPSSLSASVGDRVTITCRASQDVSTAVAWY QQKPGKAPKLLIYSASF
LYSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYLYHPATFGQGTKVEI
KRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGN

SQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFN
RGEC (SEQ ID NO: 2) -
[0068]) fE—E0F N T > $i1 PD-L1 fife Bl 4 & BT (CAS S 8E97%

1537032-82-8) - fj4E& EEf(Avelumab) > 71 & MSB0010718C - /& A EEkE
IgGl1 #71 PD-L1 $ifs (Merck KGaA, Pfizer) e

[0069] F—EE4F0 T - #i PD-L1 HifS BEIE DT (CAS Z#f5k
1428935-60-7) - FEXE BT > 73 MEDI4736 » & WO 2011/066389F1US
2013/034559 Friit ~ Fe (8{EHY A Bk 1gG1 « $i1 PD-L1 $i#8 (MedImmune,
AstraZeneca) °

[0070) FE—EF R T » it PD-L1 g8 & MDX-1105 (Bristol Myers
Squibb) - MDX-1105 > 7J)F# B BMS-936559 > B WO 2007/005874 R Af#il 2 $1
PD-L1 g -

[0071) FE—E0F R » HiL PD-L1 $if8 & LY3300054 (Eli Lilly)  f4—&&
BT » 1 PD-L1 $78 & STI-A1014 (Sorrento)  STI-A1014 2 A #i PD-L1 #5
B o fF—EFN T o 5 PD-L1 Hif8 & KNO35 (Suzhou Alphamab) - KN0O35 24
Rk E B BEIR b RS fBe s SE . BRI RS (dAB) ©

[0072] FE—EEA4F50 T - #ii PD-L1 Hige & & n B oy slidii 7 - S
PIEIN (B0 - e REMERIE T HVESN) - s% 80y BB E bR DRSS
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B CAE eSS S HPUR » B0 » #EhbR LIRS ARy - £—2FN
T > Hi PD-L1 #7184 5 CX-072 (CytomX Therapeutics) ©

[0073) FE—Es8 {4 » § PD-L1 $i8% a4 US 20160108123 + WO
2016/000619 ~ WO 2012/145493 ~ ZEE{ S FI]5E 9,205,148 ~ WO 2013/181634 B,
WO 2016/061142 Fpiit ~ $L PD-L1 HiERHEY/N{E HVR FRAl (0 - = S
HVR I ={[EE##H HVR ) Fe/EEE g o] SRS o o] S0 -

[0074] friE—BAGREEET - #ii PD-LI fiife B ATV EER N ED)
ft - (EXNS—EREET - S(ERE 2BV E B/ DREY) Fe 28
% EEEEZER - fEE T B/ DRUET Fo 2222 (REE FFHY N297A
5 D265A/N297A U » fEE—FN T » B/D3EF Fe 288 2R & 1Y
N297A B o fE—SE4F0L T > 70fE 2 Pl PD-LI HiASsEHEEAL - DUASHVEEE(LiE
e N-EREEG O-2HFF - N-ERHRFEIR/KILEYIER 7 BLR & Bahe B A 0 Il
i o =NKRPFI] » RACHRNE I -X-4R Ml Ko R AT B - X -l - o X {5BRA
Wl Y AR AR A - 5t KA BB 7o B R A B e B A et (e A e <
FPoll - AL - ks S =R 7R E— (SR E BRI BE R LB - O-
HERFEEE(LRTE N-ZBRA1- AU ~ P ILNEEORNE R Ay — TR L R i AL
(% RV S T Bar e lE) MBI - GE S-FEAM G BE B S-FE R BE /N o] (3
F o fERECE R AR Y DARR A Falt =4 R ay—Fd AP N-ZE VAR Ak
{ir&h) » B[ LUFEEDiRS EFR LEERALALES - RIDAFEM A S5 — R A B AL (F1
W EREEE - NRERE ECORSFRU) U CHEE A BN By R ARG - SRl sag

RE BRI I A T -
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[0075) fE—{EReHT - ASCRM—TEEE(EEaY) 1 BCHLBE%E F Rz
L EREAEMER BT 2 A B RA - AL —(HEEFI T > ARl 2 s AR
BYIERAIA S R Al 2 FEe iR 7 e, ~ BRSASE K/BCR R © AL —(EE R
1o 5T Ry NSCLC  AE—(#EHEFIT - BHSHSE Ry HNSCC - A —{M EHE
o BEEE R BRAFT WT BEEH - A —HEHAT - (bW | Rk
i o AL —EHERT o (L) 1 RbEY) | 2888 bal iz 28 -

[0076] fE—{MR&HT - ASRAL 7 —fHsH & BOE (BIanHmY)) - RS
FESE— 21 RAEWIYS 1 2 21 R QD e TPHI(be) 1 B4 F a2 28
ke PD-L1 fiifg

[0077]) fE—{EReHT - ASHRM T —fEsH ks HEaEs—21 X

AR 1 2 21 K QD &P EEY) | SEEEE F a2 2 B LI R AL SR —
21 RAEHAEE 1 R Q3W & PHYFEAEREET -
[0078) fE—{MRehS - ASCRM F —fsH koL HEaEs—21 X
AR 1 2 21 K QD &P EEY) | SEEEE F a2 2 B LI R AL SR —
21 RAEHIRTER 1R Q2W K THIPTEFEREE DT - Ae— MR BRI T - FTEA
PREEPUARLL 840 mg 28 Q2W & T « fE—(FLEAEREHIT - FIEFIERE AR
BEE T E Q2W & T -

[0079]) {EASCRTAtA R EFA L —(EEHEAIT - (bGP 1 B4 Bl
Rz 2 MR LIEERIE QD & T AT T - e —EEEHT > &7 A0
Ri%T (PO) » H(ba¥) | BCHEEE bz ~ B HiC Rie BIsB & - /51—
(ERERGT - (ba?) | BCHEEE Erl 2 2 BUERAC (g T) RIEEARE
Bl o AL —HHEHEAT - (ba?) RIS ST -
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[0080) 1EASCATHH &FEEA L —EMEHEEF - (E&Y) 1 BHEEEE B
PEz 2 BRARLIET S mg £ 250 mg ~ S5 mg £ 200 mg ~ 5 mg £ 150 mg ~ Smg £
125mg ~5mg £ 120mg ~ 5mg £ 110 mg ~ 5mg £ 100 mg ~ 5mg £ 80mg ~ 5
mg £ 75mg ~5mg £ 60mg -~ 5mg £ 50mg ~ 5mg £ 40 mg ~ 5 mg £ 20
mg ~ Smg £ 10 mg ~ 20 mg £ 250 mg ~ 20 mg £ 200 mg ~ 20 mg £ 150 mg -
20mg £ 100 mg ~ 20 mg £ 80 mg ~ 20 mg £ 75 mg ~ 20 mg £ 60 mg ~ 20 mg
£ 40mg ~ 40 mg £ 250 mg ~ 40 mg £ 200 mg ~ 40 mg £ 150 mg ~ 40 mg &
100 mg ~ 40 mg £ 80 mg ~ 40 mg % 60 mg - 60 mg £ 250 mg ~ 60 mg &£ 200
mg ~ 60 mg £ 150 mg ~ 60 mg £ 100 mg 3¢ 60 mg £ 80 mg &= QD &1 °

[0081]) {EASCATHH &FEEA L —EMEHEF - (E&Y) 1 B EEEE B
B P EE(%DIZY Smg £ 250 mg ~ 5mg £ 200 mg ~ Smg £ 150 mg ~ 5 mg &
125mg ~ 5mg £ 120mg ~ 5mg £ 110 mg ~ S5mg £ 100 mg ~ Smg £ 80 mg ~ 5
mg £ 75mg ~5mg £ 60mg -~ 5mg £ 50mg ~ 5mg £ 40 mg ~ 5 mg £ 20
mg ~ Smg £ 10 mg ~ 20 mg £ 250 mg ~ 20 mg £ 200 mg ~ 20 mg £ 150 mg -
20mg £ 100 mg ~ 20 mg £ 80 mg ~ 20 mg £ 75 mg ~ 20 mg £ 60 mg ~ 20 mg
£ 40mg ~ 40 mg £ 250 mg ~ 40 mg £ 200 mg ~ 40 mg £ 150 mg ~ 40 mg &
100 mg ~ 40 mg £ 80 mg ~ 40 mg £ 60 mg ~ 60 mg £ 250 mg ~ 60 mg &£ 200
mg ~ 60 mg £ 150 mg ~ 60 mg £ 100 mg 5 60 mg £ 80 mg ~ &= BID &7 °

[0082]) fES5—EHhaHIF - {b&Y) | B ESE Bl REsz 2 BI{HRLIEY S
mg ~ 10 mg ~ 20 mg ~ 40 mg ~ 50 mg ~ 60 mg ~ 80 mg ~ 100 mg ~ 120 mg =k, 150
mg & QD& T o fE S —FHAT - L&Y | BiHEEEE Fuliiz ZB{ARLIEY S

mg ~ 10 mg ~ 20 mg ~ 40 mg ~ 50 mg - 60 mg ~ 80 mg ~ 100 mg ~ 120 mg &, 150
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mg 2 & BID.J& T « {E55—EHuIT - (Le?) 1 siHEEE b Al iz Z B R LIEY
20 mg ~ 40 mg ~ 50 mg ~ 60 mg 5 80 mg 2 & QD & T - {E5—HEHIF > (L&
P11 BCHEEE B r Az 2 BRfRLI&Y 20 mg ~ 40 mg ~ 50 mg ~ 60 mg 5 80 mg .~
& BID & T -

[0083) fEASCRTHL dHEHEA L —(EEHEFIT > PD-L1 &5 EHTE %
RIRZEL T BRI T » (LI ENEREHIT - PD-L1 GEiE DR RITE AR E
it

[0084] fER—fMEER > RAIRT ZIGFEANEL PD-LL SEfETTR
(B0 - P AIERELLT) 1£4Y 0.01 mg/kg 47 50 mg/kg BERSE ZduE N - fiksm
BOETRTEEZRET -

[0085]) fr—EEfrME G - f40 - PD-L1 &S fEiiila A&l

M+

A - BWAE - B=HAsEMNEE T4 0.01 mg/kg £47 45 mg/kg ~ £70.01
mg/kg 4740 mg/kg ~ 49 0.01 mg/kg £ 4J 35 mg/kg ~ 49 0.01 mg/kg ZE4Y 30
mg/kg ~ £ 0.01 mg/kg £4Y 25 mg/kg ~ 49 0.01 mg/kg £420 mg/kg ~ 47 0.01
mg/kg 247 15 mg/kg ~ £ 0.01 mg/kg %Y 10 mg/kg ~ £ 0.01 mg/kg &Y 5
mg/kg 547 0.01 mg/kg 247 1 mg/kg — R HIEHKT

[0086] fr—7f@{FiC T - PD-L1 &EEEHTRILIZY) 100 mg ~ €200 mg ~ &Y

7/

300 mg ~ £y 400 mg ~ 4 500 mg ~ £ 600 mg ~ & 700 mg ~ £ 800 mg ~ £ 900
mg ~ £ 1000 mg ~ £ 1100 mg ~ £ 1200 mg ~ 29 1300 mg ~ &Y 1400 mg (&Y
1500 mg ZHIEFHKLT 2 A « fE—EFN T » PD-L1 $5& 50K A IE =A%y
1000 mg 4 1400 mg (fia0 » F=78%7 1100 mg £4J 1300 mg - F%0£Y 1150

mg £4 1250 mg) ZHEHET -
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[0087]) fr—{EEERVEHREGIT - ASCATIl 2 HEFA B A ATl
ZAbEP) | HESEE E ez 2 B8~ KB AIEREGT - H PP FIER BT A DA
BERIELY 840 mg ~ F =184 1200 mg BEEFPUAELY 1680 mg L HIEFFARANKL T2
BE - A EEENERET - AT Z S AR S WA AT 25 Y)
| SCHEEE E iz 288 « S FIEREE DT > AP AER B HT R L&Y 1200
mg Q3W ZHEFFARNE T 2E%E -

