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AARTRIREFIEIS O FEREEE2018 (2019FFFHAR) ITHEMM L THERK

mEEESER (B Mefie FPD-1E/ 2 O—F LK)
FRALY AT T (EIGFHER) ®HF
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IFFLHR R 2 R E L. £ DR 19984 H AN/ NE B0, 20084, 20134R( H =
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(Version 3.0 2023) T, IR ARHEZRMEFT TR ME ESCC BBRF 12k 2 —kiG# & LTIk bR S DA
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WAL TIE, 2025 4 1 ARFRICEB W T, FANT MEFRIERE D & 2 UIBRRRE72 81T - f5%& ESCCl D7
%, 20234F 9 HIZ EU T, 202443 AIZKETEAF L, BU « KEAFTe, 10 UL O - ETHEGE SN
TW5, £, HEFEEERO 72O OIBRARRE/HETT - FE38 ESCC) DOIKFIZ DWW TIE, 2024 4 11 A2 EU
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AIIZBN T, RFFTEIT UMY ESCC BE ARG L LI-BIEAL, 77 BRxt, —EEHk, H
BRILE S MAREER (306 3BR) . —WRIBIE T ST — IR ITHELT L 72 DIBR AN RE U THEB % ESCC & %
®G L LT EA L, FEEM. EERILFFIFERE (3023 5H) 12T KIGREL O ZRIBFEO B E, &
BPEZFHE L7z, EOR5E. 2025 4 3 A HRIGUIBRRREZRHETT - MO Z2mEXIIhR e L
THARBEIUS LTz,

2. HR0BREMEGE
1. AANX PD-11CxF 2 1gG4 ZBRME ) 7 a—F LGk TH D, PD-1 LDV H 2 RThHD PD-LI,
J2 O programmed cell death-ligand 2 & DFE S Z B A RIS U, JEER A7 T MO AL, &M
b, ROWIRE ETEE O TRE I L 0 | B8 4 I3 5,
(TVI. 2. #EHEH) OHSZM)

2. ALFRIERE DO IR WIRIA IR RE 2 AT - BB ORIER ¥ LR EE 255 & U [EERIL[E 2 T
AER (306 BR) ICBWTC, EEIFMMER Th o 2AEFHE (FRE [95%EHEXM]) o H R
B gid, ABISALHEE L OO (T+C) BT 172 [15.8-20.1] » A, 7T &R L3k L
DOPFR (P+C) #ET10.6 [9.3-12.1] # A TH Y, T+CHEHIL P+CREIZXT L THEEHFIIICA BRIt K
ZRLTE (ONF— R 0.66 [95%(E4EX M : 0.54-0.80], p<0.0001 [J&H log-rank #E]), (F—
27y hAT7H 202242 H 28 A)

(TV. 5. (4) HaEEAgER ] DIEZBM)

3. ALSRIRIERE D & HIRIGUIRARRE 2T « B OBER IV LR 255 L U [EER I [E 55 T
AER (302 BBR) IRV, EEIMEEE Th D AR (PR [95%EEXM]) 1. AHl
BEC 8.6 [7.5-10.4] » A, ALFIERET 6.3 [53-7.0] » HTH Y, AFIBEILFPEIERHCHR LT
M FRICHEBERIERE 2R LT (AP — R 070 [95%(E#E X : 0.57-0.85], p=0.0001 [J& 5]
log-rank #7E]) ., (F—# v FA7H 12020412 A1 H)

(TV. 5. (4) WEERIRER] OHESMR)
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RBEREFR S, 1 BUBEIRI . MEZe, WM. O, DMK, Mk, BEIEMMEME, MKk, fhkkE
= OEERMEREE, FRIRiieZERAE, #58%. Infusion reaction N#HE XL TV 5,

(fvir. 8. RIVEM DIHZM)
— 1 —
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1. &k PD-1 k4 2k MEIgG4 £/ /7 n—F AHETHY, =7 =7 X —HBE RS VI HlZe
ML & Fe I HRAE SN TWS, (TIX. 1. FHRER] OHSH)
2. MiEEHEH OWA TH 2, (1IV. 1. #AJE) OESR)
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EEHHEE T A R T A 5
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XA NV, B
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PR U R 2 B EE 2 SRE O L
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HYNZFE T 5 Z L,

fEe L, EREICOW T, T ORBMERAET A R7A4 2B 52 L,
MNIATEOE N B E R S AR O E IR L I R R —

https://www.pmda.go.jp/review-services/drug-reviews/reviewinformation/p-drugs/0028.html
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I. &#ICEAd 5EE

. R5E4
(1) #n4&
T E LT TR EHE 100mg

(2) #*4
TEVIMBRA® 1.V. Infusion 100mg

(3) AFRDHE
Bz L

2. —fik#
(1) ¥4 (88i%)
FAVY Z~7 (Eaf#lHz) (JAN)

(2) *#4 (WfE)
Tislelizumab (Genetical Recombination) (JAN)
Tislelizumab (INN)

3) RT L4
%/ 7 u—F PR : -mab
t MbE /7 a—FLHK : -zumab

3. BEAXIETRHEX
MUSEDOT 2 JERFRIEN D720 HEH (ya8H) 2 AR O 214 DT 2 ) BRFkEEN G725 L (w#H) 2 AT
R ENAHES X ETh D,

1 HFRRUHTE
53§30 CoaroHosooNi6seO20128a0 (737 B Gy, 4 AREH)
H#H : Ca166H3353N5670670S14
L #5 : Cio30H1506N2760336S6
SrfH K 147,000

5. {bFH (MAE) XIEFKE
AR Z B PD-1 €/ 7 o —F AHURTH Y . T OMERET T~ v 2FRICHK L, Zofide
M gG4lTHkT 5, HEHD 6 DT I/ Wik i) iE#h (S226P, E231P, F232V, L233A. D263A. R407K)
SNTWA,
F ¥ A =—ANLAX IR LV EA SN D 45O T 2 ) BRFRIEN G725 HEH (ya8H) 2 A
ORU4BOT I 7 BFEENS725 LI () 2R THERSNDIHEY VIV ETH D,

LEES

onji
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M. BDIZEI SIEE

1. MELEZNMTE
(1) 58 - IR
M~ A O SUT DT IR E LT iR

(2) Wt
A LR

(3) WEH
AR ONANA

(4) ghn (MRS, BE. BES
BRI ONANA

(5) BRIEEMRETEH
GAS RO

(6) S ELFREK
A LR

() ZDMDELRMEE
pH : 6.2~6.8

2. AT DERFHETICETHRE.

ARERIE H TRAFSRIE TRAFIERE | PRAFHIR RS R
EHIRGFRR | —70°C (-80°C~-50°C) 36 % A Hiks
iR 5+3°C EVA bag 6 7 H ik
i P R 25+2°C,/60+5% RH 6% A TRIFHIZAL 238 0 7= (BIAgAL)

AUBRIEE - MRIR, pH, MLEERER, = N b o BUEMIRE., #aTErE. EWiETE. TRk

3. AU DHERRARE. £
fesBatiRIEL -
1) XFF Ry
Fr R - SN EE R (GEE R © 210nm)
HT L FTETFINTY Y L
M OE  BEMEYE L O v — 7 ARFR R o Hig
2) FEATEME « BERA G ZNEE (ELISA)
EEE
BNy EIREE (BRI AT B E V)



IV. BHI|IZBH9 5IEHE

1. #f
(1) FlRz DR A

ESF (. A T )

(2) HAEDHNEE TR

e T B LT T R EE 100mg
E27N Mo~ A OB UL T MRS L2
(3) #HAla— K
LR
(4) HE DM
pH 6.2~6.8
=%+ 1 (EBRRIEIRICTT 5 k)

(5) Tt
AL LR

2. WEIDHRL

(1) ARy (EHERS) OE

ERUEMA

R %
(1 34 7 L)

FALY X=7 GEaTHHLZ) 100mg

wwhnAl
(1 34 7 )vh)

V=g ol WRVNN /i L7 67.6mg
7 T KRR 4.2mg
L-t A F 2 KT 8.2mg
L-t AFT 17.2mg
kLosa— 2K 718.8mg
KU Y ~— |20 2.0mg

(2) EREZDEE
AR OANA

(3) &BE

A= RO

3. RMAAMEDHEARUVEE
FPARPSA

4. N
FPAROSA




5. IEAY HAEIREMED B HRM Y
EEEEIR, TR

6. RAIDBEEHTICEITIREN

HERIE H PRAFSAE PRAFIERE PRAFHARE B R
EMRAFRER | 5+3°C 36 v H | BN

. . . 20mL # T AL T L, R 2 % 3R T2
iR 25+2°C,/60+5% RH R S Y 67 A EHA)
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V. BaRICEHI SIEE

1. THEEXIENER
ARG ET - BRORERE
(fi)
AFNDZNHE « 1L, RFH 2 BERE T D ESCC BFH & X5 Mat Lz EERILFEF AR TH 5 306
IR M U8 302 SR OfE RICEE D EBRIE LT,
306 ARBR I, ALFHRIERE O 72 O RIGUIBR A BE 71T « F338 D ESCC B3 649 il (HARAN 66 BilxETr) %
HRIT, AKF EALFIRIEE OO (TH0) EDOFIMER VL RMN T T v R AL FHIE L OO (P+C)
PG amtBE L BIEAL —EERABR CREI SN, EEIMEEE TH 5 24EFH (0S) X, P+C
BEL L L C T+C BECHEFHAMICA B R IER 2 r LTz, F72. BWERIX T+C Bf 96.6%. P+C #f 96.3%D
BEICRO LN, (V. 5. (4) 1) OEZBMR)
302 BRI, ALFHRIERED & 2 IRIGUIBR A e 70 AT - FFFE D ESCC &3 512 5l (HARAN 50 filx5de) %
KU, AH| 200mg % 3 BEREIMNE OB 2 &K VL EMENTRER Y ERI 2N SR U7 b FRERE O ) &
¥, ReEXFBALUIAY /T HY) ExtBE L CEELLIEERRAR TR SN, ZEFNE
HCHL24EFHM (0S) 1HMbPWRIERE L Ll L CARBIBE CREFFNICA B RER 2R L, 72, &l
TERNEIARKIRE 73.3%. ALFHRIERE 93.8% D EFICHE O vz, (V. 5. (4) 1) OHEBMH)

2. HRERITHRICEET HEE

5. BEEXRIIHRICEAET HFE

5.1 ARAIDOFH OMBIFIEIC I T D4 MR LRI L TV,

5.2 ALZFERIERIBBEORIGUIRRRE 2 HELT « FIR OB IER I T 5 o piEEEEA & oG &5 O
AEMEIX. PD-L1 3BLE (TAP) (2 XV B RN REI TS, TAP T2\ T, 17, EFEER
FiAE | DHEOWNEZRE L, KEOF MR LM%+ B g L7e BT KK ST O
EOMBEMEIZOWTEEICHET T 2 &, [17.1.1 2]

5.1  FTOMBIFIEICE T 28 MR VLRI RSN TN L bRi# Lz,

5.2 306 BRI T, EOERNCHES < 2AEFHIF (0S) DOAEMMERGE T, PD-L1 #ELE (TAP) 7
SPAEE 1 KM TR DMMAREINTND,
ZDTEDARFNOE IR 117, BRG] OHOGLHENELZHERT L2 L, 72, PD-L1 O&IX
AR EN TR 2 I E SR T R R 2 D, T R R 2 AT 2R HEE IR R Sk
T OMAE TR T D Z L,
<BE>
TAP [JEGGEIR D 9 5, FIARREZ Ge @358 B 2 MR A K OVE 55 B fa e AR 23 &5 oD 2 fE B8
0 (B M OSRMEFZ AR E) OFIG 2 b EH S5 PD-L1 R BIE] (BT 2 ERIC RS X
PD-L1 FEEBLR BN 24T - 7= (PSR O — & 1 2022422 H 28 AF—4 v b A7),



0S ORkAE (306 78R, PD-L1 FELIRILA])

. . . ol (A) NP — R
- FH*1 I . _
PD-L1 %51 RTE# s (95%[Z#EIX ) (959 {2 )
11.8
AP ™ 36 (6.2.16.3) 134
TAP - 95 16.1 (0.73, 2.46)
¢ (10.4,28.9)
13.0
| TAP < s T+C 9 (10.8, 18.3) 0.93
- PaC 6 9.6 (0.61,1.41)
(7.9,13.7)
26.8
5<TAP<10 e * (164, =) 0.44
= piC - 9.8 (0.28, 0.70)
(8.0, 13.0)
16.6
AP~ 10 e 116 (15.3,24.4) 0.67
- pic 107 10.0 (0.49, 0.94)
(8.6, 13.3)

—  HEERAE, *1: PD-L1 HIEARRE CTH o 7o BE BRI STz, *2 1 FEREAI Cox LB — RET M X D P+C & DLL#S

3. RIERUVHAE

(1

(2)

RERUVHAEDRS

INFBTTUNROPV AT ZF o EOFRIZBNT, BE., KAIZIEZ, FALY X7 (Biaf
#A#Az) & LT, 1\ 200mg % 3 MG T 60 2220 CHRIFEEFHET 2, S AALFRIERICHEE L
RIGUIBRABERIETT - BROBIERIIK LTI, AR EZHEMKGT L2 L6 TE S, k. MREE
BoREMERBIFTHAUR, 218 H AR O GRF I 30 20 £ THEMTE 5,

RERUVRAEDOFRERE - B

[ BR L [ 25 AR RR C 306 R & OY 302 R DGR IC IS & | GIBRA B R pmEl T )T Hs-M: ESCC
BEICR L, —WIRE L U TSRk & PR &G XX RIBHE & U CHICTER 532 KA O HELE
X, 200mg 3 HEMEE (Q3W) THDHZ L &R LT,

AAKl 200mg Q3W & IRBRI Y AN A IR L 727 E (ICC) OfFHIC X 2 —RIGHE X, 77 &R
+ICC & LR THEPDHKMICERO & H OSIERE, A E 72 PFS IR & T ORR th#, W N EZNH
MO FRAEIEL 7.1  HZER LIz, £72. AAl 200mg Q3W DHMFX 5 & 5 “iGHIL, ICC & H~
THEBENOBRICE%DH S 0S iEE, A&7 PFS IER K TN ORR ¢, W ONTZE2h I [ o>t g fif
X271 » A& LT,

306 B L O 302 B WIS, HARANTH 2K L RO AR L RMER RS, BARAN L4
E A CERMIZERD H D PK DETHA SN T2,

PLEDG . TRIGUIBRARREZREST - PO RER ) (3t 2 AR KO ML - A&, 118 200mg % 3 #
MR C R ERE] 2 & & 2 b, BSCC Zxf4 & LI — IR OGE X, 306 sBREGHRRIZHD
X [T Au TNV FORVATTF o EDOFRICBWT, @, RAIZIE, FALY X~7 (&
fmrff z) & LT, 118 200mg % 3 @RS CalE+ 5,1 & L,

ESCC Z x5 & L7z “IKIBROGEIL, 302 SBRAGRICE D& T AALFRIER ICHE L 72 ARIGEIER
RHE7e AT - R OBIERICH LT, AFZ MB35 TE5,] ERELE,

F 72, 302 7kBR K& O 306 FRERIZIHB VT, AAI 200mg 2 Q3W TH# G- Lz &, #lEIFHHHT 60 43 LA
B R L, AR R THIVUL, 2 B H PRI SR A 30 4 F CHRAFATRE & L2
DREEVEPHERIN T WA, AEEL LT,




4 BERUVRAEICEET HIE

1. ABERUVAZICEAET SIE
AFNF G L0 BWERAN B LIZGA1CIE, TREBEBIL, AROKREELZETHZ L,
mIEH T ™ L&
R A 2 R Grade 2 D& Grade 1 LLFIZIEIE T 5 £ T, AHIZIR3E
T 5,
Grade 3 UL EXITFEFEM D Grade 2 DA | AR &= F1E4 5,
i RERRE AST % L <IZ ALT A EHEME EFR (ULN) | Grade 1 LLFICEIE T 5 £ C, AHI%E R
DIFEE~SHELUT, TR E Y Ve R | 4550,
ULN @ 15 f588~3 fF L NI L7254
AST # L <X ALT 28 ULN @ 5 {58, X | KAz i35,
TR E U L E Y ULN O 3 5 @8Iz L
T-%E
2 &R * Grade 3 DIFE - Grade 1 LAFIZHIEST 5 F T, AH 2K
o B JE KGR IE B RE  (Stevens-Johnson JiE g HED
BEHE) ST PR B FE B AR SE | - SIS SUE TEN b 584121, SIS
(Toxic Epidermal Necrolysis : TEN) 73 Ni% TEN TIE72eWZ ERMERIND F
Sbnsha TEEZHA LW &,
* Grade 4 DIGE AH 2195,
+ SIS 3% TEN 23388 b =854
K « T Grade 2 X% 3 4 Grade 1 LAFICEME T 5 £ T, ARAIZ K3
TBEY,
Grade 4 X ZF3EMED Grade 3 D E AHFE=H LT 5,
HES Grade 2 X% 3 D4 Grade 1 LAFICEMIE T 5 £ T, ARAIZ A3
TBE,
Grade 4 X |ZFFEMED Grade 3 DHE AHF &= IET 5,
BB RERE R4, Grade 2 DA RAEUHRBFEIEICLIY Y Pr—L &
A% N5 FE CTRFORIEL RFT 5,
* Grade 3 LA L DEIEHERER 2 IL THEIA | « Grade 1 LLTFICRIET 5 £ T, KA &K
ROYGE g BED,
< JEREME T RAROLE + Grade 2 LLFIZEIE L, H/EHFE
ECay e — VARG, BT
X, B ARV FIEE %
BEEZHRATE 5,
ERRUSAOEEITERE L,
FAR RS BE TCHESE | Grade 3 LA E DA - Grade 1 LAFIZHIEST 5 F T, AH z2ik
S
+ Grade 2 LLFIZEIE L, A U FEHE
ECay b — VARG A, BET
X, BT AR FIEE %I
BEEZHBFTX 5,
ERRUSAOEGEITERE L,
HUR RS BEAS T | Grade 3 LA EOA - Grade 1 AFICREIET 5 F T, KHEIKR
S
- Grade 2 LLFIZEIE L, L MK
ECTary he— LaRERgGE, LET
HIE. BB R IVE IR
BEEZHBATX 5,
LRRUANAOEEITERE L,
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BIVEH i AL

15 A Grade 3L X3 b7 R—3 2% 9 | « Grade 1 LLTIZEIET 5 F T, AHZIK

BRI D E Heg H Y,

-+ Grade 2 AFIZEIHE L, A >R KL
Tay bhr—LVHREREGE., LETH
i, Rz be—r ik s e i
BTx2%,

FRELIA DA T RS L,
PR M%7 V7 F =N ULN XUI_N—RAF A | Grade | LLFICEIE TS £ T, AF 2 k3K
YD 1SEB~3BEUTETHIMLEZEES | +2550,

M7 V7 F =N ULN XF_—RA T A | K ZF LT 5,
O3 EEE TN 5RE

TSRS Grade 2 UL LD HE AHF =T 5,
Ao i Grade 2 D& Grade 1 LAFICEME T 5 £ T, AAIZ K3
TBEY,
Grade 3 UL LA AHF =T 5,
[FED + Grade 3 DFER DA Grade 1 LLFIZIEIE T 5 £ T, AHIZIR3E
* Grade 3 LA LOMIET I 5 —B XLV % | 55D,
—EEINO%E
Grade 4 D& A= IET 5,
Infusion reaction Grade | D45 C RO B 5L . T35 3 0§ %
5,
- B HIEEE A 50%EET B,
Grade 2 D& s RFNERES B,

« Grade 1 LLFIZHIE L7GA01d, BeGH
% 50%HE L C R 2 /BT 5, &
ElO G IREIL, TRHIEOFIHR G % Rt

15,
Grade 3 UL LA AHFE=H LT 5,
EREUSAOEIER | Grade 3 D4 Grade 1 LLFIZIEIE T 5 £ T, AHIZIR3E
TBE,
Grade 4 XUTHEFEIMED Grade 3 DA AH 2195,

% : Grade {3 NCI-CTCAE (Common Terminology Criteria for Adverse Events) v4.0 (Z¥#EL 5,

WD) RBIBRERVECHERGT D5 EITEBSICARR G 2HRT 52 &, BIBERERLVE CAO®RS
BAAE 5 12 WRLINIZ Grade 1 L FIZEIE LW E, TRIBRERLVEVAlZ 7L K=Y o U
FC 10mg/ HARY ELL R £ T 12 B LUNICHE TE 2WEE1E, &Gz hikd252 L,

(fiFwt)

302 FBR K UF 306 AR TId, SR BEA RS L L BROREE, B 5 1k O F BT ik 2 AT BUE
L., SEMEAERERRIN LT, RRIGEOES SUIKRE, &2 WIERIBREAT v A RO G %
VT A TEIRIEE N S Te, ARIRGREOGEBEAEFRII NG OLEIC LV EHAE LS
b, BRRBRCHM LCHREICESE, BIEMNER LSS OULERIGR L OARA ORI, &
Hrk oL R LT,
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5. BRERALIE

M

BRERT — 5 /Ny r—3

AN
Eeas .
v Phase | BERFVA L Wem *(ﬁjﬁf ff)‘ A i
S M
O0UBRE [ o [ FEERRL JERHE | EIANEIGHIS S AT o féﬁi
S SRR | SO EIE s
102 #Bx - . Y g S S . Atk
SME | &1/ g%ﬁﬁ%ﬁf&; %ﬁ;ﬁg& f%ﬂ BT 300 (0) PK/ADA
(i) XN I = 7 P
A N 75h
swestm | mmin | BB e gmpmoncemren| oo | T
e | (oA | 7D | PR IR BSCC R
J02EE | I | SRR, IR b B ORFIER | o o o
[EBsLER | (RN | FES R AT IR BSCC =
PK/ADA
302 3% Em T P ey ERNT
wbstudy | 1A | JEEHK. Sk Eﬁffggf}é’éﬁﬂ T 10 (0) e
[ St | PK/ADA

(2) BEPREEIEEGIER
Do E 1 H85ER (001 EHER)

HEAT T EEAMEE R B E 451 6] (5 B, ESCC B 26 fl) ZXI50T, AFIOL MK OBREE
BE L7z SBIAFH S— B 1 CTIEARK 0.5, 2.0, 5.0, & 10mg/kg O &2 3~6 Bl OBERFE % EI 0 £+
gL 1A 7V 28 AfE LT 2 MM (QQW) THH L™, /S— 1k 2 Tik 2.0 LT 5.0mg/kg
D2OOMEE1FA 728 HRE LTQW, 1% A 7421 HRE LT QW THRE LW, /<—
k3 Ti% 200mg OFEEHEZ 11 27421 HEf & LT Q3W THH- L7z, DLT IE Smg/kg Q2W =7k
— KT Grade3 DKRIGFHR (FHE) B 1HOHRBEO LI, MIDIZIFEIE LR -7z, 73— b 1 RUVI—
k2 OFEFICIEESE . F IBHOAER OHEIT Smgkg Q3W & L, 9 FONAMELZ AT 5 HBEICE
HLED,
BRT 451 B8 1 FILL BIRBRIEA B G- S 4, 436 5] (96.7%) \ZHFEFEZRNRO O, IR L DB
HAEECERWAEEREGIL 261 ] (57.9%) IR O B, ERAERFLITES (284%) . Hi
(24.8%) . BBEHEE (20.8%) HThoTz,
EERAEFGIT 1716 (37.9%) IO DAL, MRS 20 61 (4.4%) . HilEKE23 961 (2.0%) %EThHh
ST, TBREDORGHILICE ST A EFEFGIL 394 (8.6%) (ZiRD HAL, Mgk 741 (1.6%) % T
HoT,
B G5 WMH SUX LSBT (RBRER G4 T# 30 HET) OELCIT 42 # (9.3%) IRD DL
A, FERNTIREETT 3261 (7.1%) . £ Oy 1051 (2.2%) Toh o7,
W) AROARES N AE - ARE, HEE., AKX, 18 200mg % 3 38 BB T 60 /0T CRliEHET 5]
Thb,

@iEsheE 1/ M55k (102 5U8R)

HEATE R O E AR 300 (95, ESCC BH 26 #) ZxtRICE Lz, & 1/ — FTIL,

FEMFHZ 20 BISFHAAIL DAL, DLT 1358 b -7, & T TOHELEH &1L 200mg Q3W &

RESAL, PK YT AZT 10 5STHIKROE T FE S— b 223 Fllc e G- ST,

HEFRRIIE M= FEROE DM S— FE&HE T, 300 FlF 289 6 (96.3%) 1ZiRH Hiv, B

L DORIH NS E TE RV ERSRIT 265 6] (88.3%) ITRD BN, EARAERERLIIZM (36.7%) .

TARGXUERT I ) NI AT7 27— Q71.0%). 77=v73) b7 A7 =7 —F#EN
(23.7%) HETH-oT,
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HE A THHGUT 85 ] (28.3%) D B, iz 11 61 (3.7%) . ERHLE HIL 6 1 (2.0%)
HEThoTe, MBPHEOKGPILICE>T-AFFLIT 33 61 (11.0%) [T LI, Mk 4 61 (1.3%)
HFThoTo, MBEEEE P SOTEBHIR T (RBRERAEER S 30 AR ET) DT 3141 (10.3%)
(2B DAL, FERNTINHET 196, AEER 1LHI KCAH1HITH -7,

QGEMNE I #5KER (302 FXER Substudy)
H AN DIRIRIED & 5 AT OIRRRE TR ESCC i 10 #2551, A#l 200mg Q3W THe 5
L7z, BHERE 10 B3 AA] 200mg % 5T DLT IZiE Y T 50 FEFEN RN & 2l L72D T, 302
core study T A AN DAF O LK O EIZ 200mg Q3W A HELE L 7=,
AEFELIT 1061 91 (90.0%) (R LAV, TREBRIK L OBE1 & 56 FFRIT 841 (80.0%) 1T
bhT, FERAEFRIIEE (50.0%) . KF (40.0%) HEThH-oT,
EERAEFEGIT 6 6 (60.0%) (ZiRD B, K 3] (30.0%) HTHV ., MilEko 1 FlILIRHRIE
EOBEDH Y LA s T,
IBBRIEO PG HIEICE - 7oA HFFLRIT 1 UTHIIBRE 2RO Hav, 1EBRIKE OREH v LSz,
Fe G SUTBE M T RBRIEEAAE G 30 B £ T) OETITRD bhvkenoiz,

(3) AERKERHAR

S 1 FEELER (001 5HBR)
B < IAFE>
AT ITEHEMEEERE COF ALY X~ T OREM K OER M E FN
Do
< IBFE>
CHREONAEICKTT A F ALY X~ T OFUEEN R A FAT 5,
A FEEM, FERTR, 5 1A/IB FEFUER
R 5 AT XUTHEREME O [ETE ¥ B8 451
T 7L UE 1. 18l Lo BE
2. F RN REHETRFE DN 0 AR 0 ST 2 S e iR S U 7= AT ST R RS 1 [
B EHT 5,
FIAFH - DASEDOHIRZ L
FIBAH - LU 9FEONAME : FE/NMIAaMEE, INEUE, HoE, i, 98
SHY R LR, BER. NV VR BT 4 T, RER, Tothon
Ao B, P, ErERalE, A v uviilaE. WIE, EIERE
NES . FE R LR, sfE~ A 7 a7 74 FREEME (MSI-
H) XIiXDNA I A~ v FEEKEEXRE (AIMMR) OERE]
3. PRAFIEG AR 2 2L rRE T H B,
4, WEFREHRZEZ 1 O EALTW5S,
5. Eastern Cooperative Oncology Group (ECOG) performance status (PS) A 27 /3
1R TH D,
6. 2B EDOSMNH S,
7. o ilEEERE A A LT D,
8 IRBAIERIEBE G4 120 B & CRORM oL 2 T2 BN H D, %
7 BRAF L HUE 1. ZOMoE 7 7 a—FAHuRicx U, BEEOWBUERICOWREZ A9 5 EBFE
2. i 2 ELINICTE BN EMENES TR ST B
3. PD-1. PD-L1 DIEANER 252 T2 L3 b 5 15
4. PD-L1, v~ 7 a% 774 hAREEM, DNA BREIZRLTFHIANA 4 ~—
T —DMEED DV EEMEO 7212, > PD-1, PD-L1 O R~ 0 B dk
YeZ i - S 7 ERE
5. WEEMED A CRERBRE L IIF OO H 5 BE
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E bR HE