[0088) fE—{HEHEHIT - ASCHTHL L HEFAR B GRATRE o (0
FrEEHHIT - e AES et 1 B e g8 Fnl 2 2 B K & FER
i > HAsH S BRI BRI o AL —IBRETERI T - BRI B/ R
(NSCLC) » fE—{FEIAHEREHISF » NSCLC & EE eI NSCLC - 115
—{EEERAE ST - NSCLC A~ E7 EGFR B¢ ALK U -

[0089]) fE—{E&EHEHIF - AR (HE AR GHREESRE © f£—
{ELLEAE G > BESERE BRSNS (HNSCO) - fe—{#Rr E ' A
o HEFAEEEEY) | BB SR E e 2 B0 R AR - s e
ARG HNSCC © AE—(FEAE A » HNSCC By 2 R WA ~ CIRE ~
B¢ N Z AR 3 EBEERSE HNSCC -

[0090) fe—EEREHIT - ATl 2 H G AR BB BREERE - 1E
— P EEEST - HeBAEE(bEY) | SCLREEE a2 2 B R P B Al Bk
Byl AP aREANeRRaRE - A~ IIREERAT > ReRELAE
TR EASEEA M (B0 - (§E M A 1V ) BEFE - A5 —(EILEE
o REEE R ATUIREYE IR (G140 - H1H]) SR EERR - (LA EE
pirp - BEZRE R BRAF WT BEZHE
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[0091] 7EXS—ReEEH » ASCERAL 7 —FE ] AR AR ST fif
BERVHEEDE - HpdHE R EES(bEY) | BB %E b olhe 2 B R 1|2k
B W (bat) | sRHESE Rl VBGREE— 21 KRBV E 1 £ 21 R
QD #&F » HFTEFIEREHAIEE — 21 RIBIAZE 1| R BW KT - £—(HE
FaBis 22 Fs NSCLC -

[0092] 7EXS—REEEH - ASCRRAL 7 —FE ] Y AR STt > 58
FEHERE - HPHaREEE (e | SHEEE Fn Bz 2 B R e |
PREEST > Hpba® | BCHESEE Frl e A — 21 REMZE 1 £ 21
K QD #&7F » HFEFBREHARME— 21 REBHIZE | R QW T - fi—(#
FHEWFIF - FESERE By HNSCC -

[0093] 7 XS—REEEH » ASCRRAL 7 —FE ] AR STl B
BREIHORE  HPHSRAEELEY | SO EE R 2 MR TS
FIEREEDT - H (bt | SRHEEE ol pez VMG aE— 21 KB F 158
21 X QDT » HFPEFIBREHAEE— 21 R E 1 R QAW T « 11—
[MERGIH - BEERER BRAFTWT BEERRE -

[0094] 7EXS—ReEEH » ASCERAL 7 —FE o] FIRY AR ST fif
BERVHEEDE - HpdHE R EES(bEY) | BB %E b olhe 2 B R 1|2k
BEh > HA(ba) | sRHESE Rz 2 BGREE— 21 KBV E 1 £ 21 R
PA&Y 5 mg % 100 mg 28 QD #&T » HFEFIEREHUAIEE— 21 KI5 1
KEAZ) 1200 mg 2 &8 Q3W T o {E—{REIHEEEHEIH - Bl B AA S >

NSCLC -
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[0095] #: S 55—Retirp » ARt 7 —Fda] F Y S FEAIA S Rl 2 BE
SRRV GRS > Hipd e AE S bat) | LSS F 2 2 B K A
PREEPT - H bWy | s B8 B alhe s B sh— 21 KRR 55 1 2 21
REAE) 5 mg £ 100 mg 2 & QD % T - HFIEFIEREFHRES— 21 KiEHZ

1 R 1200 mg 2 & Q3W &7 - fE— (M &I - BESHRE & HNSCC -

[0096] 3 55—Retrp » ARt 7 —FEa] F RS EAIA S Rl B
ERBIHSEL - Hi SR AEa(be?) | sHEEE Fal iz 2 B8 K i
HMIEREEDT » H{ba¥y | sRH B 88 e 2B 36— 21 REIIZR 1 £
21 RLPA&) 5 mg £ 100 mg 28 QD & F » HFTEHERE T RS — 21 KA
Z% 1 RLIEY 1200 mg 28 Q3W & T » fE—(EE T - BEEE K BRAFT
WT BB -

[0097]) #:355—Retrp » ARt ¥ —ERRaFEmE s ta?) 1
BCH GG % B[Rz B R P RER B S a0k > Hbed) 1 BB b
P2 ZBRARESR— 21 RIEHIZSE 1 2 21 K QD &7 HFEFERBEIUAILS
— 21 RIFEHZH 1R QIW & T » AE—(EEHEBIF » %At Ry NSCLC -

[0098] S 55—Retkrf » ARt 7 —TER N aFBESERE et
Py 1 BB % Bl 2 B RS MIBRE L S &0E > Hpbad) 1 A E

g bz 2B RESE— 21 REMZFE 1 2 21 K QD & HFTEHMEREHi (R
A — 21 REAWZ% 1R QW & T - fr—MEHEHIS > BESARE & HNSCC -

[0099]) 3 55—Reterf » ARt T AN aFERCRB 2 E8a(t
) 1 BB EE E e R TR RIERE T sk - Hiba ) 1 B
S PR ZRRRAESE — 21 RIAWIZ S 1 2 21 K QD &7 HTEFEREHT
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HAEsE— 21 RABHIZ 5 1 R QAW T - fE—(HEEHI+ - RERER
BRAFT WT Bfa 25 -

[0100] 7EXS—ReEEH - ASCRAt 7 —ERAEEIE 2 Ba2ba? 1
SR [ R MR TR FIBR B A G B0E » H(ba) 1 SiLE%E
AR B EE— 21 RBHIZ 5 1 2 21 KDY S mg £ 100 mg 28 QD #%
T HFTEFIBREH RS — 21 RBEHIZE 1 KP4 1200 mg 2 8 Q3W T -
FE—EEAEEHEEF - i RAA S 2 NSCLC -

[0101] 7EXS—RefEd - ASCRAt 7 — A AHREGE Caats
Yy 1 BHBREE E IR B R BB a5 - Hi a1 88

g ol BRI — 21 RIEHAZ 58 1 2 21 REEY 5 mg £ 100 mg 2 &
QD T BRI FIBREHAIESE — 21 RBEHIZE 1 KLY 1200 mg 2 & Q3W
T o AL —(AERGIH » SE%RE S HNSCC -
[0102] 7EX SRS - AR T —ERANEEEERR 881k
G 1 SR EE E T 2 B R TR BR B S AL - Hahat) 1 B
BREE AP AT — 21 R 1 %2 21 RPI&YS5 mg £ 100 mg 2 &
QD T BRI FIBREHAIESE — 21 RBEHIZE 1 KLY 1200 mg 2 & Q3W
BT o i —(AERGIF - BEZE S BRAFT WT 2EERE -
JEIETIE

[0103] ASCERE TIERATE BEMEE (B2 - NSCLC) - JE%
& (B2 » HNSCC) BB &R (40 » BRAFT WT B &) 2 7% < f£—(H
fleg - ZTEEERTAREZHERE  ZAGFEEELEY | K
B&EE IR HIR PD-L1 &5 & 550K - (ES—EERLIF - ZEE ST
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AUEZHGEEL e AEEbet) | BOLEe%E b2 2 B K A
PREADT -

[0104] fE—{EReH T - ASHRA 7~ e A FE Z EEHIIE 2
% BAEEERTANEZAEFE e A (be) 1 BOLR%E L
A2 288 K PD-L1 S5 & fEHTH] - Ao — (RS > AR M 7 — e A H
B2 BENAE L A AR ERTANE ZEERE e AEE
{ba?) | B BE%E F i 2B R P AER AT AL —(EEHEBT - 2 5
NSCLC -

[0105]) fE—{EReHT - ASCRA T e A FE L EEHVBESE L
H o AR SRTAME LGRS R AR EEEY) | BB %
AR 2B K PD-L GEEFEDTR] » A5 — (ST ASRM 7 —aE A
FEEEESEE LA AR ERTANE ZEERE e RA
BEbeV) | REEEE E a2 2 B NPT MERES o A —(FEHEHT  5E5A
J5% B HNSCC -

[0106] fE—{HEREH T - ASHRM T —HaFARE L BN ROERRE
LA SRR ERTANEZAGEL e AuEte? | 8L
g bz Z B8 K PD-L1 &R - AL —EREET - ASHRHE 7 —fiaH
AREZBBNRORB LA SR THUE ZHEFE  ZlE
BEEEba?) | BCOLEe%E F 2 2 B8 R MR - e —EEHEfI -
RO Ry BRAFT WT B2 -

[0107]) AR A2 —MEREHIS - {bEY) | BCLRE%E Fnlhz
2 Z BRLIEERIE QD T AEEI TR T » LA 7R 2 S— M EHE
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1> (G 1 S EEEE R AT 2 EA DUE ER E BID f TG TIET - fi—
EEREIH - T AORET (PO) » HobaY) 1 sUHEEE [ Thez ~ BigheE
AU Ry SERI B EE - fE—(EEHGIF - (L&) 1| SHEEE | e 2 HHARLILY S
mg % 250 mg ~ 5mg % 200 mg ~ 5mg % 150 mg ~ 5mg & 125 mg ~ 5mg &
120mg ~ 5mg % 110 mg ~ 5mg % 100 mg ~ 5mg % 80 mg ~ 5mg % 75 mg ~ 5
mg % 60 mg ~ Smg £ 50 mg ~ Smg £ 40 mg ~ 5 mg % 20 mg ~ 5 mg £ 10

mg ~ 20 mg % 250 mg ~ 20 mg % 200 mg ~ 20 mg £ 150 mg ~ 20 mg % 100

mg ~ 20 mg % 80 mg ~ 20 mg % 75 mg ~ 20 mg % 60 mg - 20 mg & 40 mg ~ 40
mg % 250 mg - 40 mg % 200 mg - 40 mg & 150 mg ~ 40 mg % 100 mg ~ 40 mg
% 80 mg ~ 40 mg % 60 mg ~ 60 mg % 250 mg - 60 mg & 200 mg ~ 60 mg % 150
mg ~ 60 mg £ 100 mg =% 60 mg % 80 mg 2 & QD & F -

[0108) fES5—(EEHEHIF - (L) | BCHESEE 1 nlies BN &
$EMI HLALY 5 mg 22 100 mg 2 & QD & F o fE—EEHBI+ - (L&) 1 BHE
g | CEMALIE) 10 mg 2 & QD & T - fE—EEHEHIH - (L&Y 1 8
BBE bR CHEMARLIZT 20 mg 28 QD T o fE—(EEHERF - {bEY) 1 5
HE#E Tz 2 BALDI4T 40 mg 2 8 QD T - E—(@EHHIF > (LEw 1
HE# o[z 2 A4 60 mg 2 8 QD T - fE—(EEHHIF > (L&Y
1 S HBEEE ROl 2 B LI4T 80 mg 2 & QD T -

[0109) fEASCRTIt 2 AR —EER I - (L&) | BLEEE F e

22 HHLIET S mg % 250 mg ~ 5 mg % 200 mg + 5 mg % 150 mg + 5 mg E 125

]E[f'l

><F

mg~5mg £ 120mg ~ Smg £ 110 mg ~ 5mg £ 100 mg ~ 5 mg £ 80 mg ~ 5 mg

Z£75mg-5mg L 60mg-~5mg £50mg-5mg £40mg -~ 5mg £ 20mg - 5
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mg £ 10 mg ~ 20 mg £ 250 mg ~ 20 mg £ 200 mg ~ 20 mg £ 150 mg ~ 20 mg £
100 mg ~ 20 mg £ 80 mg ~ 20 mg £ 75 mg ~ 20 mg £ 60 mg ~ 20 mg £ 40 mg -
40 mg £ 250 mg ~ 40 mg £ 200 mg ~ 40 mg £ 150 mg ~ 40 mg % 100 mg ~ 40
mg &£ 80 mg ~ 40 mg £ 60 mg ~ 60 mg £ 250 mg ~ 60 mg £ 200 mg ~ 60 mg £
150 mg ~ 60 mg £ 100 mg ¢ 60 mg &£ 80 mg -~ & BID #71 -