6. MBS G 14 HURNIZ, aAFaxT A FXATEOMOREmEIAIC X5
BEIREDN LI A 5 EE

7. TAVE MR BB O X IR R Ififigi Je DI & 5 /B
8. HIVERDIREEH T 5 HRE
9. VR A TS 5 HBV UL HCV ELENFRD - BE, %
AR5 %5 TA FH
= b1 USRS R O SRR - AR 7R 343 T A &2 — AR L,
A7) == 7T CThH otz 3~6 BIOWHREICT ALY X~ 7 % ik &
0.5mgkg & LT, Q2W T 1H A 7 % 28 ARl & L CEHARNEZ G52 L L
77o B A 7L 1 ® DLT BHIZHESWT MTD BNIRE S D £ T, XL 10mg/kg
FCHEWE T L LT,
N—= 12 (BERF Y 2a—nAYERKW) - X— 1 TORBHCESEREL-HE
(2.0 XT¥5.0mg/kg) T. Q2W XL Q3W D 2 DD EH- A 7Y 2 — /L T4 20 fl)
WZERIRN P B L 7=,
N— 1 3 (AEHEREZY) . MTD 2B 2 2VWEEHE (200mg) % 1 17
L% 21 AfEE LT Q3W T 10~20 Bl RN G+ 52 & & LTz,
B AH GE e E AR
X—= [ 3 EWAT U CHEM L. 330 Bl OYEERE ITIRBRIE A 25 TA FH/S— R 1 KUV
— b 2 IZESEFRESNTAELOHE (Smgkg Q3W) THEARNE G325 2
e LT,
A E H FEFHGIE A
FIAK : et AEFR S
% IBfH : ORR
BRI EEAT IE H
% IAFH : MTD %%
% IB # : PFS %
(EES (MTD)

FHIAFH S— N LIZEBWT, AFORERGE 55 21 H H £ T2 DLT 7T
&S, AFEMNTE Iz, EOREE, Smgkeg Q2W BET 1/6 f5] (Grade 3
DORIGHR) IZBWTDLT 25380 b7z, MTD IZITEEET, FHIAFH S~ K 1
KOS — |k 2 OFERIZESE, B IBHOMIE - &L LT Smgkg Q3W 72353
waniz,

(B %hE)
SAF T?D ORRIE. 13.3% [601 (95%CI : 10.31%, 16.79%)] T ->7-, CRIE
8 (1.8%). PRIZ 526 (11.5%) THERIT=,

(‘Z24=tk)
HEFERIILIRT 436/451 ] (96.7%) 23O S, 1GRIEK & OEE N6
TRVAEERERIT 261/451 B (57.9%) (T30 BTz, FRFERITIET 128 1§J
(28.4%) . Hols 112 1] (24.8%) . BAIFR 94 5] (20.8%) HTh -7,
HERAEREGIT 171451 B (37.9%) T8O Lz, {RERIE L ORI 2 5 E
TERW 2L EOEERAGERGIT, MMlEE) 8 Fl (1.8%). KIFKHN 5 4
(1.1%) . FED 4451 (0.9%). AL, HEACHED KIG, HEREES 87 K—
VA, ROV BERBE NS 261 (04%) HETHoT-,
VBRI DB 5.0 EIZFE - - HEEGIL 39451 ] (8.6%) IZFRH LT, 2 HiILL
FIZRBOONTEEBREOBRERILICET-AEES T, MEED 7 4]
(1.6%) . TANRGELVEET I ) NI oA 75 —BHINN 44 (0.9%). 75
=T 2RI UAT 2 T —BEIMEOEANCHE D BOSHE 3 6 (0.7%). K
IR OS2 23 % 2 i (0.4%) ETh o7z,
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(4) HREERIEAER

1) BREREEAR

LKBAVIBRTREGET - BROBERFLEE>
EFE 4R 306 5A5& D
HAGRIFREAIE R & U TR U 7= I ARAT O & 53R % fo
T—HXJy AT H 202242 A 28 H

H Y

GIERARE /2 R FT AT AR 36 SR M BB R 7 LB (ESCC) BB &5z, —
WRIEHR & L CORA EALZRRIEDOIIREIZ L D 0SS 27 7 A LALFRIE DO
MG L L, FHEd 5,

HERT VA

BEZMM, 777 BRI ZHER, ERREE S MR

PIES

JHPTHELT XX s ME ESCC B3 645 B
(KFIHICC BE 324 ., 7 Z & R+ICC B 321 1))

ERRPUILHE

1.
2.
3.

(9]

18 L oo B

JRERA GGHFRRA) (CHED & ESCC DREERZW 2% 1T 1=
AW, AT — TV OYIBRREE ESCC 338D b= B3, iTiEl
7T FF BRI AR — A DALFIRIEC L DR - IR AERE A= T 2% 6 v A
L EOBEEEIR N B D UIBRRRE, RPTEITER X Tis e B

RECIST v1.1 I2 &V BRI NIZHIEATEER A IIFHMh rlRER AL 2 H + 5 BE
ECOG 25 IR 1 LI F OB

HEAEZBIT O 14 ALAINIC, BRIRRAEMEIC L otz 695 2
LRI A

INA T~ — B — ORI T & D H 7= 1B S FU 72 MRRAR R SR A LR
BikEHETDHZ L,

AR FTRE e 2o MEIR, TRBRIAMI . Bk 5% 120 HEBL B, (BERE O Rk
BeH#% 180 AMILL B RO @\ BT kA2 Eiid 2 EERNH 0 | EIEAEBIA T
D 7 B LRI IS IR 23 ME TR iE 7 6 70,

AERERESI N 8 B MR, TRBRIIE . Bk 5% 120 HIMLL B, LRk
B G-1% 180 AL B2 RO @ VBT IEZ Ehi T 2 B EA 2T X 672
JANEE

T rnBRAM AL TE

kW=

oS e * e

12.

13.

14.
15.
16.
17.
18.

TRBR S E B HE S 72 2 ML FRE O WU bl S 2RV EE
UIBRAHE, JRPATHEAT A8 ME X HERAME ESCC OB IRIRIEN & 5 BE
TRBRSE B BB AART 4 B EILAPNIZ,. ESCC T X LSBT IRIR 252 1= B
O RNRD N HERE (Bl K[E UL RIE, KER)

BEMIOD R U — U TN RLE A BT 5 2> b a— /L REEOMK, LER
B STk 23 % B

TBREARISOSEEREMREOF e H T 588

PD-1, PD-L1 X% PD-L2 OERNEHFEEZ3% T2 £ b 5 BFH

TEEWME DRI - BERE B> b o — L RRER MR 2 A 5 B
THENE A O RBSUIFE R O TREME N & 5 H R R ORE 2 A1 5 BE

VBB O 2 FELANICIEEME MRS 23580 b - B
VEEAEIHTRT 14 BURIC, S FaxT oA R XIZE OO FEmHEIFIC

XD BHIERNB M ERREE T 5B

MV PERGE B, FERR I 2 . ST IRRMEIE . S ER R 2 Stear b
— IV ARBE 7R R R DR IR & 5 5 R

EVEZBIHTRT 14 B UNIC RS PUETGRR, JrEREER. XTIy A Vv A5
BT LY GERIEIE A2 S Te) B b B

HIV B ORI &2 H 5 5 B3

MEVE 2B AT 28 B LNIC 2 k2 B9~ 5 K Fifi &2 1) 7o B
RS RS 2 =2 722 L 0 b b BE

ZOMDE 7 7 a—F VPRI RH L, EEOBBEIEN G ORI E AT 5 BE
BEARE P ST RL R O &bk
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E bR HE

19. {EER IO W] AIFE 57T 14 B SUXIEBREO L O 5 fFOHIR (O hnmEn s
OHIM) DINIC, (BFEE, s ([ ¥ —af %, /¥ —Txn
V. A E|YUE) UM L DOIRBRIGIR &2 ) - BE

20. JRERFE Y ERHIZ X o TUIBR Al HE ST AU BRIAHE TIRHE " 6E & S 7= R Tl T
B, %

AR T ik

HEA ik (A ARLSOT 7 BAR/EOMOHIK) . RIGHTEEE (.
HE) | RONRBRAE Y EATNEIR L AL FHE (CC) (AS/AI RO 7 rAr el
IVUVREK S AERAIR R ) ZXEL) ZEFRFELT, 1:1 0BT
AHIHICC #E & 7 T B R+ICC BEICEEEL L LT,

AFNNET TR &Y A 27/ Day 112 1 [8] 200mg. 3 HREIEFE (Q3W).

FRIRN % 5

TRBRIBIR I, BT, A TERWVENE, UMW R EEIZEE Y T 5 £ T
LT,

AFfMiE H

FEIMHER : 0OS ATT4£MH)

BIREHMIEE : OS (PD-L1 2 =7 23 10%LL D45 4E )
PFS (ITT 4[], JRERFE Y = AHE)
ORR (ITT #E[H], THERHEY EAHHE)
DOR (ITT4E[H, TRBRHH Y Al E)
HRQOL (ITT #KH)
ettt (BEFEL %)

fiR AT A I

Tl

BMEDOMNTIZ, ITT £H (EIEAL S 2WiRE) . LMo iiee 2t
AT KT BAEEN] (RBRIEZ D72 &b 1 FIRG SN 2RE) 2 M-,
FEIAMEE THH ITTEMATO 0S 13, A A EKYEE0.025 THRE LT,
FEMENTIX OS ZHEM Crelg L 7=,

PFE SN HEIRIHIEE (727 /2 Oho i) . RIGHIERE (F /%), kO
ICC (A&MA+T7 VAR E Y I VU RHEA AKX Y ZXEL) I2XD
stratified log-rank f& & % F\V N THUE L7z, HR X OV O[] 95%E XM (CI) %
@ UERIR 712 X 5 stratified Cox [FIJFE T L BHEE LT,

OS DEAEIRT O BIEA X MRIT 488 TH Y . ZD 87% T 5K 423 111378
D LN A TR AT A RS D 2 & & Lz, EERO DB TIL. 0OS A v
N2 422 (B LT R CTHER L, FFED 0S A X MIUZES < Al p fED
B3 0.0144 TH o7~

BIRFHEIEE O 5 B, IR Y ERHEIC X D PFS, 1RBRAY EAHIEIC L D
ORR, PD-L1 A =27 78 10%LL EDOE S 4ERI T 0S, HRQOL % Z DAL Z AR E
THZILEEL, BETRPOTELEAIIZOEER CHREEZFTIETHZ L EL
7.

OS I ITT £ &2 %tZicilsk (DRARLSNOT 7 /BARZofh, @77/
Z o) AbEEE (AeRA+ 7 LA e e ) VU REH AEeRIFH+ s ) K
FE/L). ECOG PS (01). s (65 mAmM /65 il b) . M5 (&t B
PE) . P G A SOIBIEMERE JEBUEE) . AN (AN TV 7 ALRTZED
fth) . AREFHANFEOE B OREE (RETHEIT i58) . RIGHIEEE (/%) .
N—2F A @ PD-L1 FEAIRI (PD-L1 227 =10%,<10%,/ ) BloOH 7
T N—T R H AT > T2,

BRIE-3E

OS : \IEALH BT H GERIER DY) F TOHH

PFS : MAEAL H ) HHE(T (PD) DRAICA LIV H XUISETE B GERIER 72
V) OWFTI RS F T o HIR

ORR : CR X|Z PR M3 b V7= B E DEIS

DOR : CR X }& PR AN I BT RSB PD B ERANCH BTz H XIXFET H
FERNZRIDZ20) OWF RN TT £ TO R

_16_




i R

(R

AN

EHBRE TOEMmO PR (FPH) 1T 64.0 26~84) mTHY ., WErED
51.9%7% 65 AT . 86. 7% N BMETH o712, < DWRE (74.9%) 1X7 T H
SHBAN SN, WEERE D 67.2%1F ECOGPS 23 1 Th o7z,

PD-L1 A 27 73 10%LL EOYEREEI A1 34.4%, 10%ATH X 49.2%, AT
16.5% ChH o 7=,

R E T OREZW ) BRI AN £ COMB o f Rl GERPE) 12 2.30 (0.1
~1559) » HCTH o7z, BIEAILZITHIRNDIIES CH D Z & DNMER SN
AAFHICC HED 1 Bl abrE . 2R ENRER T LEE THo7, 1FEAEOH
BrE (86.4%) IIAABANEFCERE N A DIV, B EAENIE. 24.8%DHERE
232 BT, 174%DHERE N 3 T EThH oo, b Z o B EMALIEY
PRE(52.7%) THY . IRWTHE (38.8%) . ATl (22.3%) DIETH -7, R
FHD 13.6% B RATHEIT TH - 12,

PD-L1 A7 H 10%AREDHEREEIEIL, 77 BHR+HCC BE (52.0%) (2T
AHIHICCHE (46.3%) T -7-,

HARAN

EHARANTOERO P RAE (FPH) 1L 67.0 (42~78) mTH V., #ERED
40.9%75 65 AT . 89.4%MN B TIH 7=, #ERE D 22.7%1L ECOG PS 3 1 T
HoT.