[0110] FEASCRTHC . 7 A0 —EEHEEI - Fla0 - PR ERE A LA
BH - -5H - 5WHA HEEIUEIE T4 0.01 mg/kg 24 45 mg/kg ~ 49
0.01 mg/kg £4Y 40 mg/kg ~ 49 0.01 mg/kg 249 35 mg/kg ~ 49 0.01 mg/kg 245 30
mg/kg ~ %9 0.01 mg/kg 4 25 mg/kg ~ 49 0.01 mg/kg £ 47 20 mg/kg ~ £ 0.01
mg/kg 247 15 mg/kg ~ £ 0.01 mg/kg %Y 10 mg/kg ~ £ 0.01 mg/kg &Y 5
mg/kg 504 0.01 mg/kg £47 1 mglkg — K K& T -

(O0111] FE—HEENC T > PP FIEREEHTLIZY 100 mg ~ €9 200 mg ~ £ 300
mg ~ £ 400 mg ~ £ 500 mg ~ 2 600 mg ~ £y 700 mg ~ £ 800 mg ~ £ 900 mg -
#J 1000 mg ~ 47 1100 mg ~ 2 1200 mg ~ &Y 1300 mg ~ £ 1400 mg B¢y 1500 mg
ZEERTEN - AA—EFLT - PPEFEREG ] IEF =84 1000 mg £&Y
1400 mg (40 - H=74%) 1100 mg £%y 1300 mg > 4147 1150 mg £&J 1250
mg) ZHEEHKT -

[0112] FEASCRTH . 750 —(EEREEE A - (et | s EE%E
A7 B RIASCATILE T - HTERIERE A LIEY 1200 mg Q3W 2 HI[E
AR T 2B -

[0113]) FE—(EEHEHIT - ALty JiAE—2 EiEE AR (run-in
period) - HAHI Y RER/L 1 £ 14 K - £—HIEERAT - EAHES 14
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Ko AL RS - BEARR 14 K - BAEEY) | HBEE Brlfe 2
B R P FIEREAU A EEAI 25 1 RIET » AE—(#EAERAF - (EEP 1
BHBEEE |l pp7 Z BB A E AN 58 8 REUFR T HHEZ QD &7 -
[0114]) ASGRMt AR B T AT 2 H A BiagE
H—& 7y - AL —EEREAIT - G R EE— (S FEN] - (255 —8 b
o BEE A E B OWEER - LSBT ASERMRGELE  HEa

2-3-4-5-6-8~10~12-~16~18~20~24-~30-~36~42~48~54~60 -~ 66

7

2 72 (@R o A A —EHERT - EEHERELY 2-72  2-66 ~ 2-60 ~ 2-54
2-48 ~ 2-42 ~ 2-36 ~ 2-30 ~ 2-24 ~ 2-18 ~ 2-12 =Y 2-6 {EHHH] - fE—(EEHHIT -
SEE RS LMEREE JAN T OAS I 2 SHEHE » BRI 2 e
(140 PES ~ OS ~ ORR k/2 DOR) ZEZIFTHE Z&ER (BIAIAHE A HT Al 2 £
fe&H PFS ~ OS ~ ORR k2/2¢ DOR {£78) © {55 —EHuAIT - (587 FAiELUE
BRI AL Z S &% - BRIEA B EUEZ ERE—{E =
PHIEE—P I THIA BB (AE) - A3 5—EHERIT > (5887 FRETELUMET R
EHVEIR A Z sSHERE - BEEERFEL -

(0115 ) FEATSCRTAL AR — M E BT - [ Zai i T A PR HTAE

P 12 S0HE - Flal - 1 250K~ 1 245K~ 1 £ 405K~ 1 £ 355~ 1 £ 30

B~ 1B 25~ 120~ 1E 15K~ 18105~ 1 258~ 2 % 507 ~
EASTE 2 FA0F| 2 E 35T - 2 B30 2 FE 25 F ~ 2 F 20 7 »

B~ 2% 107 - 2 % S~ 3 % 507~ 3 F 457 ~ 3 % 40 74 ~ 3 % 35 7~
307 3253 E 20 3FEISH -3 E 108 3 E 5~ 4% 50
B4 245842405 ~4 235K~ 42308~ 422554 £ 20 %
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EH-AE10H 425K -SES0H -5 E£45%K] -5 £ 407 -
Bl S E30% - SE2SH S E20H -5 E 15K~ 5 E 10 ~ 10 % 50 H -
10 % 45 7] ~ 10 % 40 5 ~ 10 % 35 % ~ 10 % 30 i ~ 10 % 25 % ~ 10 £ 20
B~ 10 2 1S B~ 15 S0 7] ~ 15 E 45 B ~ 15 £ 40 7 ~ 15 E 35 B ~ 15 £ 30
B~ 15 % 25 B ~ 15 % 20 B ~ 20 % 50 B ~ 20 % 45 F| ~ 20 % 40 B ~ 20 £ 35
B~ 20 % 30 B ~ 20 % 25 B ~ 25 % 50 B ~ 25 45 | - 25 F 40 B ~ 25 £ 35
B~ 25 % 30 B ~ 30 % 50 7 ~ 30 & 45 B ~ 30 £ 40 F| ~ 30 E 35 B ~ 35 £ 50
B~ 35 % 45 B ~ 35 % 40 B ~ 40 Z 50 B ~ 40 £ 45 F| ~ 5% 45 Z 50 Fl o {5 —
([HEEEREAT > ZFH B HRFIRNRT -

(0116] FERLEEHEMIS - ASCATI L SHEHEAREHRR] (b &) 1
SRS R b T REz 2 B R BT AR ERDT) AT DALTE fig o ER (A & 5 =X
T - Pl > PP AEREPTATEUEEY) 1| SRR B r ez 28R (fEAE]
R) BEER (A —REAEFE—EREIRED) &7 © BT - FEF]
PREIUAEIC TEEY) | SREBZE Bz 2B 2 RIT « fE—LEF0 T - [
BHBRESUAEIE TEEY) | B E%E a2 2B 2 (81T > W[ DHER—XK
T - A EEHHIT > FIEAEREITT LUEE —RIe T (EEY) | scHEgE E
H 2 BB ZRICT o I 0 (bS5 | BCHESE Bl 2 B v DU SR 2
B 1 RICTPTEFEREIZ AIES B LS 1 R&T > Hpbe) | B ZE
bRz 2 BRI REEAE 21 RERA 2 5 T2kAT 20 K QD & T -

(0117] FE—{EEEREHEIF - FIEAERER GRS T - f£—(E
BHIF > FEENEREGTA DIFFARAT TR 48 60 7388 - 203 A LA 258 —
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F o RUFTA RGN E nT LUREEE 30 738 o fe—SEH$ - PD-1 #hid &84
B LIRS R BB £ 1 T
[0118]) fe—(EEHREHITF - FIEFIERESUAIRE T RIET

RS &REmE
o (EPTEFEREDENEA > ST | o SR EITLMoRTEE TR Bl
(AT FHICHIZE - FERISIE - RURTHRIEIFE 2 Ay HET - ¥
o [EEMEEAT 60 THEANNEGER k|  RENEETHREKEE  BEGER/S0E
L MR~ B AR © TREEATHIC 48 -
o JEAL 60 (x15) rENEIEFIEFERE | o JENEHEAT 60 7 ENAYEdEE -
7 e o EFITAINENEM 2R > AFEEE

o WIRERRTET @ AEAERENEHIESE 15 THEASIE - AUFEAE 30 (= 10) 733 P9EE
&5) s N REMER > WAL PTEFIEREEDL B & B E L TR
TR 30 (£ 10) oyl B A an s - R se At AHRESE - AIFEAE 60 (£

o SHIBEBTRIEANEERTATRENE > I 15) 7338 5ERY, °
HAR B HIRILER - JEECKEE | o HREEISTAnyE: HIH BT AHR

EIH ST SRR - & - SCEAERRTER > AR TR
EUR 1R 30 (= 10) 77 gEike A B A dnfE
%

[0119] AR akRA T E L EAIAE (B2 - NSCLC) ~ BHSH
& (20 - HNSCC) BB E S (70 - BRAFT WT B Z) 2 17k » HfteZ
hAEEREERTESANEZ( LG | BOLEE%E Fr[#2 28 & PD-L1 &5
CIEDUE] (BIAPTEAEREEDT) BUERTER « AL R S—8hb+ - (&
Py 1 BCELESEE |l 2 B (R a0 AR B LUASCRT AL & (B4 5 mg %2 100
mg) QD & T - AL AL S —E BT > B ER G A LA AT H LA
ALt 2 & (B0 1200 mg) Q3W % F « AL 55— HARE A > (b5 1 B
SAE b n 12 B R P R ER BT B9 T SR BRI L RUTE Rl AR 2 EA
W SHRGER T » AERERUG AT > (bt | B EE % B n 12 2 B8 K Pl A
PREEPUR[ WA AT T -

[0120] A —HRlt IaFRARE ZEEHINE 2 77k - el

FEEREERTEEFENE LY | SkHEEE oz ~E K PD-L1 454
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FEDUR] (BIHNFPEREREEDD) BVER A EE « AL AL SS—EHT - (be?)
1 BCHBEEE | pp2 2 BB A ASC AT B DUASCRT AL & (40 5 mg %2 100
mg) QD & T - AL AL S—E I > P EREEGTHAA SR H LA
ALt 2 & (B0 1200 mg) Q3W % F « AL 55— HARE A > (b5 1 B
SEEE I HEZ B R P MR B A S T FRBRAA Z B E R A Rl 2 HA
W SHRGER T » AERERUG AT > (bt | B EE % B n 12 2 B8 K Pl A
PREEPUATANASCRTIE T » AE—(ELEAE R G T - A R a0 ARt 2
NSCLC -

[0121] AZUE—BRM TIEHRA TR LB EHINA ST 2 BESARE
W5k iz hAE S RZEERTER IR > aFE I FREaANE Lt
) 1 BB EE T 2B K PD-L1 &S] (FIANFPE AR L) - fEth
AL — 8P > \bEY) | BOLREEE BT 2 B (R A AT H DUA
SR B (BI40 5 mg % 100 mg) QD &5 » fEIIE AL S5—E B+ >
EHIERE L ARAIASC AT H DA 2 8 (B140 1200 mg) Q3W & T © 15—
BERE A > (bW | BOHLREEE Bl es2 7 B R P B R ER B A 65 7 25 B

A AUE R I A SRt 2 BARA 2 SHRGE 1 - AR 7AT - (BEY) 1 5L
HBEBE [ a2 2 B K P NIER BT AT AR T AE—(EEHEHI+ - 58
SERE Ry ASCATAIL 2 HNSCC -

[0122] ASORNRME 7IGHA TR 2 EEIAIA ST BB E R
& Hig hAE ez EER T el iR aFE I EuEsARE LGy
1 B Be g% B o2 2 B8 K PD-L1 GG EDUR] (BIAIPT B AERE D) © fERERR
B ERHT o (bt 1| BCLREEE a2 B R AT A SR B LUASCRT

C256136PA.doc 5536 H - X 83 HEFHHRHE)
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At & (B0 5 mg 2 100 mg) QD & F « (LA S—Ehp+ - FIEF]
EREGUHRATASTII H LA AT 2 8 (5140 1200 mg) Q3W #&7T  fE55—[HH4E
G o ALaY) | SRS %E bz 2 MR R R BRI AR T EBIA
FIE Ry DA SRt 2 B SHRER 348 T « TEMER AT - (e | BCHE
g b a2 B R P R BREE T n A TS T o AE—(EE R+ - BEE
S8 By WA S Pl BRAFT WT B EZE -

[0123] fE—SufFh T » AOASCRTI Y JaH )7 28 EFERE T — T S fE AT
IMBEE » HREMEOE By —TEE S AERIE RG] (B0 - SR a%EI(E
FH 2 384 R/ B AR 2 B SEA IR ~ IR AR - R E AR (A0
RCFAFEIFEER] > f40 - DL 1 £ 2 mgkg/ RZKIE) ~ BEMTENZF) -