PD-L1 A 27 7 10%LL EO#ERE I 51% 28.8%., 10%A0H 1% 57.6%. AHIX
13.6% CdH - 7=,

EHERE TOEZE D SRB AN E TCOWIM O P RiE (#BH) (X 11.06
(0.2~1559) # A THhH o7z, 1FEAEDOHHRHE (97.0%) (XM AR iz
BN B L, 43.9%DWEBRE ITEBENN 2 » L ETH o7, IxbEh -z
BERALIZ Y )8 (51.5%) TH Y., WWTHE (39.4%) . AFliE (24.2%) DJET
HoT-, WERE D 3.0%NFFTEIT TH - 7=,

(F%hE)

FEFMER : ITT M To 0S

FEFHEEE Tod 5 ITT L TO 0OS O T IfRIT OFE R, UIBRAREE 7 RPTHETT X
IFEERME ESCC O — IR & LT, (LPHRIE~OARAO ERWIZ L 2 EEUEN
RENT,

OS 1X. 77 BRHICC BE & LE X TAKIHICC BECTHENOBEMICE®R DO H 5k
TR LTz, Stratified Cox [EFET /LT LD OS D7 T AR+ICC BEICHT DA
HI+ICC #E D stratified HR (95%CI) 1% 0.66 (0.54, 0.80). stratified log-rank /& &
D F Al p 1 0.0001 K5 Tdr o 72, OS DHIAE (95%CI) 1., AHIHICCHEE17.2
s H (158 % A, 201 » A)., FF5EAR+HICCEE 106 5 H (935 H, 121 » A)
Thoi,
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i R

0S (3063 B, ITT£MH)

. » AKHIHICC B 75 & R+ICC B
PO iR (N=326) (N=323)
ARy R (%) 196 (60.1) 226 (70.0)

JERIAY— R (95% CI)
pfE &% log-rank BE, Al p fi)

0.66 (0.54, 0.80)
<0.0001

FoefE, A (95% CD)

17.2 (15.8,20.1)

10.6 (9.3,12.1)

6 » HEFEROAERFE (%) (95% CI)
12 7 AR OEFR (%) (95% CI)
18 » HEEROEFER (%) (95% CI)

24 3 ABEROEFR (%) (95% CI)

84.3 (79.8,87.9)
65.0 (59.4,70.0)
48.6 (42.9,54.0)
37.8 (31.9, 43.6)

773 (72.2,81.5)
449 (39.2,50.3)
34.5 (29.2,39.8)
253 (20.1,30.7)

OS ® Kaplan-Meier [

(%)
1004

(306 FRBR, ITT £H)

AR I H
- JRBRE Y EATEELZ KD PFS

90
-o- FHHICCE
80 TS5 R+HICCE#
70
60
£
T?, 504
= 404
304
20-
10
0 T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39(8)
BHFHAR
No. at risk
AHHICCE 326 300 264 236 201 178 136 90 58 34 14 6 1 0
FSER+HICCE 323 285 239 176 135 115 91 63 40 25 1 7 1 0

R Y EMEEIZE S PFS (306 RBR., ITT4£H)

. " AAI+ICC £ 75 & R+ICC BE
PO Eiw" (N=326) (N=323)
ARy R (%) 220 (67.5) 254 (78.6)

JERIAY— R (95% CI)
p il &% log-rank BE, F{HI p fi)

0.62 (0.52,0.75)
<0.0001

FoefE, A (95% CD)

7.3 (6.9,8.3)

5.6 (4.9,6.0)

6 # BRSO PFS (%) (95% CI)

12 5 AW RO PES (%) (95% CI)

61.1 (55.3,66.5)
30.0 (24.6,35.6)

445 (38.6,50.2)
15.7 (11.5,20.4)
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i R

TRERHE Y E A EIZ & B PFS @ Kaplan-Meier Hi%# (306 38, ITT£H)

(%)
100 74

90 - -~ AF+ICCE#
TS tR+ICCE
804
am /07
1B 60
g 50
F 40
x 30 .
20 o—o
104
O T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 38(R)
IEMHAR
No. at risk
ARI+HICCEE 326 249 168 101 73 59 38 32 18 12 5 3 10
FStR+ICCE 323 212 19 62 36 25 17 10 7 4 1 1 0 0

- TRBRE Y AT EIZ K% ORR

TEERE Y BB EIZ X A unconfirmed ORR (306 RB2. ITT£M)

AFHICC 77 & RHICC B
(N=326) (N=323)
ORR, n 207 137
ORR,% (95% CI) 63.5 (58.0,68.7) 424 (37.0,48.0)
BOR,n (%)
CR 15 (4.6) 8 (2.5)
PR 192 (58.9) 129 (39.9)
SD 83 (25.5) 122 (37.8)
PD 13 (4.0) 42 (13.0)
FHm A RE 23 (7.1) 22 (6.8)

- JRBRFEL Y R AT E I KX % DOR

BRI EAEEIZ L 5 DOR (306 3RBR, ITTH£M)

6 » AZFE (%) (95% CD)
12 % A=k (%) (95% CI)

57.6 (50.2, 64.3)
31.3 (24.6,38.2)

AFI+ICC B 75 & R+ICC B
(N=326) (N=323)
Al 207 137
DOR H4&fE, A (95% CI) 7.1 (6.1,8.1) 5.7 (4.4,7.1)

46.0 (36.9, 54.6)
18.7 (11.9,26.7)

ERINE Sbil 2l
- 0S

R OFT —2 vy b A7 ETIZ, ITT £HDO B AN (N=66) THRALT-
0S £ X2 M 33 fF [AHFIHICC B 13 11 (39.4%). T BAR+HICC & 20 1

(60.6%)] THHT-,

Cox [FUFET /LIZ L D OS @ unstratified HR (95%CI) 1% 0.49 (0.24, 0.99) T

HY., T TERHACCHEE L LN TARAHICCHETHLE Y A7 N SI%IE T L=,
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i R

OS ® Kaplan-Meier #if} (306 3EX, ITT £H-BAN)

(%)
100

AAEI+HICCE¥ (n=33) 13 REZE(17.6,NE)

90
80
70-
60
50
40
304
20 -o- AHFI+HICCE

10 FSER+HCCE

0 T T T T T

BeRHHEHD

FSURHCCBO=33) | 20 | 151»A(0.NE)

HR(95%C1):0.49 (0.24.0.99).
REFEHEE I HHERICOXERET IV

0 2 4 6 8 10 12

No. at risk

AHHICCEE 33 33 3 30 29 29 28
TStR+HICCE 33 31 27 26 22 20 18

< JRBRFH Y ERRH]EIC XL D PFS
7 Z & R+ICC EEIZ 5T 2 ARFI+HICC

T

T T
14 16 18 20 22 24 26 28 30318
BT

26 25 19 13 10 2 1 1 0
17 16 12 7 6 2 2 2 1

FE D unstratified HR (95%CI) 1% 0.78

(0.46, 1.33) TH Y., 77 EBHR+ICC # & LN TAHAAFHICC #ETIL PFS A NV

FUZ 7D 2%IK T LT,

TRBRHE Y EAHIE 2 X B PFS @ Kaplan-Meier Hi

(306 #E&, ITT

BIRHHF e

£H-AAN)
ARI+HICCE (n=33) 27 6.81n8(4.4,8.4)
FS5ER+HICCE# (n=33) ‘ 28 ‘ 4.558(4.1,6.7)

HR(95%C1):0.78(0.46,1.33) R 58 ERETL I HHERICox@BET IV

-o- AAI+HICCE
FSR+HCCE

30
204
10
0 T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 (®)
BHTHAR
No. at risk
AH+HICCE 33 31 27 23 23 2017 119 7 6 5 5 5 4 4 4 4 2 2 2 2 0
FSteR+HCCE 33 32 26 24 2315 11 8 7 7 4 4 3 3 3 3 3 3 1 1 0 0 O

PD-L1 2 27 M 10%LL EDO#RERE TD 0S

PD-L1 A 2 7 23 10%LL L DOHERE 13, ARFIHICCHE 116 5], 77 B AR+ICCHE 107

BTEH -7,
Stratified Cox [EIIFET VIZ L BT F

£ AR+HICC BRI X T 5 ARAHICC #E D

stratified HR  (95%CI) 1% 0.62 (0.44, 0.87). stratified log-rank f& &2 L 2 -l p
X 0.0029 TH Y . FATHE L7z EIREHEE B O BRI IE DA EKE 0.025 %
TES 72, OS OHIAE (95%CI) 1%, AHFIHICC # 16.6 » A (153 » A, 244

s H)., 7T ERHICCE10.0 5 H (8.6

#H, 1335 H) Thol,

F72. PD-L1 A7 10%A OHERE K ORBH OPERF TH ., AHFIHICC FED
OS DRIEIZENFN 158 v H (FF7BRHICCRE 104 5 H)., 237 % A (7

FERHICCRE1LT v H) ThoTz,
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i R

R—2F A D PD-L1  10% LA _ED#ERE TD OS O Kaplan-Meier Hfif
(306 3R\, ITT £H)

(%)
100
90 FEHCCRBEO=116) | 69 16.68(15.3,24.4)

80 75tm4mcﬁmﬂon\ 74 10.0nH(8.6,13.3)

0 HR(95%CI):0.62(0.44,0.87) 1 58 B34 8 & T BEHICOTRETIL
60 p=0.0029. SEMEEELIpit. BRIDT SV IHEE
50
40
30
207 e FAIHCCE

BIRHHFHD

10 FSER+HCCE
0 T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 398
IEHFHAR]

No. at risk
EHHICCEE 116 110 98 87 76 70 48 29 18 12 5 3 1 0
FSERHCCE 107 97 82 57 43 38 32 21 13 9 4 2 0 0

o
(24 M)

HERG mﬁl +ICC #£T 323/324 5l (99.7%). 77 EAHR+ICC FET 319/321 44
(99.4%) 1RO BV, IRBRIBEEOEEL YV OFEFRIIENZENORET
313/324 5 (96.6%) (HAA 33 %9 31 il & & 2e) . 309/321 f51] (96.3%) (HAA
336 2 Bl EETe) IZRRD LTz,

FEEIGD 30%LL EOIRBRIGR L OE SV O EFSLIT, WiEL b, 4
HERERA . B ERE A . BAREGR, R ONELTH o T,

AHKlE OBEHEDH D OFFEREGORBEEGIT, AFIHICC BET 69.8% Th -7, &
BEIAN 10%LL EoFEG L, Ak OCHUIRIEREIR TIETH - 7=,
BERIBEELOBEEH VDR TICE>T-AEFERIT. AFHICC BT 6
(1.9%). 7T BR+HCC BET 4 41 (1.2%) ICEO Bz, AFIUTTF TR E
OBE D Y DT ICE > HEEGIL, AFIHICC BET 5 6 (1.5%) %zsb%
. BB, ESEE I, O, BRI, FFRAE (K 1 ) T
Hol-, 7T BARHCC BETIE 2 #] (0.6%) IZRHBN, T 2 #)) Tho
7o

IRERIRR E OREH  OEE LA EFLOREBEESIL, AFHICC BT 29.3%
(95 ) . 77 EAR+ICC BET 19.3% (62 ) TH -7, zlﬁﬂk@%@%@@i
BERAEREZBORBESIT., ﬁ%lmcc%if 19.4% (63 f3) T 2HILL EICFED B
Ni-FEGUL, MilgsE (7). Wik (66 . T (SH) . BIBHERS @H),
KIS B ORI (45 3 1) . %«ﬁ%ﬂlﬁ%\ TI=VT ) T AT 2T —F
N, 7ANRIXUBT I NIRRT 2T — BN, BB, S ibE,
SRR, ROERLDL (%261 THh-o7-,

EBIBEDO R ILICE - - EEFHGORBREI ST, AF+HICCH T 31.8% (103/324
Bl). 77 BR+ICC BET 22.4% (72/321 #l) TH-o7=, AHKHICC B TAF O
HHIEICE > T-AEREROESIL 13.3% (43/324 f5]) <. Miligdk (8 Bl) ZBR
X, WTNOFESLE [~2 ORI TH -7, MilEKITTXTAFE OEE D Y
EHIWr S i,
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(EE S WFNOLORETREEIE 5% LORITER (306 3B, SAF)
. B (%)
(PT: Proferred Term) AFI+ICC BE 75 B R+ICC #E
(MedDRA ver.25.1) (N=324) (N=321)
4= Grade Grade 3-4  Grade 5 4= Grade Grade 3-4  Grade 5
2RITEA 313 (96.6) 217 (67.0) 7 (22) 309 (96.3) 206 (642) 6 (1.9)
2. 173 (53.4) 47 (14.5) 0 155 (48.3) 41 (12.8) 0
I FRER B 153 (472) 99 (30.6) 0 152 (47.4) 105 (32.7) 0
P R Es 143 (44.1) 35 (10.8) 0 157 (48.9) 50 (15.6) 0
Xt Bl 116 (358) 9 (2.8 0 115 (35.8) 7 (2.2) 0
) 112 (346) 8 (2.5) 0 130 (40.5) 5 (1.6) 0
KM MERE =2 —u1 73 (225 10 (3.1) 0 61 (190) 7 (22) 0
INF—
T 63 (194) 9 (2.8 0 59 (184) 5 (1.6) 0
M MR 60 (18.5) 9 (2.8) 0 54 (168) 3 (0.9) 0
i ESE 58 (17.9) 0 0 63 (19.6) 0 0
A% 58 (17.9) 13 (4.0) 0 47 (146) 71 (2.2) 0
A 57 (17.6) 4 (1.2) 0 74 (23.1) 71 (22) 0
I W BRI E 52 (16.0) 23 (7.1) 0 46 (143) 31 (9.7) 0
W5 48 (14.8) 13 (4.0) 0 53 (165) 8 (2.5 0
IR 46 (142) 1 (0.3) 0 45 (14.0) 0 0
M7 L7 F=2800 43 (133) 1 (0.3) 0 28 (8.7) 1 (0.3) 0
TANRGRUEET I b 42 (13.00 5 (1.5) 0 29 (9.0 2 (0.6) 0
VeSS
{5 42 (13.0) 0 0 41 (12.8) 1 (0.3) 0
TIS=VTI Ty 41 (127) 5 (1.5) 0 33 (103) 5 (1.6) 0
AT =7 —E
&) Y 7 A ingE 41 (12.7) 22 (6.8) 0 33 (103) 10 (3.1) 0
(YR 41 (127) 6 (1.9) 0 50 (15.6) 3 (0.9) 0
KH Y v AifsE 40 (123) 18 (5.6) 0 24 (75 9 (2.8) 0
A7) i 37 (114 4 (1.2 0 39 (12.1) 1 (0.3) 0
&7 V7 2 e 36 (11.1) 0 0 25 (7.8) 0 0
T SRR 34 (105 1 (0.3) 0 40 (12.5) 1 (0.3) 0
FOR AR REAR 34 (10.5) 0 0 14 (4.4) 0 0
9B 34 (10.5) 0 0 19 (5.9 0 0
M ifn R iE 32 (9.9 8 (2.5 0 29 (9.0) 10 (3.1) 0
B2 29 (9.00 7 (22) 0 18 (5.6) 0 0
0 PR 28 (8.6) 3 (0.9 0 19 (5.9 0 0
e UL e 25 (1.7) 1 (0.3) 0 2 (6.9 3 (0.9 0
K~ 7327 AffE 25 (1.7) 1 (0.3) 0 21 (6.5) 2 (0.6) 0
1/ N IS 24 (74) 4 (1.2 0 22 (6.9) 6 (1.9) 0
U BB 23 (7.1) 6 (1.9) 0 24 (15 7 (22) 0
ML RSN 21 (6.5) 0 0 14 (4.4) 0 0
&7 v — L IfgE 21 (6.5) 2 (0.6) 0 18 (5.6) 0 0
il 2 20 (6.2) 4 (1.2 0 8 (2.5 1 (0.3) 0
727 —EHn 19 59 7 (2 0 16 (5.00 3 (0.9 0
RAEiH 17 (5.2) 1 (0.3) 0 23 (7.2) 0 0
FEEN 17 (5.2) 0 0 14 (4.4) 2 (0.6) 0
DY fie 9 15 (4.6) 0 0 24 (7.5) 1 (0.3) 0
Lo-o< b 14 (4.3) 0 0 19 (5.9) 0 0
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EfR L [F 302 5HER 2
HRARAT D B A Fr ik
FT—HXNy A T7H 2020812 1 H