[0124]) fEASCRTIt 2 I3 — S E b+ - #HE 52 PD-L1 [51EE
PD-L1 A58 o fE—(EEHHIF » PD-L1 512 PD-L1 JREEFFE AR THC 28
SAKEEE o IE—EERGIH - BE % PD-LL [5G - fi—EEHRA+H - EEFEA
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{& PD-L1 jjRE&Z NSCLC - {E—{REtHHE i+ - £&FEHEH EGFR & ALK
Py A AURRE 2 NSCLC e
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FaREnL ) 1 PD-L1 BYRIRE - AL HAME G - EACRIIR AR FieBiin a5 <
et EE B BEAEYEE L (FI40 - gL ) § PD-L1 (YRIRE - a]LUE
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= E e AR TS BRI Sy o EERETE » {F B3R al iRy PD-L1 235
/KPR S T R R R AR S oo EE - R/EERIR AT Ay PD-L1
IR BRI R R L P R AR I o EE o EE TR - AEE AT E F T
HE R = R AR P (S B R R iy 1 oy EE T LU R = R e e R i B R
EHVREREE LU R R AT SRR AR oo tE o Bl - WRE RS PD-L
puae (fia0 - SP142 $f8 ) 8y IHC FrabE - LA RERI &Ry HT PD-L1 i
B EFE[IA > SP142 (Ventana) ~ SP263 (Ventana) ~ 22C3 (Dako) ~ 28-8
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o AE—EIEE AT - BERERUASHTIL Z BRAFT WT RBE R
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B o AL —(FREE AT - BRI R0 A S AT HNSCC » {1 55— R E i

C256136PA.docx 542 H - X 83 HEFHRHE)

112117719 FEHESE A0202 1123230336-0



202408523

B s RREEEFRNAS AT BEEE - A+ - BEER
8 By A S it BRAFT WT BB EZER -

[0143] fE—(EEHGIF » ACATf 2 HERE GHRY) BEa?) |
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SCHCESEE b ATHE 2 B R TR IR B - ECRII (U3) JEIRUIA S AT 2 B R
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3K~ WSk~ &SRR~ BRAESR ~ BEPRIR - FIRRBRISEERGE ~ RORARISRETTE - B
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BULDAER L GEURERIE L3 AMEER Sy FEIFR)  JEmiHE GEUR

EL ~ COVID-19) » (B maFEREERESE © (d) (F R ERRIMERE T < BEf <
BT % (Megestrol acetate) ; (e) B H &R (FIMIFE ATHVIR) © () STEMEMIHZE
PR BRI 5 T R A SRR B R B RS RE © () $H¥ET MY ERMmEREE F
R R BAREE T B 1% T L ARE & B EAENE 5 (h) & B MR (Bl - Ja ARy
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SERE ~ SSRUMRLIT) ¢ () (EFDTARREEE ~ IR ENGE R/ BUsR R EE (B4 > ZFahE
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TR FH&E -

[0155]) {ERECEHGHIF - APl s B v e IR HFEHERL - HE
¥ © (a) 3JJ/H [ CYP3A4 HIFIRE] (40 » FIHLRE: ~ FFCARE: ~ Bl - =
JEIRE ~ VIR - SCRIEER - AR - ALEER - BETTRKEER - mEE - O
AR - FEERNE - RIZEEME ~ JOUDEEME ~ IERUCHE ~ FEAE - FARDEA it
R ~ SRUAMEE - R BHOEE ~ 4ERIIECR R A A o T e E il 7D 0 (b)
5877/FP R CYP3A4 SEER (B0 - A& ~ REPET ~ 23~ BRI 3R
B ~ {fOEFE M ~ BV ~ (KEIEK (etravirine) ~ FEIEE - HER4L
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Bz ~ AP ~ TR a8 (e bt T AR Bl s e L i B B SR 2

ESSpoNKIIEERR
[0169]) FeATSCRL.Z AR S —E AN » B2 AL TR frd

MERTBAE L ~ AHARMEATSR (P10 - PRZEMEMSE SRAE 3R) - BEYIRR 3 MERT R Bk 3
RTS8+ BT R ER A A B RS BT S i 1l R S BB M 3R 2 584

[0170]) fE55—EHabI - At s BB T Al 2 s &
AT =N AR EERE - RERESEYIRAERTURRE 6 » 5
TEPS APl 2 SH S5 2 TR BN R B2 BN g E 2 e - (AR
MRS RO (GnRH) (A EEEHUEIAC AR A 7 BURIEFEE (B0 AT
BRI ~ TEWNIRRE  MERZBEGIEARRE) JHEFRERID -

[0171]) AEASCRt 2 )7 S—E B - APt B 14 KE
TR R =21 (DA SR ARG ~ TR B ) NARBZ 8
H, [HERE SRR 2 SRl aR o AEASC Pl 2 J7 AR S— B pH - ASCpri
ZEEAL 14 RECTLIEEEY R =1 (G A ST 2 e R e < Rl &
Fo) AR SZ BB B B CYP3 A4 HIR| Sl P i CYP3A4 SEAER
TERTIEHEE ©

B4
[0172] ASCATil 2 dHEBEA TRt Ryl & — R e S AR ATS AT F i 152

TZABNEM - AL —EEHEAIT - ZEEERE AR OA SR E PR E
e T 2 bay) | sRHEE % e e 288 - {15 —EHbT - 2B ERE
EART MR E B R — (L) 1 B R g8 a2 288 > Hp ez Eeda
2R TR SR AL R &

C256136PA.docx 551 H 0 3 83 H(EEBHREAE)

112117719 FEHESE A0202 1123230336-0



202408523

[0173] AR H—tEEE(LEY) | BCHEEEE Folhez ~ B F PD-L1
SO TR (B0 FIER D) < BLREE - —REN T - SaE P
SEELTE - ZELTEES AR ER PD-L1 &&REHEN a4 Rk i
- TSR ECRERIEAVEREA o E—(EIEE I - A2 f NSCLC - 1%
—(ERE G+ - 5ZFE%RE f HNSCC - f—(EIEEE G+ - 2B EEH
Fs BRAFT WT BEZH - (E—([HEHENF - ZELE— P ESEELITE » &%
L AL S A P FIBR BE LB (L &) | BCHBEBE Pl Re ~ BIsH & oK
SEREUTA S Fril 2 BB AT A S BTt 2 NSCLC ~ HNSCC - = BRAFT WT #¢&
ZIEAVERA -

[0174] fE—EL(FN T - PD-L1 &S HEHUH (B0 - FIEEFIBRESD) KA
G 1| BCHEEE e I E — A RS R A SS EaH A S E R
O~ N~ RBOERES o By S AEA PR o sEBEE - B GEE
FLIFEEIR) B o GEUF HEH =N 55 <& (hastelloy)) « fE—Lb{F
SN 0 B URFFELE] - W AT ES e S BRI H R R e o B
B R R R B AR R HoAt Ak - s A4
T - MR - BIEES - Bt JESTSS R BRI ERSRIAE - i
U BT A RE— e Al A AR (B0 - FRYMEER SRR iR
Hil) o FAA—TEE S AREER 2 i G2 a EAE B ~ /I ~ REOESTES -

[0175] ARl 2 A R s B4l v BB IR A 2 (£ — 5 A A
WA Tt BERTALEY) | BOLEEE ez 2 B /=0 PD-L1 &5 &4
B (0P I R B ) BYEREA

-y;774
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[0176] LUT RfR A SEIARRBIME EHER -
[0177] EHafI 1 —fEHSHE > HEE

N=—
(5
N
_N
T
” N~ N

H2N ’

@ ta? 1

B HLEREE P B R
(b) PD-L1 4 &5 478 -
[0178) BB 2 NEF MG | ZAHLHEE » Hobsk PD-L1 & S54 5

it PD-L1 Jjifg

[0179) EHEBI 3ANEHEH] 1 2k 2 &L - Hi el PD-L1 Hife
P FIEREE S -

[0180] Ehif 4 &G 3 ZaHEHE - Hbahy 1 siLEEsE o]
P72 2B SR — 21 RIS 1 £ 21 K QD &7 HIPEFER BT 5B
RIS 1 KA -

[0181] EHEMI SANEHER 3 ZsHefek - i {bat) | BiEegg fr]
ez B SR — 21 RIBEARYES 1 & 21 K BID f& 7 HTEFEREHAE 45
21 RBHIRTER 1 RIET -

[0182] EHEpI 6. A0EHER 1 £ S PE—IHZEEHE > P (EEY 1
BHBEEE | alppz 2 B A DA R BB ORI T -
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[0183) EHEpl 7. 208 M 1 £ 6 PE—IHZEEHE > P (LeY) 1
S BEEE [T pesz ZBfALIEY Smg £ 100 mg Z BT -
[0184] EJEpl 8. ANEHER 1 £ 7 PE—IHZEEHE > HP(LEY 1

s HLBREE Ry Y BE(4 L 47 5 mg ~ 10 mg ~ 20 mg ~ 40 mg ~ 60 mg ~ 80 mg =,

%

100 mg Z BT -

[0185] EFhif] 9 EHEH] 3 2 8 FE—IH L AHEHEE » H AP IEFIER
ALY 800 mg £4 1400 mg Z & Q3W &7 -

[0186] (] 10 MEHGI 3 2 9 PE—THLHERFE - H A REFER
B AL S EEIE 1 REILT 1200 mg 2 BT -

[0187) EHMI 11 MEHMI S 2 10 FE-THZHGHEE » HPEE
— 21 RIHARME AT 1 Tba) | BCHESE b olhez 2 B FETR DL 840 mg
Z BT FIBRE DT -

[0188) EHEMI 120 M 1 £ 11 FE-THZAHGHEE » HfZiE
AR TEARE L EE  ZEEEAME - R EERE -

[0189]) Effl 13 MEHGI 12 2 4HEHE » Hoaz B % PD-L1 [5

[0190] EHaBI 14 0EREH 12 3¢ 13 Z&HEHE - o B {xs PD-

I

L1-

(0191]) EHeBI 1S MEREH 12 £ 14 PEIHZHEFE > HP%ES
{6 PD-L1 -

[0192] BBl 16. WEHEH 13 2 15 PEIHZHEFE > HF#% PD-
L1 5t dgrh PD-L1 o ysHak(E52 (IHC) HIEAHE -
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[0193) EHeBI 17 0EREH 12 2 15 PEIHZHEFE > HPZES
BRI/ NREATE (NSCLC) ~ SHSAENBHIALIAEEE (HNSCC) B¢ BRAF WT By

[0194] BBl 18— T aFAFTE BB - SHAFEEROREB L
FE - AR L eI TAME LR - MEEEAES

N\
(5
N
_N
‘gl
” N~ N

H2N ’

@ ta? 1

B HLEREE P B R
(b) PD-L1 4 &5 478 -
[0195) EFiiff 19 40EFHEFI 18 Bt 173% » Hrb » PD-LI G5 &5

Pl PD-L1 fifg
[0196] EHE® 20. 0 EHEHY 18 257k » Hrf i PD-L1 HifS @& Hlex
B -
[0197) EHEBI 21. W& HEH 20 2 J57% > HpaziaFiEE
(@) {E55— 21 RAERARYER 1 £ 21 R QD T {LEY) | BCHEE S Eal iz 2

R

(b) fEaZ 55— 21 REHINYSE | RIETFIEFERELT
[0198) BB 22. 0 & HaB] 20 2 J57% » HpaziaFiEE
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(a) (55— 21 FIBIARIE | 5 21 K BID T (L&) | SILEEE R T
E R

(b) fEaZ 55— 21 REHINYSE | RIETFIEFERELT
[0199) EHe®l 23. 0EHEH 18 £ 22 E—IHZ F7k » HfEEY) 1 ¢

HB&EE a2 Z B R LA se M B R IR IE T

[0200] EHEB 24. 0EREH 18 2 23 E—IHZ F7% » HfEEY) 1 ¢
HEEE bz ZB(RLIE S mg £ 100 mg BT -

[0201]) EHaB 25 EHREH 18 £ 24 E—IHZ F7k » Hf{EEY) 1 ¢
HESgE o]z Z B30I 5 mg ~ 10 mg ~ 20 mg ~ 40 mg ~ 60 mg ~ 80 mg ¢
100 mg Z & -