H Y

Intent-to-Treat (ITT) £ % %512, EITUIRARRE SISO B E R L
(BSCC) BEFICWRIGIHFE L TAAlZHRE LI L E2D 0S %, BB Y EAMA
IR LA FEE (ICC) &5,

BT A

BAERE, FEE R, EFRIL R AR

POES

—WRIBHE R SUTIEER% (CH U 7= AT R e S s ESCC B 512 4]
(RFI#E 256 i, 1CC #E 256 1)

EEPILE

1. 18 ETHDHE L

2. BiER ERE (ESCC) ORWris ke LT\ 5,

3. HEATPEUIBRANEE /H5B Mt ESCC 12X 2 5 SR IRRE R I 0 b IZEE
DOHEENED BT,

4, TEAEZEIT T AT 28 B LAPNICE1R5R I 2 BE OTR B Y 2/ B B RHE 23
RECIST v1.1 {232 ZJEFRE FHM FTREIRZE DS 1 DLL Ed 5 &l L 7=,

5. BEEAETTENCBWTECOG /XY =<V ART—HX AN 0T 1 TH 5,

6. MEAEZAEILT AT 14 B UNIZEERRE T — & DLLF O ILHEZ 7=,
- HETEF P EREC (ANC) 21,500 #/mm?
- [/ 3 >100,000 41 /mm?
« NET B E Y 29g/dL XE >5.6mmol/L

7. HEERERIARIEE S (GFR) 7% >30mL/min/1.73m?

8. MFUETIREZR LR IR IEAE BT 7 HRICEB W THLVEEER AR TR TR
X767, BB IO IEIRRE L Z T 2 EENR R T IER 570,

9. HFHEESI DB D BIED 5 b WEIRATRER Lt 2 i 72 X — N —IZ R B
WL BRI, BEERG ML LD 120 BEIEONT ICC DRG0
A Y 180 HIFIZOZV . BRINED @WBHTEZ W2 T 72 572

irany

AN

ERERANLUE

TRBRSEH M TR E LA HRIEO W T hunicxt L TREK CTh 5,

HEATMEHRB P EYIBRANEE ESCC Ik L C 2 DL Lo 2 H 1G22 )7,

TREREEPE BBHAATT 14 H LAPIZ ESCC T %4 2 ME A i S ia iR 2 5 ) 1=,

IEVELEITTRT 6 & HLNIZET 2 HEILEZE LKL SUTE AL ST RENRE

HEOBENRS 5,

5. RIERAETALCHERET 285 (B, KREIARCSUIEE) ICHEENRBE L Th
D, BRIEICEVELOY AT NEE D ERBREYEN AN LT,

6. 2 b — L REEDOMAK, DEEITE. IINEKRNH Y | SR PRR 2 LE
LT 5,

7. hoe MEE 7 v —F L HURIZR T 2 B E OBBUK G % BITER D 5 T
FICHEELND 5,

8. PD-1 XiXPD-L1 Z4EH & T DIREORBRMNH 5,

9. R—=RF A FETEELTWRWIIZEL TWARY GBEOHAIGFIZ
X 5) BHEERD DHERE

10. EAEZ BT /O 25 2 FERNCTREIWE O B IR OREER H 5,

11 {EEIE DI XUTHRIE A~ DI 3 8 5

12 3FEMED B CRERBREZRT 5, UIEROU 27 BNE0E R EDEE
EnH 5,

13. BEAEAEILT TR 14 HENIZ 2V F 2 AT 1A K XIXE OO imEFIc X
HEFIERAEVEL LIZREEHT 5,

14. AR ZEI T AT 28 B LANIC 2B B SUTEREN I 2 B & U= Tl &2 52 1
77

15. JEAEAEILT T/ 14 B UINIZRPETRRERZ 6 U7z Bl 25200 7=,

16. JEAEAEIL T AT 42 BLUINIZ, BUPEEERL OB 251772,

we=

b
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E bR HE

17. Fielica%

TRERSE D W)[E $2 5-7f 28 A I 0 5 (oI LLINIC, fE 4 bbby
B, ERE Bl A2 —aAfFxr, A =Tz, IV ATV
V) XUXIEBRIGE R 2= ) 7,

18. EiEMEE LG R AT RIS & W S U7 VB VR R FERGME i i 2% |
EU < ITMSAHEIE, UITHERR . mIiE, AMiEER Sy hn—rEh
TWaWEFHRBOBEENRH D, IR H 5,

19. %4 7L 1, Day 1 i 14 HLNIZ, &@HMEOHE, PLERE. I v A VA
LA BT 5, EEOBRBMIIREIMERYE (B, SRR 2H53 5,

20. b MRERET A LA (HIV) OBEENRD 5,

21, BIG UTIER I R B 21T > CWVAIC L b LT EEDOREMELRD D,

22 WEHRH IR AL O£,

BT ik

ARBFESUTIBRBRE S EE ORI L D X7 U X2, ReXXE, XiIA Y
T H o EEARE S D ICC BEZ 11 O TEMESL Lz, EIEA(IT, Hilg
(BARLSNOT T /BA/BKAK) ., ECOG performance status (PS) (0,1). K&
WICCOFIR (R VUV ZxBNL,/ KXtV AV T hY) O3 O%ERIK
FELTHRELE,
AHKIEE 18] 200mg % 3 HFME (Q3W) THERNE 5
ICC #% :
« X7 U 2 FERIL 1A 135~175mg/m? % Q3W TR 5-
HATIX 1 [ 100mg/m?> % Day 1, Day 8, Day 15,
Day 22, Day 29, XU Day 36 [Z# RN G-
- FeZ Xt/ 1 75mg/m? Z Q3W THHARMNE 5
HATIE, 1[E 70mg/m? % Q3W THEIRINFX 5
AV T Hr o 1A 125mg/m? % Day 1. Day 8. MOULIKE Q3W THK
N5
AFNIXITICC O GITBAHELT, AR TERWVEE, UIHF RIS YT 5 £
THERET D & & LT,

REfE H

TEIHMLER  0S (TT4£M)

BIREMIEE : OS (PD-L1 A7 5 10%LL Fo# S ER])
PPS (ITT 4. JRERFL Y = AHIE)
ORR (ITT #E[H, 1RBRHEY EEhHHE)
DOR (ITT4E[H., TRBAFH Y =i &)
HRQOL (ITT ££[{)
etk (AEFES %)

F AT

HMEDOMNTIZ, ITT £ (EIEAL S 2WBRE) . LMo iie 2
AT RN (BRI Z D7 &b 1R E S =2iiRE) 2 v,
TEHMBEH X, AFIREE ICCRETOS ZLbifg L7,

IEVELALIRF D JBRIIK - Td 5 ECOG PS (071) KON ICC DER (/X7 VU XXk
WS ReEXRNL AV )T H) EEE L, stratified log-rank & THAA p &
R LT, #EEFRE2SA 1. D OS O H 9l & 1Y Brookmeyer and Crowley
HEIZ XD 95%IEHEKRE] (CI). HEE 6 » A KO 12 3 A ATERIF ONZ Greenwood’s
formula {2 KX B ifA] 95%CI Z#HHTHZ L & Lz, £/, EHOAEGFROREH
HEFE % Kaplan-Meier Hiff TR L72,

RPN FIL, BEZ A+, ECOG PS MY ICC D&IR % ) & L 7= stratified Cox [Fl)f
ET ML DY —REE (HR) ZH#HEE L. Wil 95%CI & & HiZ4er L,
FEARRIKFALE H X, PD-L1 BBHERTO OS TH Y, EEFHHE B NE R
BEIHRE LT,

R

OS : \IEALH BT H GERIERM DY) F TOHH

PFS : MAEAL H ) HHE(T (PD) DRANCA LIV H XISETE B GERIER 72
V) OWFTI RV F T o HIR

ORR : CR X|Z PR M3 b V7= 4B E DEIS

DOR : CR & PR RN I BT RN B PD B ERANCH BTz H XIXFET H
GERNZE D7) OWF R EN T E T o Hfj
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i R

(FBFE =

AN

EHERE TOEMmO P RAE (FPH) 13 62.0 (35~86) mTH Y. WErED
62.1%7° 65 AT, 84 4% N BMETH 72, 1F& A EDOWERE (78.9%) 17
T NBMBEAN BTz, WERE D 75.4%1% ECOGPS 73 1 Th -7,

PD-L1 A 27 73 10%LL EOYEREEI A1 27.7%. 10%ATH X 43.4%, AT
289% TdH o7,

T LA EDOHERE (95.1%) ITRBAANEHIHIBN A LT,

PD-L1 A 27 2% 10%LL E OB FEE AL ICC B (24.2%) 1T~ TAAIRE
(31.3%) TE< . 10%AT O EREE A 1X ICC BE (47.7%) (ZH~TARAFIRE
(39.1%) TiE» > 7=,

HAA

DYERE OO R IE (BEH) 1%, 65.0 (47~83) W TH Y . HErE D 48.0%
2N 65 AT, 78.0% N BIETH -T2, #ERE D 44.0%IL ECOG PS 78 1 Th -
7=,

PD-L1 A2 7  10%LL EOWEREEI AT 32.0%. 10%AK0H 1L 20.0%,. R
48.0% T 7=,

(B 2hiE)

TEFmER : ITT £HTo 0S

0S D ICC BT X9~ 2 AFIFED stratified HR (95%CI) 1% 0.70 (0.57, 0.85) Toh
o7z (M p=0.0001, stratified log-rank f&/E&), OS DHHRAE (95%CD) 1%, AHAl
BE86mH (754 H, 1045 H), ICCEFE63 % H (5345H, 705 H) Tho
7o AHED Kaplan-Meier BH#RITHY 2.5 » H#20> O TeffE L, BEFARIH 28 T
TEBEASHERE S LTz,

0S (302 #Br, ITT£MH)

- N
A st st
AV M (%) 197 (77.0) 213 (83.2)
JEBI N — R (95% CI) 0.70 (0.57,0.85)

pfE &% log-rank BE, F{HI p fi) 0.0001

i, A (95% CD) 8.6 (7.5,10.4) 6.3 (5.3,7.0)
6 » AFREROALFHE (%) (95% CI 62.3 (56.0,67.9) 51.8 (45.3,57.9)
12 5 AREROALFE (%) (95% CD 374 (31.4,43.4) 23.7 (18.5,29.3)
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i R

0OS ® Kaplan-Meier i

%)
100 A

90
80
70
60

501

BERHFHD

40
30
20
10+

(302 ABR, ITT£MH)

No. at risk

FABE 256 226 191 157 134 110 88
ICCa# 256 219 167 124 93 77 51

AR EHE I H
- JRBRE S EATEELC K D PFS

14

BHiAR

73
36

59 44 30 20
29 21 15 7

PFS (302 &BR, ITT £H)

o o

XREE

AKI#E
(N=256)

ICC B
(N=256)

AR ML (%)

223 (87.1)

180 (70.3)

BRI AN — RE (95% CI)
p & (JB% log-rank #iE. Fl p i)

0.83 (0.67,1.01)

0.0292

P, A (95% CI)

1.6 (1.4,2.7)

2.1 (1.5,2.7)

6 # BRSO PFS (%) (95% CI)
12 % BRSO PES (%) (95% CI)

21.7 (16.7,27.2)
12.7 (8.8,17.5)

149 (9.9,20.9)
1.9 (0.4,5.8)

PFS @ Kaplan-Meier i (302 38R, ITT £H)

(%)
100

90
80
70
60
50
40
301
20+
104

BeRtHF et

-&- FHIE
ICCe#

No. at risk

AEB 256 119 74 49 35 28
ICCa¥ 256 98 42 20 12 6

T
12

AR

25
2

18 20 22

oo
o w
oN

m—
24 25(8)

o o
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- JRBRE Y EATH EIC KX D ORR
ORR (302 3Bk, ITT£H)

AHIEE ICC R’
(N=256) (N=256)
ORR, n 52 25
ORR,% (95% CI) 20.3 (15.6,25.8) 9.8 (6.4,14.1)
BOR,n (%)
CR 5 (2.0) 1 (0.4)
PR 47 (18.4) 24 (9.4)
SD 68 (26.6) 82 (32.0)
PD 116 (45.3) 86 (33.6)
FHANRE 20 (7.8) 63 (24.6)
- TR Y EATEEIZ X 5 DOR
DOR (302 3Bk, ITT£H)
AHIRE ICC R’
(N=256) (N=256)
]l 52 25
DOR F19fE, H (95% CD) 7.1 (4.1,11.3) 40 (2.1,82)
6 # A28k (%) (95% CI) 56.0 (40.8,68.7) 36.0 (16.7,55.8)
12 % A =0 FeEE (%) (95% CD) 35.1 (21.6,48.9) 0.0 (NE,NE)

NE=FA B

HA Ry S F AT

0OS

0S @ ICC BEIZ%9 B AAIRED unstratified HR  (95%CI) 1% 0.59 (0.31, 1.12)
THY, 0S OFRAE (95%CD 1T, AFIFET 9.8 » H
ICCEET76 % H (415 H, 1055 H) THolo, %HD Kaplan-Meier iR
2 5 AL TEBE L, IBEREE M 28 U CRBEDSHER S vz,

(7.5 % A, 173 % H).