[0202] EHEB 26. MEHEH] 20 2 25 E—IH L F7k » Hfr I AERE
PUALIZT 800 mg 4 1400 mg 2 8 Q3W T -

[0203] BB 27. 0EHEH] 20 2 26 E—IH L F7k » Hfr APk E
USRS 1 REIEY 1200 mg Z &1 T

[0204] EHEB 28. WEHEHY 20 2 27 E—IHZ 7k » HfaZ ik —

SHEEA (un-in) #] > ZE AR S22 B — BB e T RGP 1 5
HBEE F O B8 > 512D 840 mg 2 B TR FIEREELT

[0205] EHEB] 29 EREH] 28 2 )57k  HpZEANEE 1 £ 14K -

[0206] EHEB] 30.0EHEHY 28 B 29 2 57k » HApeZEANIRy 14 X
HAbEY) | HESEE | o iz 2 B8 K P AR R Gz EAIRYSE 1 K%
% o
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[0207]) EHaB] 31.0EHREH] 29 3¢ 30 2 J57% - Hp(be) 1 B BE%E
AR 2 B % B AHIRYER 8 KB QD &7

[0208) EHEB 32. 0EHEHY 18 % 28 E—IH L Fvk » HfaZ &%
PD-L1 [51% -

[0209) EHEB] 33.0EHEHY 18 2 28 B 32 P {E—IH L J57k - HoeZ &
4= PD-LI -

[0210] EHEB] 34 EHEHY 18 2 28 B 32 % 33 P{E—IHZ J5ik » Hrp
2 EE A& PD-L1 -

(0211]) EHEB] 35 EHEHY 18 2 28 B 32 % 34 P{E—IHZ J5ik » Hrp
#% PD-L1 [ {58 M PD-L1 REdH k(b2 (IHC) MEAHE -

[0212] BB 36. MEHEHY 18 2 35 E—IHZ 7k » HAraZiiiE Bk
/INllipERTifE (NSCLC) -

[0213) EHEBI 37 0EHEHY 18 2 35 E—IHZ 7k - HA X BESE &
BESHED IR ATIAERE (HNSCC) -

[0214]) EHaB] 38. MEHREH] 18 £ 35 PE—IHZ 7k » HPZBERRE
B BRAF WT &g -

[0215] BB 39— EFAFRE L EEHINE - RO RE L
Hik - AR REEERT AR AR aFEIEAEANEZEEY 1
B HEE % F 12 2 B K PD-L1 & GiE TR -

[0216] EHEB 40. 0EHEHY 39 Fralt” Jiik » Hor > PD-L1 & &fEHiH|

Fsti PD-L1 HisG -
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[0217] EHEBT 41 0EHEH] 39 240 2 J57% » A HT PD-L1 58 Rl &
FIEREES
[0218] &I 42. 0FHEH 41 257k > Hep -
(@) (b?) 1 BCHESEE Falfz 2B R SE— 21 RARYE 1 £ 21 REEY
Smg £ 100mg ZE QDT : H

(b) FIEMEREEGU AL Z R — 21 KA 1 KL 1200 mg Z &4 T -
[0219) BB 43. 0EHEH] 39 £ 42 PE—IHZ 7% » HfEEY) 12

HE#E PRz ZBRLILY S mg ~ 10 mg ~ 20 mg ~ 40 mg ~ 60 mg ~ 80 mg =X,

100 mg Z BT -

[0220] EHf 44 EHH 39 £ 43 FE—TH L J50E - KAz IE
/INERfRRE (NSCLC) -

[0221] EHH 45 MEHB 39 2 43 FE—TH )77k - HPZEGHE &
PFHEA BT A 4HATSRE (HNSCC) -

[0222] EHf 46 MEHHI 39 £ 43 FE—TH L 7% - HPZBEERRE
B BRAFT WT BB -

[0223] Ef] 47 —1EEELEY) | SCHESE FalH7 2 B R e Ak
BHRVAH S ROERTY ERENASC AT 2 filiE ~ RSB AR R (U1) -

[0224]) EHWI 48 MEHLNI 47 2 Flik » HE— D EEGEETE > 24
BETEREE T (@ EFE— 21 RIBEHAVE 1 £ 21 R QD T (LEY) | SCHEZE E
2 M R (b) TERZ R — 21 RIBHARYES | RAI& TR FIEREEDT

[0225) EHif] 49.00F il 47 B¢ 48 2 AR —SHEE () {E% 56
— 21 REHIAVE 1 £ 21 X QD #&4J 50 mg % 500 mg 2 L&) 1 s HEE %S
C256136PA docx E 58 H - X 83 H(EFHARIHE)
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ERREZ R R (b) (R — 21 RIBHIHYES | K74 1200 mg & flE A ER
B -

[0226] EJf] 50.—~fEEE(ba?) 1 sHEEE bRz 2 B8 R P IR
BEHHsH e FOER N RIS Y 2 Fik (US) - s2 255V R aRatiRE - BESHEE SR
BERE -

[0227) EHEp) S1.0FHE 50 2 ik - HiE—FPaEE : (@ fFEFE— 21 K
HEAREE 1 2 21 X QD & TEEY) | sRHES S Ealiee 2B R (b) (£4 5 —
21 KAEHARSE 1 K Q3W Tl B AR B -

[0228) Eha il 52. A0 HEH S0 8¢ 51 2 fik - HoE—PHE © () {EFH—
21 KiBHIRYE 1 £ 21 K QD & (baty) | sRHEEE Fujfe 280 5 K (b) f18%
F— 21 RIS | K TP HIERE -

[0229] Ehf] S3.E P 50 £ 52 FE—THZ A4k - HE-—FEE
(a) 55— 21 RFEHARYEE 1 2 21 K QD £ T4 50 mg % 500 mg Z (L&) 1 54
HBEE P2 288 0 K (b) fEZ R — 21 REEHARYSE 1 K& T4Y 1200 mg 2]
EAIEREEAT -

[0230] EhEfl 54 MEF B S0 £ 53 PE—IH L Huk -
F7E O {18 =R 2 A

[0231]) Ehafl 55 MEHHN 47 £ 54 PE—IH 4R - HfEEY 1%
L&y 5 mg 2 100 mg ZE5/% T

[0232] Ehafl 56. MEFHH 47 £ 55 PE—IHL A%k - HAEEY 1%

LIZJ 5 mg ~ 10 mg ~ 20 mg ~ 40 mg ~ 60 mg ~ 80 mg B¢, 100 mg > &% T °

_E_.
ap
o
g
il
)
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[0233]) EHafl 57T MERHN 47 £ 56 HE—IH L xR - HZiieE Ik
/INATAEATEE (NSCLC) e

[0234] Fhafl 58.MMEHH 47 £ 56 PE—IH L H#k - HAZIES e K
BRSHER SN 4R (HNSCC) -

[0235] Ehafl 59 MEHH 47 £ 56 PE—IHL ik » HfZBEaRg
B BRAFT WT B EZEH -

[0236] Ehf] 60.—~fEE Z(ba?) 1 sHEEE bRz 2 B8 R P IR
Byl ERE - KA aRieE - SRR aRE -

[0237]) Ehafl 61. MEHEH 60 4HEHE - H () (bt | SiHE
&% bRz JHMRES— 21 RKIBHIRYE 1 £ 21 X QD &7 5 H (b) FHEFIER
BRI EZE— 21 RIBHIHVE 1 R QW& -

[0238) Ehfl 62. A0EFfB) 60 5¢ 61 L HERE - Hef (L&Y 1 5
(B84 ez RS — 21 REHIHE 1 £ 21 XQD#&T ; H (b) [
HMIEREGU R S — 21 KBHHYE | KIET -

[0239]) Ehafl 63. MEFHEH 60 £ 62 HE—IHLMHEFE » K (@) 4
50 mg % 500 mg Z (L&Y 1| BCHESEE PR 2 MRS — 21 RIEWIHVE
£ 21K QD & T : H (b) 47 1200 mg Z P FEREEGT AL 55— 21 KEHAHY
F1RET -

[0240] Fi il 64 MEHEH 60 £ 63 HE—IHLMHEFEL » &
FEELFE W 1 2 2 A -

[0241] Fha il 65 MEHEH 60 £ 64 HE—IHLHEFEL » HF(LEY)
1AL S mg £ 100 mg Z & T
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[0242] EHaBl 66. WEHEH 60 £ 65 E—IHZHEFE > HPbeW)
I f2LA&7 5 mg ~ 10 mg ~ 20 mg ~ 40 mg ~ 60 mg ~ 80 mg B¢ 100 mg L Ef T

[0243] EHeB 67. WEHEH 60 £ 66 TE—IHZMHEFE > H ezl
FIE/NHAERTHEE (NSCLC) -

[0244] EHeBl 68. MEHEH] 60 £ 66 TE—IHZMHEHE » H A E45HH
J Ry BESAS iR alIAERE (HNSCC) -

[0245] EHaB 69. WEHEH] 60 £ 66 TE—IHZHEFE » HFZRE
ZJ55 5 BRAFT WT &g -

[0246] LUTEBAFEMERAMIERSIM: 2 = ER

¢/
[0247] EHI1 : JHERSAINOERGNRE

[0248] &/ - £ SOmM fEE BN ER (pH3.0) LA 60 mg/kg 2R

sRBC{EE) 1 e T PD-L1 mAb (Mu IgG2a {77 PD-L1 > LU &4t PD-L1) &
Hi gp120 [FEIRIEEE (Mu IgG1 $i gp120 5 DU FH B [EI RV EE) JHEC A 7 20 mM 4
et JEER ~ 240 mM EERE ~ 0.02% Tween 20TM &8 (pH 5.5) FRHVIBIK
CIAR4A%5E 7 ERITE By S0mM FEEERE S4B TR (pH3.0) »

[0249] &HAEE - K EMT6 FLARFEAREIRA L 258 » DI E AR
UZFE - AL 101 EEERFE & Matrigel ™ (BD Biosciences ; San Jose, CA) 7.
Hank ~“P#8A7% (HBSS) F1 AR SRS HEE « R EEYIMEARE S - £ F
LA 100 mL 7 FSfEftE 0.1 x 10° {E4HAF -

[0250] /INERFEREIEAY o RHETE 141 2 196 mm’ #0[E NAYRERE . 10.6
i Balb/c /NEEIT Ay ECE] 4 {EIAFE4H - B4H 10 &/NE, - (R4 ZERIMGHT - &5
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dHZ PHERERSTA Ry 165 mm® © “ISHIAEE R 19.94 g - FTAREEITAN 20 ¢
ZVPHERGERTE  AiETE 10% 2R ERESECE I TIREE - S /NI
R P EREE o [/ NG ERREL 28 K - BE H B IS — (SR
FEE RS RIS (R AL 12 T BAls L RS EEHY >20% HYIFM M ZE483t0 - 458
LR 28 K - WAL BFE LRI ERIEZ RN » WA 102 REEH > K
IR ERE Y/ N B R B 2 EEST

[0251] %= 1JGE 5
REKE FERER

4H % B (mg/kg) (ul) B PR BIEHE R

PO >

1 HE; ER gpl20mAb 0> 10/5 200/100  IV/IP QD BIW 0-21

2 1E&EY1 60 100 PO QD BIW 0-27

B1 PD-L1 (6E11.1.9

3  LALAPG) 10/5 100 IV/IP BIW 0-24
PO >

4 1L&®71+ P PD-LI 60> 10/5  200/100 1v/IP QD> BIW 0-27

[0252] MERE ASEEAIE o [ Ultra Cal-IV R R (BU5% 54 - 10 - 111 5
Fred V. Fowler Co. ; Newton, MA) {ERI{FEE EL4EE (RFER A9 HAlEAmRR
T AR TR R

BRI () = (R x BULHIREY) x 0.5

(0253] {ERIZEHIRTIEEMA A >50% 2 IERTHLBRAELR B4 1
B PR MRAREBEIEENE 2 EE L BERERT 2IEEE CR) -
{#5F Adventura Pro AV812 £} (Ohaus Corporation : Pine Brook, NJ) HI= &)=
B - i A E R (L (SR 4) - R TR RSt
EE

AR EE (L (%) = [(BAIASE/IIARSE)-1) x 100]
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[0254]) AR5 RARMIELES o R EREEE 2HE80Y & » R
ARSI AT T B A B - (A R (WA 3.6.2); R Foundation for

Statistical Computing; Vienna, Austria 7 5 7E N EHE A E R4 BT S
TR - 2% B ERNEEEE S TR ERFERE L EEE (1] Imed ~
mgev ~ gammd4 + multcomp ~ settings ¢ plyr) KK H tidyverse 2 2&{EFE=(EL (]
471 magrittr ~ dplyr -~ tidyr & ggplot2) (Forrest % A ; Cancer Res 2020; 80(22):5089-
97) - ¢ 0 (Fe/IME) E| 8 mm’ (FAME) < FrA RIS En A B
WLSE G AT RETE » AT E R R AT Sy 8 mm’ « AR IEFIEFRMIIR
GEA (GAMM) DU B B84 B IREYRIER R 5 sk T A s 4 e
AEtERENGE] < (L - B JARRER THE—tHRHR C EEHIE - TR T
B FE&E R AT R R HH R RE

[0255]) Mg RANGIE oEL (TGO RFRAL KRR RE TE S I B4 B[R ARLED
{5 > STEHELIAREIE & TR E AL [F— B RN (B % - RIS 4
< &g TNiEfE (AUC) ARV o EE# 2 o IREFRRPIERERUE - Hd 100% 2=
MEE - BAE > 100% FoROHR (BEFRTEERIUE) - 95% EHEE %A
SEALEHSE  ERNRSBEAREN ZJBIEEE - A RHIEFRRERERS S
SRS R 45 N ERE (AUC) W4 RS (R T 7 hY 22 4% Bh (endpoint
Gain Integrated in Time » eGalT)) 7 7552 o & 7 HEEN AUC 2 A EH%E > it
HianhE R AR AUC ([EIETRRESER—b - SRS~ HEBE
BRI (B > BEE R EABREZIE [ —F) - AUC 2 REREREE—(L5 [k
GRFEZETE - IR IEHEGRM AR BT B e 8 AHE
ZIE EE ) - REREREE (b5 et B E A ST B S AT E| L A GUHUER
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AUC FriRHVIALE BB AR R - (E8ER | B b RE e S (E P fE
5T BAERIERY AUC {ERR UL ERFFEEI 2 P 58— 12K B - [JEI 8 7REE
BRI/ RHVEEAL - BAFIE IR EER 0 2 4 R ¥ (GR) fE - GRERE - HifEH
RUERNFR - 95% (SHEEEMAAT B SR K Bk 2 [ # T & -
[0256] B#EEE 2 FE—RK AUC £ HELNI SRR 2 SE(E R« 4 &

R E SRR R TR (T B B R 2 1% - RS S sE N fE et
B2 AUC K15 « BT B AUC 54 RS - $HEHEZIG EHERE 2 anhE
AT AUCIEITIE - AMERETRIRENEF (L - LR — (PRt -
E4RIERY AUC (ERRLAEERFEE 2 SEH—F « BRIARE FAVESUYE RIT
HARAHENE PR - ZEEZBREN S BAREE/ERX - FERR
4R BEFRTONE - B OfERENR o ERIE - ERAERAGR - ERE - E
FEHARAAR R o AR BT > RErEEER] AUC 2 £ RH

[0257] {77 EMT6 FLAR#E 2 Balb/e /NEEH - AL E—ZERILEY) 1

(60 mg/kg - PO » QD) ~ 1 PD-L1 (10 mg/kg » IV » S5—HKl - ZX(& &y 5 mg/kg
P> W) » LS 1 KH1 PD-L1 Z4HEER R sEEDIIERLIR - B

—BER AR R DIR  HAAE A B - (&%) 1 51 47% TGI X -
0.033 GR » H#$ii PD-L1 5 30% TGI } -0.022 GR - MHEEZ T @ {E&9) 1 Bl
PD-L1 ZZH&TE4A5E 20 RISHRIR L RET RIS < W SR HilER SE - I
FAHEERIEER - 5L 92% TGI J -0.098 GR - 5} » 11 28 REEEESHIE 1L
REIEFRER BRI - Hd 1/I0PR R 5/10 CR (2 RE 1 - [H 2 -
3) o MFEMAREB (L O LhATHEE - FrA AR B EA BT -
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[0258] % 246E&E%) 1 Kdii PD-L1 dHEREE BALB/c /N .2 EMT6 H,

RREEHY R B DEAE

£ R¥LL - LN EE %TGI
e % (Fb) (FbB) PR EOS CR
1 N 0.000 (0.000, 0.000) 0 (0, 0) 0(0.0%)  0(0.0%)
2 w=x7/R! -0.033 (-0.075, 0.009) 47 (14, 67) 0(0.0%)  0(0.0%)
3 Pi PD-L1 -0.018 (-0.061, 0.024) 30 (-8, 55) 0(0.0%)  0(0.0%)
4 L&Y 1+ -0.098 (-0.142, -0.054) 92 (81, 103) 1 (10.0%) 5 (50.0%)
Bt PD-L1

Cl={Z#Al&@M ; CR =52 2EELE ; PR = S IELE ; EOS = 12845 ¢ TGl = j&
B4 B 5 % TGI = ZF> AUC Z R4 E4HIE 5oL (2 RE 2 BRI ITER

7r) o PEEIE Ry SOmM MR RE S %R BT (PH3.0)
[0259]) FEfeg e e ibe oo T o AR e fes ] K (R B S HE e > BIEE—

ZER (b= 1 (60 mg/kg » PO > QD) ~ §T PD-L1 2 (10 mg/kg > IV > SH—Hi -
&Ry S mg/kg > 1P FHEWK) > Bba?) 1 kfit PD-L1 ZEEIEHE T K
& T SRR ARG R R = e A AR A T T S A AT S B S A 2 EMT6
AR PRS-

[0260] $f#f MHC-1 K PD-L1 2RIV ERBRBAIAY (CD4S F2 41 5
o FEE BB LAY | R BT PD-L1 2 4HAHYARAET » M R4E
L5 - MHC-T (433 5 p=0.0354 J2 p=0.0044) Kz PD-L1 (571 5
p=0.0127 K p=0.0018) FK3IR Z VI3 E5RE (MFD) $98E1E N (2 E 4) -

[0261] feokE (A EEEVEEY) | BT PD-L1 Hife o /BTN
ERHYRERE T o AHETHYERIGE - MDSC (9355 p=0.0058 K p=0.0083) k2 TAM
(731 & p=0.0072 Jz p=0.0098) Z FEFRZE( (1 SA) - BEAN - AEEREERYES
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P) 1 2B PD-L1 2R &6/ NE AR R R T - AR - ML E
WEAHAE RS < FRFRIG NN (53 A Ky p=0.0033 Kz p=0.0162) - 1fi M2 EUGAHAEEE UEM:
WD (5 AR p=0.0036 K p=0.0007) - H{raH &% - M1/M2 LRI
(p=0.0033) - ‘FRELTA Z FIZSIRAHRE (DC) 1 R AR F IR R I E (L - I
FERER - ALaY 1 % SHP2 2 {]Ifi& R/ g MDSC - i{E TAM 2 34
st - (e E AR M -

[0262] FFEhdf = EMREER (TIL) - A% CD4* K CD8* T dHAI LK
NK AR - LAREE SHP2 fIF1E T 4R K NK iR EM: < 22 - fH{LEY) |
4H B4 PD-L1 4 & 2 49 - BUEAAHARLE @ SERBEIREV (L&) | 5L
PDLI1 $138 2 4H & 6%/ Nl P HYE H 30 (935 R CD8 » p=0.0058 K
p=0.008 : CD4 > p=0.0067 J p=0.002 : NK > p= 0.013 F p=0.024) (/& 5B)

[0263] #Er{EH PMA/EEFRIETEERIRSE: T e K BiERETE 2
T HREHVAAE S 3R oAU o+ (BFET1EE v (IFNg) ~ BERESEA+ o (TNFa)
FEEFiIE B (GZMB)) 2 FHHAEEE TIL 2 SE(LAREE (B 6A) o HHEIFAEHILH -
A E ER BB L&Y 1 5l PD-L1 i 2 SHE A/ N L FERR T4 2
CD8* T &I - IFNg J TNFa Z FRIHAHH AN (5755 IFNg » p=0.0002 k¢
p=0.0001 ; TNFa » p=0.0016 & p=0.0035) (& 6A) - HLEAIS T 4IFTF TR —
B o MGG - KRB EREEY) | ki PD-L1 JaE 2 /Nl iV ERE T - =
i GZMB Z CD8* T {4t < SEFINAFTHIAN (p = 0.0137) - (& 6A) - AHEFFEEH
- EEHEBENLEY 1 5l PD-L1 i 2 dHa ek el - iR EME
CD8* T 4t (237 IFNg & TNFa) ~ 2 Ijge M 0 (73715 p=0.0008 K

p=0.0011) °
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[0264) 7R T T AHRE(L RARE 2 1Y) - DIHIEEBIEEY 1
BT PD-L1 $ife 2 2H &% SHP2 BUfllIRE Ao 1 idEkg 4 CD8* T dliffg 2 %
#l - 2R E LAY 1 K4 PDLL $iR8EH 2/ N ERETr - RIE (LY
Ki-67 (p=0.0127) ~ CD69 (p=0.0009) Kz ICOS (p=0.001) > CD8* T 4HAIAI4L S
fin ([ 6B) - HEFEERFERI - BEEH LAY | Bl PD-L1 Z4H &% SHP2 A
&2 EMTO6 R+ NK 4HffI0Lf CD4+ R CD8+ T AHA/E (LA 0 -

[0265] REFERAZEILEIRA - (L&) 1 {£ 60 mg/kg - QD T #ify PD-LI
FHg 2 4H & ¥ SHP2 HYHII{E EMTO [GE PR fERRiE A sh R R B 0 b e S
M o B 7T 28 R 4G HEEIIRHARTEZ B HifER S M sk - TEDFTEE R (5
102 K) S5 A B 2 BEIVA AT » H 6/10 (60%) ORR & 5/10 (50%)
CR « JIEEZRIFRIA - 1 SHP2 fIfIEI(L&%) | Bl PD-L1 HiA8MH4E & /5 EMTG6
[F A PRI R AR A i <2 1 R H A SIS & T2 -

[0266] [HEEZERIFRIA - ST BN BE—22] > & SHP2 HIFIEE&4)
1 877, PD-L1 BB tHAH &35 T {E FETRa 4 i DA R e e (VR i3 h PR 22 31 2 B 22
ST R E - ES(ILFRER STV FHIRA AR A 0IER
GG

[0267] EEfH2 :

[0268) {E&#) 1 BEAEA SHP2 2 AXUEREHIGIRE > H 50% fIHIERE
(IC50) 55 0.7 nM » HEAEFF L IRER R EE A R T 1 R0 o TERRTA IR R
EH ARG 1 IREER G SHP2 2 ARUIHIE] - #5HHIE EGFR Y~

KYSE-520 i~ IC50 {8 & 1.3 nM 2 Thr202/Tyr204 | 2 ERK1/2 g {E/K£E
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ARHAEMAE S < SHP2 #lI] - BER ST —aHlE ~ <258 ~ BT B8 i E Y
LIBEFEMERTESRGRHER > (bEY) | BEENEIE] SHP2 -

[0269] {EEY) | ZHib EEEE 2D RBzURIEREEEAHEM: 3D &5
FEAREAIAAR T LT 7 RFE © AELL 2D B¢ 3D AEUHEL.Z NSCLC ~ &k
AMAERE - NG ESE - ISR - IEER MRS - (Ea?) 1
A 1C50 {E(ERY 1 nM R TRF2 4R I A4 © £ RAS/MAPK fEHEHEETE
o AR S SHREER T R U U - EEERIMERER > (kS
Y11 A 2 E R S R R AR R Ui 2 T

[0270] 7R ZAEEEBAEEA PG T (bat) | IERNTERE
Mo E—2RIbaY) | 2O TAEPIA KRAS 2255 NSCLC (NCI-H358) K
EGFR ¥ 2 & oI AAAESRE (KYSE-520) #y A\ FARE T SARRAL A i 230 HH A
ST LI o AR 2 1 B A HIRIE /KA MRS IR E Mg RSt -
SR I~ SRR R YRR > SHP2 It 2 A2 K Fr R ]l e g
EMKEERHHERR - GBHVAGER - SFERINOERNIZE SR EEY) L fERD
RS B R AT -