OS @ Kaplan-Meier Bif} (302 FREX, ITTH£H-BAN)

90 AEIBE (n=25) 19 9.8»8(7.5.17.3)
o0 ICCBn=25 | 20 | 7.6»B(4.1.105)
HR(95%C1):0.59(0.31,1.12) . & 58 H TR L T2 IERICoxBRET IV
70
% 60
£ 504
%,
30
207 o A
104 IcCat
0 2 4 6 8 10 12 14 16 18 20 22 23
IBHHAR
No. at risk
KHIEE 25 25 22 17 14 11 11 10 9 6 4 1 0
cca 25 22 16 13 10 9 4 3 3 3 2 0 o0
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i R

< TRBRFR Y EAREE I X D PFS
ITT4MH D H AN TO PFS O ICC BT K3 D AHKIRED unstratified HR (95%CT)
£ 0.50 (0.27, 0.95) TH Y., ICC FELLEATARHFIFET PD I U A7 08
50%IK T L7z, PFS OHFJAEIX ICCHE (1.7 # H, 95%Cl: 14 % H, 2.8 » H)
LEHARTARFEE B6 # H, 95%CI:20 » H, 74 # H) TEL., &£¥o0
Kaplan-Meier BUFRIZAKI 1 » AR ICARFBEDO TN RAF & 720 | LR O BERGR A H
W% 38 U CaeBE s HeRr S 47z,

PFS ® Kaplan-Meier % (302 3Bk, ITTEH-BAN)

)

100- : :
90 AABO=25) | 21 3608(2.0.7.4)
60 ICCBn=25) | 21 | 1.778(1.4.28)
o HR(95%C1):0.50(0.27.0.95) S EHZRE T 33 AICOERE L

BeREHF el

40
-o- AHIB#
3041 ICC8%
20
10
0 T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 21(®)
IEHFHAR
No. at risk
AEB 25 18 12 8 6 6 5 4 3 3 2 0
ICC# 25 11 3 2 1 1 0 0 0 0 0 ©0

PD-L1 A 2773 10%LL Eo#ER#E TD 0S

0S @ ICC BEITXIT D AKIBED stratified HR (95%CD 1% 0.49 (0.33, 0.74) T
o7 (FrfHl p=0.0003, stratified log-rank B ), OS DHFIAE (95%CI) [FAHA
100 H B5%H, 151 5 H), ICCEES1»H B8 % H, 823 H) Th
D, KEIBEDTH 49 5 AIER L=,

F72. PD-L1 A7 5 10%A M A O#EERE TH . AKAIFED OS O H i
TFENEN TS A (ICCHES8S K H). 851 A (ICCHTO0 5 A) THholz,

0S @ Kaplan-Meier #if# (302 3Bk, PD-L1 23 10%LL EDOZER)

(%)
100
904 AHIBE (n=80) 54 10.0nH(8.5.15.1)
80 ICCE(n=62) ‘ 53 ‘ 5.118(3.8.8.2)
HR(95%CI):0.49(0.33,0.74). &5§&HEREET3ERICox@METIL
70 p=0.0003., £ HtLZERBUIplE. BRIOT SV IRE
% 60
= 50
£ 0]
30
07 o amm
104 ICCa#
O T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 29(8)
JERFHAR
No. at risk
AHIB¥ 80 75 64 53 50 38 31 29 25 15 12 6 1 0

ICCa¥ 62 55 35 28 22 19 14 9 6 4 1 1 1 1
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(22 4=Mk)

HERGIIARKIRET 244/255 51 (95.7%) . 1CC FET 236/240 B (98.3%) IZ78&
N, BRI L OBENS DA EFRITITNENORET 187/255 1l (73.3%)
(BAN 25 B/ 17 B & GTe) . 225240 5] (93.8%) (BHASA 23 Bl 22 il % &

Te) ICRBO BTz, FHBEIEN 10%LL EOIRBREE & OR# N H 5 HEHRIT

Kﬂﬁfi\7}%7%/&7\/%7/27I7—?ﬁm\%m\&vﬁk

PRFEREAR TAE, 1CC BETIEL, B MmEREGE . EkEae) . A, REkEER,

THL, EL, WEM, PEAE, RN, SRS, R ERBUDE,. B EREUE

JVE, KERD, ROMERCH -7z,

IRBRIE L OBESH D DT NCE - e B EFFGUIAKIBET 5 1 (2.0%) IZFBDH
v, VgAML, Bl EDARYE G S R LA i, A AE . R OV BRI
(% 16 ThHotz, ICCRETIX 7 #] (2.9%) ([ZFBD I, MMIEMET 2 v 7
(3 H) ., Mlige, FEBMELFPERIDIE, SETC. DlsestbiE N 2IEMERE (45 1 #1)

ThHoT,

BB OB H Y O EE LA EFLOBBEENEIIAFIRE 14.5% (37 #1). ICC

#£19.6% 47641 Thot-, 26 EICRO ONT-IRBRIE L OESH Y OEE

AEFELIL, AFIBETIX, ik (760, MFlgx (SF) ., fmEtEmgs G610,

BF b U o AIE, SRR, KOV BIBERE (4% 2 61) . ICC BTl

EHBasA (10 B . B mERBOEA . TR, K OFEEWELFRERBAE (% 8 i),

fize (561), BOmyErEs =2 » 7 B, KOEMmEREAE (% 4461) . RH&O

BAJGE (2% 3 ). BHEREE, FPEkEAIE, KOERK (% 2 6) Tho

7=

RO G ILIC R > TG ERGORBLEIG X, AAIRE 192% (49 f), ICC

FE 26.7% (64 B) ThHotz, FEHREED 2% EOFELRIT, AFIRE T,

ICC BETIE FHICToh o 7o, AHFIBETHRIZIEMMIE DS 3 B (1.2%) 123D B,

W HIEEREE L O H O Ll S i,

WO ORETRIFES 5% EORIER (3023 Bk, SAF) (1/2)

. Bk (%)
(PT: Preferred Term) AR 1CC B
(MedDRA ver.25.1) (N=255) (N=240)
4> Grade Grade 3-4  Grade 5 4> Grade Grade 3-4  Grade 5
AFEIER 187 (73.3) 45 (17.6) 7 (2.7) 225 (93.8) 134 (55.8) 8 (3.3)
TARGEUEETI M 29 (114 2 (0.8) 0 9 (3.8) 1 (04) 0
5 AT = T —PHIN
#if. 28 (11.0) 6 (2.4) 0 83 (34.6) 17 (7.1) 0
RO IR R AR T 26 (102) 1 (0.4) 0 0 0 0
TI=UT I RT Y 25 (98) 0 0 18 (7.5) 4 (1.7) 0
27 =T —BHEn
957 19 (7.5) 0 0 33 (13.8) 3 (1.3) 0
B2 19 (7.5) 0 0 8 (3.3) 0 0
BAGEGR 16 (6.3) 0 0 75 (313) 7 (29 0
& O FEIE 15 (5.9) 0 0 8 (3.3) 0 0
T 14 (5.5) 0 0 66 (27.5) 15 (6.3) 0
77 RE 12 (4.7 0 0 28 (11.7) 4 (1.7) 0
i MR 11 (4.3) 1 (04 1 (04 15 (6.3) 1 (0.4) 0
35N 10 (3.9) 1 (04) 0 35 (146) 4 (1.7) 0
TN 10 (3.9) 0 0 12 (5.0 0 0
K N U v AfgE 8 (B.1) 5 (2.0) 0 21 88) 7 (29 0
IRERD 8 (3.1 1 (0.4) 0 25 (10.4) 0 0
BT 7 3 e 7 Q@7 1 (0.4) 0 15 (6.3) 1 (04) 0
i Bk A i 7 @7 0 0 30 (12.5) 17 (7.1) 0
U v SEREGE 7 @27 4 (1.6 0 19 (7.9) 16 (6.7) 0
ML 7 @7 0 0 66 (275 7 (2.9) 0
i sk Es A 5 (2.0) 0 0 98 (40.8) 48 (20.0) 0
(X 4 (1.6) 0 0 25 (104) 1 (04) 0
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(EES WTNADOHE CTHREEIS 5% U LDORIEA (302738, SAF) (2/2)

— B (%)
(PT'?EII’referred Term) AR 1CC B
(MedDRA ver.25.1) (N=255) (N=240)

4 Grade Grade 3-4 Grade5 4 Grade Grade 3-4  Grade 5
RIS 4 (1.6) 1 (0.4) 0 14 (5.8 0 0
Mg - 4 (1.6) 0 0 43 (179) 8 (3.3) 0
I R ER B 3 (1.2) 0 0 94 (39.2) 63 (26.3) 0
-2 2 (0.8) 0 0 12 (500 2 (0.8) 0
75 P 2 (0.8) 0 0 14 (5.8) 0 0
I HERIBE 2 (0.8) 1 (0.4) 0 31 (129) 16 (6.7) 0
KMEMERE=2—ua 2 (08) 0 0 22 (92) 2 (0.8) 0
INF—
ZEED F 1 (04) 0 0 13 (5.4) 2 (0.8) 0
KA Y v AifiE 1 (0.4) 0 0 15 (63) 5 (2.1) 0
Jit i 0 0 0 42 (17.5) 0 0
FEENE LT A BRI E 0 0 0 12 (500 10 (42) 1 (04

2) REMHB
EEE R L

(5) BE - HEFHR
AR L

(6) AEMER

1) FRABRERE (—REARERE. BEERARERE. FARBLERAT) . AERFTERET 4R
—RFE. WERTRERABONE
AR

2) RREMHELTREPEOARRIIRREL-RE - HABROBE
Y L

(1) 20t
AR L
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VI.

\.

ENEE(ICEHT HEE

- REZHCEESH HLEMRITEEYE

v MiHie k PD-1 €/ 7 o —F gk

—W4 =R~ T GBIG T Z)

t MbHik b PD-1 €/ 7 o —F gk

— & s AT a Y Xv T GBETHEZ)

b FMH e k PD-1 & 7 o —F LR

—W4 I TV ~T GBI Z)

HE  BEEDO®H 2{LEM ORI RE L, BRFOETFRLESRT L L,

. EIEER

(1) YERERLL - 1E R
FALYA=T71E, & k PD-1 IZHRTDHHURTHY, PD-1 LZDY > K THH PD-L1 L PD-L2
EOREEERET S Z EICLD . DATURFERAZ T MOHGE, IEMEL & OBEEHIIIZ 3 2
Rl Em M2 TUHE U, B2 IR+ 5 L E 2 b5,

(2) EEEMITIHEBRAEY

1) £ bPD-1 ~DFEEER (/n vitro TOHEED)

OBFAR PD-1 2T 284S
F ALY X7 D PD-1 It T BfEEBMMEICHONT, FEEOE k PD-1 &5 (PD-1) 2&EW
WCRBLSE - T Mtk Y oo ER I HuT78 (HuT78/PD-1) % FHu, #eiEtEibte v — & —
(FACS) Z W TR L7z, TO#F., HuT78/PD-1 flfi LB AR (WT) PD-11Cxd5F ALY
R~ 7 OFEGRITIEIE UM L, 2 DORRKRBRA /S~ 5 (BGN1-114-11 &£ U BGN1-102-07)
D 50%EZhEE (ECs) fEI%. 86ng/mL (0.57nmol/L) %O} 75ng/mL (0.5nmol/L) T&H 7=,

BpAER PD-1 Ik B F 2 L U X~ T OiEA B

5004

—— FAVUXTT(BGN1-114-11)
~— FAVUXY T (BGN1-102-07)
EhgG
FRAUUZXRT DTSR (Placebo-114-13)

400

300

e SHAGES]

200

100

10" 16 : 161 1(5‘ 10° 16‘ wyolt;ug/.m

SHUADRE
HuT78/PD-1 filaz F A L U X< (BGNI-114-11 X% BGN1-102-07) XIEx AR (B k 1gG FF ALV Y X~=T D7 T+&
R ToHD Placebo-114-13) & A ¥ a~_—T a0 Lok, @IEHRE b IgG Fe HUAChé& L, HIRBEE %, StmEs 7 m—
PA M A—HTHIEL,
TEITERIE R E, BRI PURDIRE AR T,

@PD-1 1239 Sfa G 1 RN
FAL Y Xv 7 D PD-1 T DAEAFFRIEICONT, B ATV 4% PD-1 Miflash K 2 1~ (PD-1-
ECD/is) [~ L — k& M7z ELISAETHE Lz, v U RILME (FBS) E(E F XUIHEAFAE F
T PD-1IZH T DA EBAMEZ A L, $1PD-1 FURD =RV~ T RN LT 1 Y X7 & PD-11T%f
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T HREA R A el U=, FBS JE/F(E F T PD-1 (100ng PD-1-ECD/His/ 7 =/V) (Zkf$HF ALY
AT OFREEITREISCTHEML, FALVI AT, =FAr~eT, KORATa ) X7 0
ECso fEIE. ZhEH, 53, 43, L Sd4ng/mL Tho7z, FHEFRNY XV ETH D FBS 17#1E FIT
BWT, FALY X7 D ECsoHIX FBS HEGFETD 125 T, —H=RNL~T1349/5, 7l X~
TIL34fETh ol

FBS 7#7E T XUEFEAFTE T TD PD-11Z% 2 A B

R /ECso (ng/mL, £%) FALY X=T =R<=7 _ATr Y XvT
PD-1 (FBSFE{FfEF) ECso (ng/mL) 53 43 5.4
PD-1 (FBSf#{E ) ECso (ng/mL) 62.8 211.9 181.7
ECsokt (%) 12 49 34

v AF VU UE#e ~ PD-1 fifEsh K A1 > (PD-1-ECD/His) 100ng/™ =V X% 5% FBS f#7E F PD-1-His OIEEAEL (0.06~
1000ng/ 7 = /V) %8%(F 7= ELISA 7 L — h &V, &40 PD-1 Hifk & PD-1 & OFEEBFMEZFM L, 4 5= 27 ¢ v 7 il
#% (GraphPad Prism) 75 ECsofE% HiH L7z,

QPD-1 [Zxtd B FEE M
t k PD-1 IZHTHF ALY A~ T OfGHEMMEE2 £ 77 A€ 48 (SPR) HEICL 0 JIE L,
tot—F v 7 Eice b PD-1/His #Ei#% U 7 REEME L%, ALY Xv7 GEEEIEUT
Fab) ZLCU Ty FICHETHF ALY XA~ T BARITE L, MREECESE O RSHEE RIS T A —
ZEBEH LTz,
E FPD-1ICKTLF ALY X7 (EREIUR) OfEEEES (Kp) fEiX0.15nmol/L TH-7 (U A
v RMEEEOLRNET), £72, AL TFTOF ALY X<7 (Fab) @ KpfEiX 0.23nmol/L T, 522F
DL L YOm0 T, T, BEEHREN_MTHL2Z EITERTLI LD EEZ LD,