[0271] P& FIEREEA A AL 1gGl BERDTAS - HL#E[=) PD-L1 Al
PD-L1 B1H5Z245 PD-1 K B7-1 (/54 & CD80) 2 RIEVACE(ERA - IEWiEZAs s
FfE T AR EFBR 2 G2 A - FIEAIEREETE PD-LI 55 Zia M EHETE
BUNHE sy B T Al E 2 RN B (EMECE DS E - [T
FMIEREEHTE Fe 28 2 &G &/ > RIERR 1 Al Fe 350 +T)fe K AHRBHHY
RS TR E{ERE T SHAERR: -
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[0272] Pl FIER B UL R PRI AL KR B T S B D&
Ml B IEAERHFEE Ry B AR R < B IRE - P FIBR B DT IEAE (F R he]
TEIE MBI AR TP R AR TRST - DUREREEEEE - ERA EIER

TR A - PIEFISRETIHEE ((ERESER/BEIHMTTERAEE) R
SRR BRI RS EFR B F 2 - NSCLC ~ /NATREATRE ~ =fethsle - BE
2 TR

[0273]) FIFHFTEMERESTZHEBRERE AR o fEE iR AH
T FRAY SRR PR BRI - ISR 58 T SHATEHREE < SRR A A LAE
MRHAE R R E A RS R - PD-L1 BRI R R tmd R - n ]
HISPMEFURRIBOIREE T 2 RS e - sEASMERGREGEIE - ST PD-L1 ER1E
RWAZRERERF M T A e &~ —FHmR g -

[0274] FeIREERPREERER (PD) RUpsibigeey » SHP2 HIHIEIEEY) 1 (f:
60 mg QD T) Eim EEHIHIT| (i PD-L1) ZH ST EMT6 FL [FARIER -
REYRE (VR < SRR RRIE I > (S SR % A RE S A 00t/ e AR - feif A AR B 5
PR S E - (S HER 1 - ) fEFEHIAE T - (E&%) | it PD-L1 30 1 fE
i MHC I} PD-L1 %38 - BEHY(LEY) | Biiifi PD-L1 28 &2 MDSC K
TAM /b o JES1 - FIEREY TAM fRlRife k7t M1 R - BRI EEY) | KT
PD-L1 . H-&7MES) T RER 17T~ CD4* & CD8* T 4L K NK 4HAfEH Y
e AE&Y) 1 ke fit PD-L1 ZAH & HES) | RERE T CD8* T {HAE(LARRERISE D -
BRI A MARRLY) Ki-67 & CD69 LUK T AHAEAEMRCY) ICOST B3E TN - B &
P 1 K4t PD-L1 {1 EMT6 iR B8R s DRVsH BT > MBI E—BE—
SR A R A HE R AHYSIE -
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[0275] 1= PD-L1 3R o] DATRHIES et A BRG] (CP) FEARYZ
f& - FErhH i PD-L1 IR0 - REREARE F 2 HiR 2R DU B 58 CD8* T 4
=R RS ERYEE S - SHP2 HI w] LABARE R+ 2 PD-L1 [HERREITER P
MERE AR M B TP R IR SN - CAERDZ #oEl Ay E M Al i
ZFHEILNE - 52 STV B RS BTaOATEE (F140 NSCLC) ~ FRES. F 7R »
RCC - Bz (B4 BRAFT WT B &) - KIEEERE - BESE (K14
HNSCC) ~ 5% ~ A EKINE -

[0276] FA %L PD-1/PD-L1 JEMA RER BRI RIS EE < B
HIRE G 2 am YAl 2 $H &R0 » PD-L1 5 NSCLC K PD-LI1 5 #RE1:
FASHA AL SR AHAERE (HNSCC) £ — 4 8% s 51 PD-1/PD-L1 55| K &

Eiltii PD-1/PD-L1 FEAR A RMENE - sZB0E Ry AR HIEAEE I /5 28 - 4858 ]
Rt o BEMSRRA S EFEEN (Fla - (E2FE - fEF%) » HIt
FRBNEALGRIER - RinAEEERmREIFRE -

[0277]) A& _4REii& RS 6% % 5t 2 BRAF 87411 (BRAF WT) 7
BRBEEIRRSIAR - IWHERERAHIASRAVER - HAEERTL PD-LI
BE BEEABRE1 CTLA4 JBIR) 29 A SHUERYARE - W » WEEFEA
R AEIYMY CPLEHRKEITIEIE - IFRES R I —&VINRIER 4% £
36%) » LHRENEF e e R —SAREVER o (E{EEY 1 FERTEFIEREDT
MHOAT AR AL RS MU RS 1

[0278]) [P HIEREEG R BA BRIV Z M - CEZR S B G|

—E A RENEFERG LA BRE - BFERE -~ REEERREN 05
HF 3% BiE R B (transaminitis) ~ i 3k 455 3k e EEREAILAR ST
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[0279] R TLEY) | KETENERETTE BT ORIFH R R ERARAR
& (BIA0 > EIRINE - sE A RmEEsE 2 Fm) BTG RPER @ bTFtEtE R
A2 L BB AR E S o (BRI EEY) | RFTERIERE T /GRS
REETT - PRESAIA BRI S RIS R ) -

[0280] fE—HEENL T BERASCATILZ(LEY) | RPPEFIERE IS
HY BRI 14 REAN - BERAEVAIASCATIL 2O IR - AEEARHIE -
BERHESS 1 KK 8 Rz iaf 40 T LAt -

« 1K :{EEY1 R 60mg PO QD - fE{& A FERELT 840 mg IV

e H8K: a1 B 60mgPOQD
[0281] 14 REAHIGERR - BEREAIGREI - £5 1 BIZ%E 1 X

%G - AR 21 REHZIB5R > 40 T SCFiiat -
o L&Y 1B (Ef5ERIE T » fI40 20mg ~ 40mg ~ 60mg) PO QD > 115
(EHEMCF 1 221K

o FEBEHINVE 1 X IV & TREEFEREDT 1200 mg
[0282] j¥#R#E RECIST v1.1 ($%f ORR ~ DOR -~ PFS - PFS % » & OS

) FPE(LEY) | B F BRI & 2 S -
[0283] & AZERI] @ BE VR WA SRl s LT aRAER] -
o HHEFBEFEEFHE > 18 5%
o FtR1E RECIST v1.1 BV HIE R
« ECOG BB 05 1
o THHISd =128

o TAREFIART 14 RNIERS B ARVIMIRE KR E TR
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o ANC>1.5 x 10%L (1500/mL)
o WBC > 2,500/mL
o EBEkEEL > 0.5 x 10%/L (500/mL)
o [/MEETEL > 100 x 10°/L (100,000/mL)
o [M4LZ >90 g/L (9 g/dL)
o MEBEEH >25¢g/L (2.5 g/dL)
o AST ~ ALT F ALP <2.5 x ULN » {HEA &R -
BEEEHHAINTE © ASTFIALT <5 x ULN
 EEBEHHIATECEERS ¢ ALP<5x ULN
o HENE4TZE <1.5x ULN » {HIL B :
» BACAEHERIR 2B ¢ JEIELIE <3 x ULN
o FHIBEETE > AERERE > 50 mL/min (48 A{#F Cockeroft-Gault

ANFEE)
u4o TH) x (W ke 312488 x (085 A1 M)
72 % (B me/dL 312 AT

o EHEERT HIV JIE 2 et
o ERSEHT B BT RFTHEDUR (HBsAg) 22
o EmZERF B AURF R FREDUAS (HBsAb) M flsE R 25 M sEm 5N HBsAb £ (2

(ERIREEESIP NN = P

C256136PA docx

112117719

o # B HFF R PiRE (HBcAb) ZEfaE
o & HBcAb HIEAZM: - Btk B & B AUATF S Ji e (HBV) DNA <
500 IU/mL

o ZA$T¥#f HBsAg slBE [2 1 ~ HBsAb G E 2 H4E HBcAb G
E 51 BE T HBV DNA I -

572 H o 83 H(EEHRHE)

FEHESE A0202 1123230336-0
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o EHEERF VIR R EE (HCV) HURSHIBAE 2 M: - sEmEy HCV RNA G
Z[2M% HCOV il 251
o JA$t# HCV FIREHIE ZE 51t < BE&1#T HCV RNA HIEH -

o XHSESEHE LB E MR - B /D —fE o] R AR
AR IR © B RS EAGEEIRIRIEITAN 2+ iR
AR N i BT FTEE R Ry A REH R R AT

[0284] NSCLC /i AZER]
o LHHSELEE 2 FHIEHIEEEEE NSCLC
o JCHIARFEZ B IGHTEEER M NSCLC » 2 B MEBEE (RFFEiRIE
%)
o HEGRRMERRIEA » HBEMANHAE EGFR K ALK (2 LUK, PD-L1 ik
88 > TR E R E B E IR E
o NI EGFR R ALK P s HA ERIRYEREEE 285 » s S EE
BhoesE » B AT LU R R e R

e PD-L1[5M:
[0285] HNSCC [t nam AER

o XHGRESEEE J(EFMEEERAE HNSCC - B R LIE ~ CIFE ~ HRE R
trem N EE R ER MR A
o ERICMREE 2 FELAFFLZERE (HPV) IRFERH 4551
o JEAIRPEZSTEHE BRI HNSCC 22 5MHRE
o HEGRRMERERIEA » HEMARHAE PD-L1RRE » A0 P ReE 1 E
Eha £y IHC IR AT E
o PD-LI [5M:
[0286] Rz 2 TN AZER]
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o QUHMERSE HEIGHIEEES M (BEEGE TV /) 36 "I YIRREY =3
BRE (I 1)) 2/ BRAF WT Bz (W E e AR (BERERE
IS TEZE (Clinical Laboratory Improvement Amendments » CLIA)) B¢[E]%5
one B ap e FTRLER) - W0 (EEIEER S Z 59 (American Joint Committee
on Cancer) & 8 fiit) FTER @ 4 BB EBLEEDL PD-1 5d1 PD-L1 HE(E
N2 BB A% HIR &R
o BEIEANFE VAR ETIRR -
[0287] HEBRiERE © TG LA MEATIEER BB R PR -
o HIER - REERITEMGE RN FEML 24 (CNS) #i%
o HEFRFELITFTARRG: - BLaTLUAH CNS IR AYIREREE
o 1R#E RECIST v1.1 2 W] EHMERMEFIENS CNS JM
o FEFEMEHA L MmEA B s -
o BEILEHA T RNARETIRSE RIBUFRE - /65T 14 KN
RTINS - BUEBRT 28 RNARMESTHIEES MRl
o NFFEFTELF A E RS EE Ry CNS IR A -
o BB IFAREZIUREERE » AIEIET WL HREER -
PR AR RS/ NI e i e (JRR - JrsiRs 22 o ~ FSHE - At
o fEEIEFRIASERL CNS E [RIRO AR T AR « A BEHE -
o HRASIFE IR R MERGRE 3K
o EREIRFHMeER CIRFRER < H HEEEE - AiE AR M ETH2E
(RVO) ~ L MAERMAR4EREIR S (CSR) ~ RVO 2 CSR 2R3 A& ~ 2ifi

-

O
]

o A
AR
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o AEAEHINYE B
o FEULERMTE < EIEE TR <50%
o BRGNS ER o E BB E BB AR e S
o TR FEE BN AR E S B M PR BT BRI (£ AT R 70 2B
o CHIEHLEY) | Y 2R R BRI EEE S
o FERET R (FH—REGERE) IS MK - O EERE
HEZK
o FHiERIR < BRPREEE R S - B MAT RECEA I 2 - & AR ECHT
ik
o NEAESGEARNMEESSMIE @EF$5 > 1.5 mmol/L - $5 > 12 mg/dL » BifZIE
5% > ULN)
o BB REMERRECREGRE LOEBEGRE S - B AR EEAEST -
B3k ~ BEREMA R - 2EMADTRE - FEURRIEIR - #XMEH - 5T
WAEDUARIE (AT ~ BEASNIASFIENR - Sjogren fEMREE ~ HRHI-EHEHREEES
FEMRE(LIE - UTERBRSS -
o BAH BB IR HRAREGE < I5 SEAYIEAE A I IR B FUR
2L EBBEHERSINANS -
o PEZBREZRIGERY | BIERIR 2R B EH BT
o BAEmMEI THARE RS ~ 455 - BRAMEssER
H IR < SRR (B0 A ER M BR S R BEHHRRAESD) 7Y
EETHERSNIR
" KBWVAE ESISRERER < 10%
" EIREAGIHSE] SIRGFAVES] - (2B SIS L E
KSR
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" EBER 12{EAN  IRARETREMERRINRIMNE A LR