@F ALY RI TDESICEELP-1ODIE —TF
PD-1 DY # > K& LTPD-LI & PD-L2 BAE1 5TV 5, PD-L1 2O PD-L2 & PD-1 DfEA1Z1E PD-1
D6 ->DT I JFEEFRE (K45, 193, 195, P97, 1101, MY EI03) DNEETHD Z L AHR ST,
6 DDT I RIRIED O L WTNOERIEIZT ALY X~ T REGT 20 EFHET 5725, 6 DD7T
B EENENT T = AR ST PD-1 BREEER LTz, EERE~DOF ALY X7 D
FEATEMEIZ DWW T ELISA KON = A Z 7 my METHREF L. WT PD-1 ~OfE &6 & ik L7z,
KHERPUAR L LCTHLPD-1 HiiR (Ref-Ab) % 7=,
ELISA KXY =2 Z 7 ay hOWTFRDOHFEICBNTS., K45 L OV93 O (K45A K TNI93A)
WCEDTFRALY X=TORENMETFT LIZZ b, K45 KOV I93 R F- A L ) X< 7D PD-1 ~DFEH
WCHEERIE N—TTHD Z B EINT,

FRLY AT L PD-1 DT h—F<v v (ELISA )

By AR W 328 LR PD-1 FALY X=wT Ref-Ab hulgG
WT skksk
L95A ok
I101A otk
E103A ok

w2 50~T5%DFEEAR T, ¥ 0 75% L EOFEAIRT, ML 50% & B DA TR L



®E FPD-1 &E RPD-1 A2 K (PD-L1 RUPD-L2) LD#EEICHT B3 EHBEZIER
THIfRPE U o R JERIAN HuT78/PD-1 (2R B L7-t F PD-1 & & h PD-1 U #'> K (PD-L1 XU PD-L2)
DFEGIZT HF ALY XA~ 7 OHEFEEHIZ O W THEEE bV Y — &% — (FACS) ([ZX D EHmL
776
FAL U A<7Ek b PD-1 &£ & bk PD-L1Fc, X't b PD-1 &t b PD-L2Fc & OfEGE W H
EL (RAEERINTND 100%), £ 50%EERE (ICs) fliX., £ Ei 72~T4ng/mL (0.48
~0.49nmol/L) & *67~86ng/mL (0.45~0.57nmol/L) T -7, F AL U X~ %, PD-L1 X UPD-
L2 @ PD-1 ~OfEAEEFHAMICHEL, PD-1 U H > RiZk o THRE SN IEIMED > 7 siE s
FLET D Z L2k » T, THIREEEE(LE A M A U BWERT O EZZ 5N,

E b PD-1 &£ PD-L1 (A) RU'PD-L2 (B) & DOFEAIKTEF ALY XA~T OHRARIREER

A B
400+ 2501
) ¢
! 200 +
300 ; 3
x ¥ 150
i g
gg 200 gg
B B 100
100
504
ICs0=72~74ng/mL ICs0=67~86ng/mL
0 T T T —T— T 0 T T T — )
10 107 107 107 10° 10' 10 10 10° 107 107 10° 10' 10
. (ug/mL) - (ug/mL)
SHEORE SNEORE
—— FALURTT —— FAVURIT O~ ENgG FAVURITDF SR
(BGN1-114-11) (BGN1-102-07) (Placebo-114-13)

HuT78/PD-1 #ifa % F AL U X~ (BGNI-114-11 XiZ BGN1-102-07) ST IEHUA (B b IgG RIZF ALY X~T DT T%&
R TdH 5 Placebo-114-13) f77E F T AF AL PD-L1 (A) MIEPD-L2 (B) & A v FaX—T a3 L, HME#HA MLT b
TEVUALE MREER, mREE T e —Y A N A—F TRlE LT,
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2) MR ZERW#BEEEMS (/n vitro TORED

DIL-2 b FTEE A
T M2 Tl PD-1 I L2 MHIMES 7 iz L0 IL-2 sl snsd, ALY X~7 0 PD-1 [LFE
YERIZ 2T HuT78/PD-1 Al A~ 5 O IL-2 4y ih & FEAE I Z et L 7=,
F ALY X~ 7%, HuT78/PD-1 M5 D IL-2 /yisZ I FERAFHNC T L, IL-2 W tEER O
ECsofllE 1.47nmol/L Tdh o7z, —F., =R NA~T K ONAT n ) XA~vT7Th IL-2 DWILiEN L B
773, F O ECsoflilT="R /)L~ 7 TiL 5.98nmol/L, XA ~7 1Y) <=7 Cid2.74nmol/L Th-7-,

HuT78/PD-1 MK T B F ALY X< 7D IL-2 53 TeEVER

(pg/mL)
600
—&— FALUXYT(BGB-A317/E15B103-01)

—RLIT
RATOURRT
¥— EbMgG
400

IL-253

200

10° 107 10" 10° 10' 10*(ug/mL)
BNAEDRE

HuT78/PD-1#if%, FA LY X~7 (BGB-A317/E15B103-01. 0.005~10ug/mL). [FRED=FRL~<T LT rYX<T,
SUIRTEEHUA (B R 1gG) f#7E FC HEK293/0S8-PD-L1 #ifim & 17 RE4LEGE U, 58P o 1L-2 £ % ELISA {ETHIE L
77

i PD-1 HiiA D 1IL-2 53 TTHEEVER D Ehik

T A—=F FALY A=T =ARn~<7 NATRY AT
Top, pg/mL 476 400 447

RV of top,% 100 84 94

ECso, pg/mL 0.220 0.897 0411

ECso, nmol/L 1.47 5.98 2.74

RV of ECs0,% 100 25 53

HuT78/PD-1 fifa%, FA LY X<~ (BGB-A317/E15B103-01. 0.005~10ug/mL). [FRED=FRL~<T LT rYX<7,
SUEXEBHUA (hulgG) 1F7E FC HEK293/0S8-PD-L1 fllfE & 17 BERILESFE L, K5 oo IL-2 J £ & ELISA ETHIE L7,
Top : 77 F—ZEREO IL-2 BE, RV : FHxH7H

QIFN-y I R (F T EE
fdtE R —22 545 5072 PBMC % VT OKT3 (2 L 0 AiALER & fifi L 72 )40 55# PBMC 2 F AL U X
~7 (0.01~10mg/mL) fFfE F C HEK293/OS8-PD-L1 i} & #5538 L, PBMC 7> 543 S5 IFN-y
Z ELISA JECHIE LTz, £7o, A7 zmA N (BRI 5582 CmiMlus arsE L, BMEE T oM
U DOIIR « K& I 2842 LT PBMC OEFEIE % FEH L 7=,
FALVY AT GEREOLO, WK Fec kN =RL~7, KOXATr U X<vT7 LE—0
S228P AR AAT 5 b D) ILIEEMAFAIT PBMC 7> 5 D [FN-y Db & L L, =R/~ 7oA T 1
U X~ 7 LAFIERBRIZH 7,000 7> 559 20,000pg/mL FE CTHM L 7=,
F ALY X< 7FEE FCIE PR (1gG) f7#7E T & bl L C HEK293/0S8-PD-L1 #rE50 & PAIZ 4 7
95 PBMCIFHEIN L, F—F YV RESIKRDHE KA 640 PMBC OYEFETTHED RE STz,
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t k PBMCZx$ 5 F R L Y X< 7 D IFN-y 23 WMtV A

(pg/mL)
25,000 0
0.01ug/mL

20,000 I 0.1pg/mL
= B 1ug/mL
'ji 15,000 Il 10ug/mL
~
E 10,000 ~ ~ T ~ ~ T ~

5’000 | _l
O T . T . T . T
FAVURI T FRVURR T/ v RLTOURRT EhgG
Z2R) £ NgG4s22ep

TEMEALALER 2 il L 72 FREF 2 e b PBMC 2 F AL U X~ 7 (GEREF AL U X+ 7 : BGB-A317 E15B103-01, Fc k=4
N7 HORAT Y XvT EfE—0 S228P, 0.01~10pg/mL), FREDO=FRL~T ~A7n1r Y X~v7 Xtk b IgGfFE
FCPD-L1 #5Ufg (HEK293/0S8-PD-L1) & 338 L, PBMC 2573 8415 TFN-y % ELISA 35 CHIE L 7=,

3) MEBENRE (/n vivo)

Okt MERREHRKOEBBETETILIINT 50FR
HEGE R~ A (NOD/SCID ~ 7 &) D A431 MBS ET L& HOCHRat L7z, A431 #i
fazt b PBMC & L b T AR FIZBEBM LZBH (Dayl) NHF ALY X<7 (1, 3, KO
10mg/kg) Zi# 11 (QW) 5HEMIMEIEN (Lp.) &5 L CREFAICHEB AR 2 HE L=,
FALYRX=T (1, 3. KO 10mgke) 1£HEIEEETEMHE SR Z R L, Day 29 TOMHIX,
ZTREN, 18%. 89%. KUN89% TH -7,

A3 M REBE~ U A ET /UK B F A L Y X~ 7 OEEHEEME R

(mm?)

1,400 4
BIE(N=12)
1900 B FALUZXIT 1mg/kg B1E#HS5(=11)
' —h— FALURYT 3mg/kg B1EERS (h=11) T
FALURTT 10mg/kg B1E#E5 (=10) -
1,000 I
TR T
*p<0.001 (vs. 5%
fE 800 StudentdtigiE 1
A
*p<0.001
B 600+ )
T 1
400 } *
- v *
- = % * * B
200 _——
e T—
O T T T T T T 1
0 5 10 15 20 25 30 35(8)
HRRRBtER DB

A431 ff (2.5X10%M8) Zt k PBMC (5X10°ff) & & HICNOD/SCID~ 7 ADKE FICBE L-® A (Day 1) »nH, FAL
UX~7 (1, 3, KO 10mg/kg) UIALE (PBS) Z3 1 [\ S @EMARIENR S L, # 2 EHRFEIICIER AR Z0E Lz (=10
~12), BEEAERE (mmd) X, EHEOREX (81 X12 OR»HRO =, HlEEEARE (mm®) CEEEEEERE) | B
% A431 MIpR A% O B AR~

VRIS IBREIC ST A A EZE, * : p<0.001 (Student @ tH7E)
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QE FKXBEOEBBEETILIINT 2R
b N KA R RIS BCCO-028 Z & k PBMC & & 125 F&4ME L 7= NOD/SCID ~ 7 A % H
WTF ALY R~ 7 OHEENREZHBF L-, FALY X~ (10mgkg) O 1[0 5 M@ FEEER 5
HZ & 0 A E RGN RN 22 S0, Day 36 (k50 1 %) TOMHEIRIL 83% TH

>77,

BCCO-028 BB~ 7 AET/VIZRT B F R L Y X~ 7 O BRI FEH ) =

(mm?)

1,400
| 7BIE (n=8)
12007 g F2LUZTT 10mg/kg B1EES (n=8) [
10007 e .
#p<0.05 (vs. B J
StudentdtEE
ﬂ§ 800 i uaen iE
o T
B 600 1 *p<0.05
400+
.
b3 L
200+ " ¥ I
* * * a B
O T T T 1
0 10 20 30 40@)

faRBEROBH

b N KRG BT R IES AR BCCO-028 (3X3X3mm®) ZHfift N PBMC (5X10°f#) & & %12 NOD/SCID ~ U R N
WL, BEBANLF ALY X<7 (10mgkg) XL (PBS) % 1[0 5 HEMEEENE G L, # 2 [EIREAIC RS AR
ZPE LTz (0=8), MEHIMEEATE (mm?) CEHMHIEERESE) | Bl aE o A ERT,

TR FRBE ISR 2B 2, * : p<0.05 (Student O t #i7E)

@kt rFEMARMEOEEBBIBEETILICRT 5518
b N IR/ IS T S R IEE AR BCLU-054 % & | PBMC & & &2 F&4#E L7- NOD/SCID + 7
2HEHWTTF ALY XA~ 7 OHEENR e Lz, FALY X~7 (10mgkg) O 1[8] 3 EMIE
WENE G2 K 0 BRI IEIN R 03 A DA, Day23 @EIEOELSOFA) CTOMEIHET 45%
ThHoT,

BCLU-054 EfEBE~ 7 RAET/VIZXT B F R L Y X< 7 O EEH a2 =

(mm?)

8001
700 BIE(n=10) '|'
—— FALVURIT 10mg/kg B1@I%5 (n=10)
600 l
Tt S
| #p<0.05(s. B8
5001 studentortiam *p<0.05
g *
& 400+
i
300
200
1004
O T T T T 1
0 5 10 15 20 25(8)

BRsEROBY

b IR/ NI A B RIS ARk BCLU-054 (3X3X3mm?®) Z#Hifift N PBMC (4X10°f#) & & $iZ NOD/SCID ~ 7 A2
R TIBHE (Day0) L7z, BHEEHANLF ALY X~7 (10mgkg) XIIIEE (PBS) % 18] (Day 1, 8, 15, KUt22) JEkE
AL L, RFEOICESAEEEZHE Lz (0=10), #HEIIESARE (mm’) (CEHMECEUERRE) | Ml BM% O BiE2 R,
TRBEHREE IS 2B, * - p<0.05 (Student D t #27E)
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@hPD-1 £ MET I RZRWHRESRDRE

t hPD-1 BIZEFEAN TV AV 2=y~ A (WPD-1 & M~ A, B-hPD-1 C57BL/6]) % v
T mGMCSF 38~ v 2 BB aEM Rk (BI6FIO/GMCSF) X FBfEL, FAL U X<

(10mg/kg) XIXIELE (PBS) % 1 [8] 5 BEEMEENE G- LT,

FAL Y X< (10mg/kg) OG5 X0 A E R EEHEFEINEII RN 2 540, Day 30 (i&&E50 2
H#) TOMHRIT 86.7% Th o7, FAL Y X~ 75 CIL. IWEEGRE L il U, SR

BlinE TOWRRFDIER & EHEE DBIEN 7 BT,

hPD-1 & MME~ 7 R IZBAE L7~ mGMCSF R~ BB EME (B16F10/GMCSF) DOHEFEIZ

RiETFR VY R=T DEE

(mm?)