B~ B HHRNG ~ SERREG ~ ARV~ RS i hot BT I

B s e i BB A A B PR e M T B
RratEAmehaE (s ~ sHARMEAT R (P40 - PAZEMEAISGRE 3R) ~ ZERME

Hifi SR BT SR AT 3R~ BRAERT SR BB RS2 (CT) fe i 33 iR At sk Y

Aot

TR P HE RS o TSR PR SR (Rt B) B S
IAE: IR T 27

AT 4 ENERZET LN ERINRFIT
BRI E AR E B E
ERIERATURERRBE HBY

FEIEHEEAT 3 #EE S (FEEYHbR-F =] (AR & Re) NREZ B (L

& R - EVIRABETREERIE BUERA R | BaRAT 2
NFEZ BN T IbFEx - (B A MERR R U R (e R B R A e
TR RE (BIZORTY IR ~ T BN « BE 2SR ZBE
AR

‘EIERAT 14 KBS [MEEYEbR-F ] (U RS BAE) WIER5RT

CYP3A4 {58 7] CYP3A4 5E BRI TG

bgeaEyibaiam 2 NSRRIV i RiaR
TEERAERT 5 N TMRERIR S (ARBHFT TR < B iE AR RS BR T

TR A (I S 42 08 3 > 90%) 2 BIERIRSL - FNEERTES
2 FEERIE - FRERMLEE - BRSNS - RS EER 1

FEE)
o ECG EFE ZIFHE{FT
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o FEIBEEZAT 4 BANREZ BRI SRR IGE

o “EM(EA Fridericia A MIEZ QT fEJHH (QTCcF) > 440 ms > ZIFAEIFER >
30 7r## .~ 2/DWiE ECG Asgi

o ZENVLERRFEIRNEGERELLREKE ZEBRE - SEHNSELOEHE
(a0 - B ERY A L E U A D RE PRRSE ~ Ao L EREA) ~ 'R (A REREGES
A E TG - ERREEHYERFE R (B0 - (ESPIE ~ ESEMmAE -
ESSIMAE) B HRAFRSEER QT FEMREE < 5IR 52

o ERHEZEANER QT ERIRVEYIGHE

o FEBTFEEEVIRRLGHT 14 RINE S (FEEPEbR-F =] (DR R2E) WIER
H, [HE B TR S 15

o FEIGFEAT 14 KBS (AZYIEER =] (G RE RHE) N RSP

CYP3A4 HIHIB SR B E CYP3AL SHER GEIFS RS 44.2.4 80) '8

o FEIGFEEAT 14 KBS (FERYIEER =M ClRE B3 NAEAEEEEA
=t/

[0288) B MRAFILHAVER RZkfAEE & R M Rimin L B
WHFPRESEFE.Z A1 - REAEHERR ATRE < BIYME I AT BE & B s 0 FE M R
SGLERATRIVERIR R L EE - AT EEHE S RERR L BRR R
K o BAETREREN IR EREE E L B 5 AR AR D e R 5
WA I AR EITFE © BEST > AHRRAL B BN T2 AR S M AYRRY
MEE SRR (P SRR ) -

—

B -5 SR RS
S EIEFTAS BB AR 2 RSN LG IR E
PR EC T HIRATE X REE KAE
ANKA B E % BB E A EEI
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HGERB IR R SRR
EHFEIEE B NERE 6 LEET X B
LBEHG DL AEIE IR T IE IR B2
A B R 15 A EZi9-#3
H 5 Z - IR EE Z IR H G E SN NRTE
HZESEEF BALR ZZMHE
H -GS TR FE FARIE |IgA B VR [EHE T [FHTHEL
H-G TR SEHETFIG R B
HGE R0 [T E T 6 T NREE
-GS IE 6 I [l TR K
HGESEEEA & B aFF- PIRH AT IERE | [RIEIF RN &
HGESEEMN ORISR | ZLRHRE ZEE R 6
HEEL KHF—121F BRI
ALEE Y AT iy BRI IE RS
(BRI NREE EHi[CEE (B S JEIRHF
PE R B [ A6 I /& LLCERE
IS S EE IR ZREAF(LIE VBB LG 6
TEEIE FHIEHI T HAF
SEHE FHEE I % B Vogt-Kovanagi-Harada 7%
1 AR RIARPEE Y fESEIRRE | BISA THE
H T P L pE fE b PETHEE &

[0289]) ®HFT/GHERACY) - BEEKEEHE < (L) 1 RILAESE (10 mg K 25
mg) KA (20 mg) 2R - (LaV) | R LIRS R BP0 g T - &
A - e ER(E 21 KA 5E 1 £ 21 RZEGREVRLFE—HREARAE
a1 - BRNRRERR Gk > HAGHE - BREEETR o sHBRVRE /L
sTEIGGERER EX 4 /NEFARA - E3bil T {ba® 1 ZBIE B RMEFEE

SREElE R 4 /NS AR BCE LR R B E R A En: - AllfELE T —(EFEE

+

B ERFIR{E4AEE -

[0290] FRIESSATET - BANLEY) | EAEZEIGIREE T (BEE AT 1/
R EEL(R 2 /NEF) FEI4Y 240 mL KRR A - B RERFIZETHRT - BF
(b aY) | EEHRGIRHER KRR TSR a P ER - Mt &

TERAAHIE2Z 2 BB AR E D GEEF2 A5 3.1.3 )
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[0291] Bl FIEREEGURHE & IV SHECYI/E 1200 mg/20 mL /M et -
IR PURHEIE TG | IRAEERH 21 RAERA.Z 5 1 RFEM IV #ELA
1200 mg ZEERIERT - FPEFEREIUR T LML ORI T La? 1 12
4730 7y o PP AR EGT I THHE 2 Bl LR AT - K[ HE R
sllISRA ZRHY N B R SR R R B S LR AT RE 38 4 B B S © ACREE 2
AR FTEEAL ~ SREA I T PR AER BE S ER © 1 AT AER BT TR E 3R
# o

[0292] HAFASCRTH L g2 BAITASC AT . 14 FEAR] > RS
RHEE AN 256 1 REL 840 mg 2 [EERIEREAZREM IV BEf T ZFT APk E
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<?xml version="1.0" encoding="UTF-8"7>
<!DOCTYPE ST26SequenceListing PUBLIC "-//WIPO//DTD Sequence Listing 1.3//EN"
"ST26SequenceListing V1_3.dtd">
<ST26SequenceListing originalFreeTextLanguageCode="en"
nonEnglishFreeTextLanguageCode="zh" dtdVersion="V1_3" fileName="C256136SEQA. xml"
sof twareName="WIPO Sequence" softwareVersion="2.3.0" productionDate="2023-08-
17>
<ApplicantFileReference>P37226-WO</ApplicantFileReference>
<EarliestPriorityApplicationldentification>
<IPOfficeCode>US</IPOfficeCode>
<ApplicationNumberText>63/341361</ApplicationNumberText>
<FilingDate>2022-05-12</FilingDate>
</EarliestPriorityApplicationldentification>
<ApplicantName languageCode="zh"># d4& % />3] (GENENTECH, INC.)</ApplicantName>
<ApplicantNameLatin>GENENTECH, INC. </ApplicantNameLatin>
<InventionTitle languageCode="en">METHODS AND COMPOSITIONS COMPRISING A SHP2
INHIBITOR AND A PD-L1 BINDING ANTAGONIST</InventionTitle>
<InventionTitle languageCode="zh">&. 4 SHP2 #p#l & & PD-L1 &A&#HABZ F xR 4a
A</ InventionTitle>
<SequenceTotalQuantity>10</SequenceTotalQuantity>
<{SequenceData sequencelDNumber="1">
<INSDSeq>
<INSDSeq_length>447</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 447</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Synthetic Construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
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<INSDFeature_location>1. . 447</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q2">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLVESGGGLVQPGGSLRLSCAASGFTFSDSWIHWVRQAPGKGLEWVAWISPYGGSTYYAD
SVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCARRHWPGGFDYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAA
LGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCD
KTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYR
VVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG</ INSDSeq_seque
nce>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="2">
<INSDSeq>
<INSDSeq_length>214</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 214</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="qg3">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Synthetic Construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 214</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="qg4">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DIQMTQSPSSLSASVGDRVT I TCRASQDVSTAVAWYQQKPGKAPKLLIYSASFLYSGVPSRF
SGSGSGTDFTLTISSLQPEDFATYYCQQYLYHPATFGQGTKVEIKRTVAAPSVF IFPPSDEQLKSGTASVVCLLNNFYPR
EAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC</ INSDSe
q_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="3">
<INSDSeq>
<INSDSeq_length>10</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 10</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="gb">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Synthetic Construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 10</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="g6">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>GFTFSDSWIH</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="4">
<INSDSeq>
<INSDSeq_length>18</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 18</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q7">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Synthetic Construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
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<INSDFeature_location>1. . 18</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="g8">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>AWISPYGGSTYYADSVKG</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="5">
<INSDSeq>
<INSDSeq_length>9</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 9</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="q9">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Synthetic Construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 9</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
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<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql0">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>RHWPGGFDY</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="6">
<INSDSeq>
<INSDSeq_length>11</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 11</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="qll">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Synthetic Construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 11</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
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<INSDQualifier id="ql2">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>RASQDVSTAVA</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="7">
<INSDSeq>
<INSDSeq_length>7</INSDSeq length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 7</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql3">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Synthetic Construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 7</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql4">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
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<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>SASFLYS</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="8">
<INSDSeq>
<INSDSeq_length>9</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 9</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql5">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Synthetic Construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 9</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql6">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
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</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>QQYLYHPAT</INSDSeq_sequence>
</INSDSeq>
</SequenceData>
<{SequenceData sequencelDNumber="9">
<INSDSeq>
<INSDSeq_length>118</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 118</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql7">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Synthetic Construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 118</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="ql8">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>EVQLVESGGGLVQPGGSLRLSCAASGFTFSDSWIHWVRQAPGKGLEWVAWISPYGGSTYYAD
SVKGRFTISADTSKNTAYLQMNSLRAEDTAVYYCARRHWPGGFDYWGQGTLVTVSS</ INSDSeq_sequence>
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</INSDSeq>
</SequenceData>
<SequenceData sequencelDNumber="10">
<INSDSeq>
<INSDSeq_length>108</INSDSeq_length>
<INSDSeq_mol type>AA</INSDSeq_mol type>
<INSDSeq_division>PAT</INSDSeq division>
<INSDSeq_feature-table>
<INSDFeature>
<INSDFeature_key>REGION</INSDFeature_key>
<INSDFeature_location>1. . 108</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier id="ql9">
<INSDQualifier_name>note</INSDQualifier_name>
<INSDQualifier_value>Synthetic Construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
<INSDFeature>
<INSDFeature_key>source</INSDFeature_key>
<INSDFeature_location>1. . 108</INSDFeature_location>
<INSDFeature_quals>
<INSDQualifier>
<INSDQualifier name>mol_type</INSDQualifier_ name>
<INSDQualifier_value>protein</INSDQualifier value>
</INSDQualifier>
<INSDQualifier id="q20">
<INSDQualifier_ name>organism</INSDQualifier_ name>
<INSDQualifier_ value>synthetic construct</INSDQualifier_ value>
<{NonEnglishQualifier value>&- mA%3E %2 </NonEnglishQualifier value>
</INSDQualifier>
</INSDFeature_quals>
</INSDFeature>
</INSDSeq_feature-table>
<INSDSeq_sequence>DIQMTQSPSSLSASVGDRVT I TCRASQDVSTAVAWYQQKPGKAPKLLIYSASFLYSGVPSRF
SGSGSGTDFTLTISSLQPEDFATYYCQQYLYHPATFGQGTKVEIKR</ INSDSeq_sequence>
</INSDSeq>
</SequenceData>
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