6,000

B (n=8)

5.0007  —m— FZLURTT 10mg/kg B1EHES (n=8)

4,000 TOfE+HRERE
*p<0.05. %%p<0.01 (vs. J&f%)

p<0.05

B

30@)

i StudentD tI&TE
e 3,000 4
% 0
2,000
T
1,000
% *
0 -+ T & 1
0 10 20

fhiaBiER OB

B16F10/GMCSF #fifid (5X10*{&) % B-hPD-1C57BL/6J ¥ U RIZR P LTz, BEHNHLF ALY XA~7 (10mgkg) XiE
B (PBS) A3 1 [A] 5 JHREIMEENE G L, RIFRICIESHATE A JIE L (0=8), MG AR (mm®) CEEEHTEYERR

78) . PRENTHIRBAER O B A R T,
TABERHIRRE IS DA EFE, *: p<0.05, **: p<0.01 (Student ® tH/E)

B16F10/GMCSF M~ 7 R D JEBHE5H iR

(mm?)

6,000

BIR (n=8)
— FRVURY T 10mg/kg i81@1%5 (n=8)

5,000
4,000

3,000+

T iR

2,000+

1,000

0 T T
10 15 20 25 30

fhlasiER OB

35\)

B16F10/GMCSF #ifid (5X10*{&) % B-hPD-1C57BL/6] ¥ U AIZK FEME L7, BEEHNHLF ALY X~7 (10mgkg) XiZ
W (PBS) % 1\ (QW) 5 EBERENE G (p) L. BRFRICESGAEZNE L7 (0=8), fElIME~x D~ v 2D

A (mm’) . BENTHIRB AL R O B E2 R,
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(3)

{E FASETBHR - F 4R R
AR L

_38_



VIL EYEREICEAT HIER

1. MHREDHRS
(1) BRLAEDGMPRE
A EE R L

(2) RSB THERIN-OPREE
1) BE%s
HANDEE R EREEED 10 62, AH 200mg Z 3 B CRESIRNES L-L X0, )
[ 5-1% O ML 7% T HERS S ORI BhRE R T A — X IZLL F DO LB Th-o72 9,

HARNBEICAA 200mg Z FARAERE Lz & & OMETREH#RE (CFYEHREERZ. n=10)

(ug/mL)

1,000 Cycle 1
m n=10
el TFAgE+FEmE
100+
;
é P
) : o
=z —
X
PARRIE
i
B
14
T T T T T
0 72 144 216 288 360 432 504 (&)
iS5

HARNBEIZAHF 200mg Z#FIRANKE LTz & & DEWEIRE T A —4F (n=10)

BN XT A —H WIE 5%

Cmax (pg/mL) 73.3 (21.9)

AUCo-21day (ug-day/mL) 672.9 (23.8)
Timax (hour) 1.29 (1.13~1.62)

Tin (day) 18.8 (27.3)

CL (L/day) 0.161 (34.9)

BATLE (AT CV%) . T (S OW TP IRAE (B~ K)

) AFIORE - AET [ ALFFRER ICHE U - IRIGUIBRARE 2R ST - R O/E/R I L Tid, AFl%
HMmRE+T2522L4TED,] THD,

2) RE®RS
{LZEHRIEIE D & HARIG VIR A RE R ST « FFEO BANEE RV LR B 25 Fll2, AH) 200mg % 3
TR C R BRI G LTz & 2 O MiETREIIUL FTo LB THho7 9,

H BRI B A n i RE  (ug/mL)
Cycle 1 Day 1 5% 25 63.17 (23.9)
Cycle 2 Day 1 e 5l 24 17.61 (26.0)
Cycle 5 Day 1 £ =] 13 43.67 (30.6)
Cycle 5 Day 1 5% 13 115.11 (21.4)
Cycle 9 Day I BB 9 57.29 (33.2)
Cycle 17 Day 1 e 5l 7 33.93 (121.5)

AT T CV%), 191 7 vk 21 HE
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(3)

(4)

i
AR L

BE - ftAROEE

1) BEOEE

EER R L
<BE > KNI REHIRN GO0, BROZEIRVWETRIND,

2) HREICKIEE

REER e L
< > FRAHIIERE DS AN BGRSUTERI T AEVE D FMTH R 2 LT Z 37 BRI T D 2
LEEBETDE, FAVY AT PEYWHAE~ 2% 2 /RettidEn e FRsh s,

2. BWEERENS A —4

3.

(1)

(2)

)

(4)

)

(6)

(M

(2)

BT AE
Jvmsi— | A v MR

IRANSE FE T
AR L

HRIEEE R

MM EE L

<HE>HARNORER TV EREEFIC, K 200mg & W) EIFFARN G- O 1008 (Tin) 1188 A
ThHoT=9,

D9IVT IR
HARNOBE R EEOEEE I, AF 200mg ZHEIFIRAKRG %O 27 V7 72 (CL) X
0.161L/day ThH o729, £7o., AARANEBEOEFREBIZIIT S CLIL0.121L/day & HEE S L7z 9,

nhEHE

MR L

<BE>REFMITICIESE, Ve (PRa =R A2 FOSMMER) . V2 CRIfa A=A v
2 DOHAAER) . KOV (R 23— R A2 b 3OOMAER) 1ZEnE 3.05L, 1.270
KON210L LHEE SN T,
F7o. Vss (BEFREBIZH T 2 0MEF) 16420 LHEE I N2,

Zoft
KR L

B&EHE (REaL—>3v) @BFD

FRHT 7T E
-3 /R—h A PET I

NS A= EHER

12 o AR ER (001 35, 102 3R, 203 3Bk, 204 3R, 208 #HR, 302 Wk, 303 #hR, 205 3
BR. 206 ikBR, 209 RBR. 304 RBR. 307 iBR) (8GR SRR 2596 117> B 15 H ATz 14473 Wi
DF ALY A7 OMIEFIEELY W, FALY XA~TDOPKIZ, MIEZ VT I A% HT53-2
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4.

6.

VR—= R AV NETVICE D RLEYNCRER SN, TALY AT OCLICHT 2 AERIEER L
LT, XR=RT7AVOERE, TV7 I, BETFA X, fuEmHtE (ADA) ROBAMERRE S
Too VelTKITAEERILEREL LT, X=X 1 L ORE, MR OEHBREE SR,
INLDOERENT ALY X~ T ORGEEICKIETTET, BHENSKROREROLEEHITK L TH
RN/ S W72 (CL KN Ve OERZAENZZNZE 4 26.3% % X 16.7%), F AL U X<7 @O PKIZ
FRARMICER O & 5B 52 KT S R EHER ST,

RHEMSEMBIRE N T A — % (HEEME) 13, AR BYERERE OB FERBICBIT 20 HAHE (Vss) 1
6.42L, TEFIRREIZEIT D TiplE 23.8 H, CLIX0.153L/day TH -7,

MR U
A= ROV
<BE>KFNIFHIRNIE G- 070, EWFERHARIT 100%EE 265,

(1) &A@
MAER e L

(2) Mmik-RERERAPTAIBHE
MM ERR L
<BESAKHNLIgGEE /7 u—FTAPKTH D Z Ln, BEZEET 2 REENH 5,

() Bt~DOBITHE
AR L
<BESHANL G/ 7 H—F AR THB = L inb, HAH B ~BITT 5 2 L E 2 bib,

(4) BEEA~OBITHE
KR L

(5) ZOMDIEBADBTH
AL L

(6) MIEEAMAE
LR L

|
(1) KRBEBLLR U HEE R
BN oy
<BES>RFORBICBET 2 RFHIFEM I TR, ¥ U ERAITHD Z &b, AERN
TEHRNTFREORT I VBIIOEISND EEZEZBND,

() RHIBEE5TEHR CP%) OHTFHE, H5E
AR L

(3) NEEBHROERRVTOEE
AR L
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(4)

RO FEORERPELL . LT
AR L

1. BEid

ZEE R L
<EBE>KANTHAME 1gG LA L FRRICSTF FEROT 2 BRICOBS it s s, U3t

ENDH BT T RICEAASNEVIAEND EEZ LD,

8. FZURKR—A2—IZEAT B1E#HR

MAER e L

9. BRFICKBBREER
B R L

10. REDEREHRI HEE

1)

2)

BHEEESEECHIT2EMHE (BER REaL—3y) @BF. SEAT—%) 7

EHERERE E AR OB RBIC KT TR AL BER (Ko b —a ) s HO TR L 7=,

EHEBEDS IEH 22 9B (CLer : 90mL/Z2y LA b, 1223 f5l) . M OVEBRERERE E AN (CLer : 60~89mL/4y .
1046 f511) . H%EE (CLer : 30~59mL/43, 320 i), & (CLer : 15~29mL/453, 5 #) O#EREIZEHB W
T, HEEREE RIS & BE ISR GEREYERE T PK (ZIEFHE LERV HoTEY
ERRIICE RO & D BT b2 o T, BB EWRE IR ATRE/e T — 2 B AR+ Th

-7,

FHEEEEEICH T 52EYERE (BEH REaL—ay) @F. fEAT—42) 7

NSRRI E DS AA O FEDENREIZ KT T84 . RHEEM (R = L—3 3 ) T a2 VTRl L 72,
JFHERE N B 7ol (B Y v e < BL¥EfE BFR (ULN) &Y AST <ULN, 2182 i), M OVIFHERERE
R (Y LBV <ULN KOVAST > ULN I E VL EY > 1~1.5ULN (AST R, 396%1),
HE (BULE Y >1.5~3ULN (AST AR, 1264, HEE (Y /LEY >3ULN (AST A, 2 #1)
DOWBRE TN T, #HEEBRBERICES &, BE I TEEEREREWRHRE CO PK TIEFE L E
720 HoTEBYBERMIZERDO D DBITA LN o T, EEHRER EERF IR ffE 2T —
WA+ ThoT,

1. Zott
MR L
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VI. Z2 (ERLOIESF) ICEI LEEB

HH||§§

TR
o= =)
=H

AHF, BERITTAMGTESIERBRICENT, SALERERICTI T - %"%ﬁ’é?#’)[ﬁﬂi
Db ET, FEDEANBEY EHMSNDEGICOVWTOARET S &, Fi=, BERMIRICEIL
L, BEXFZORERICAFOEMNERVEREZT2HAL. REZE ’CfJ\b?xE}‘d’é Eo

1.2 FMEMMEREAHLODON, RTICESEFIHESNTLSDT, MHER (BRUN., HRE

. ZEE) OHIRUVHEBESGREDNOREE. BEZT7ICITI2L, £, EENREOLN
EERICEAFDIREEPLEL. BIBRERILE VHOREFOEYGLEET S . [8.2,

9.1.2, 11.1.1 B8]

& T DEMH

_

1.1

I22¢&

B O L AR NS I OB B BERHI T3 /ST E DERMEH T, 2 A LEIRIE
o 2 ik - RBRAFFOEMIO b & T, AF OG-8 8@ ) & S DIERNC O B G- %217 5
VBERDDHZ L, AFROREIZHTZ->TE, BEUTLOFEIEITH LIGK LA M & fapritic
ONTHOBA L, AEEZGTOOHREGZHBTOLEND L I ENORIELT,

1.2 BRRBRICEWT, KAl L ORREBRPGE TS RWEELRHEEMRENBO LA TS I E

Mo, FHCER ZMES NS FR L LR L,

AEEEDEH

(ROBHICITHRELEBEWI E)
DR LIBBUE DBEFRED H 5 B4

2. 2=
2. 2R

A

(fiFsn)

REND SR LBBUEDBEEREDO H 2 BE AR 28BS LT-5

MREZLNDZ b, EEEFEHT L ETo— ﬂ%ﬁ&a&bfu

. HEELEBUEER SR BT 5 AIHE
’_./:E_’ L/f\_o

3. MAERILHMRICEHET S FE L TDEA
V. 2. ZHRESUIBRICBES DR 22T 52 &

4 AERUVRAEICEET IR EZTDER
V. 4. FEROCHERICEESDER) 22052 &,

5. EELGERMIE L ENERH

8. EELEAMIEE

8.1 AHD T HIREMALMERIC XV | WEDREFISITER T 2 &5 2 b k4 REBWREEDN &

bbb EnbDd, BEETSITITV., BENED ONHEEITIE. B\EOGRE KGN X D EI
TEHORBZEE L, @R ENRZHa21To 2 &, WEOREMIGICE 2EWER N b D56

Wi, BIBRERNVECRIOBRGEEZEETHZ L, £, AFBRGRTRICEEZREWENN &

LD ENHLDT, AFEGHKRTHROBIEZHITITH 2 &,

8.2 MEMIEENLLLNDZENHDHLOT, MIHER (B, WUk IK .

Jl X MR A D FEME S, BIEE 72179 2 &, Fio,
DOEZFET 52 L, [1.2, 9.1.2, 11.1.1 ZH]

-
\_

W) ORER

YN
MG U T, WECT, Mg~ —h —%
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8.3

8.4

8.5

8.6

8.7

FRA, FFHREERRE., MHRAS Db Z RS 50T, RAIEL-BAART & O 53 13 e
FNZHFRSEEMRE 21T\, BEOREEZ +DICBET 52 &, [11.1.2 2]

DR, DERDBH LD ZERHLHOT, ME. CK A, DEXEESEOBLEL 7!
Z &, (11111 28]

RPN OLDONDZENHDLOT, H/MET., W, CK EAHEOBIEL +5I12475 2 &,
[11.1.12 &H&]

FIEMENIERNH oD ZENH LD T, F/MET, IR N, MERREE, e TREES OB
Ao3cATH 2k, [11.1.13 ]

RURIRFERERE . N EARRREREE X CRIBHREREZE N H 6oL Z 05D T, AHIOE S5
BERT M OV G- TR I @ IS NSy Wk RE A (TSH., 8 T3, 78 T4, ACTH, =L
—NVEORIE) #EETHI L, £, LHEDSUTHESBREEZOERBLEF/T 52 L, [11.1.5-
11.1.7 ]

1 BUPERIB N D B0 D 2 &NH D DT, R, B, RS OFEROFBC MBS E O LRI+
DEETHZ L, [11.1.8 ]

BHEENOLDNDZ ENHHDT, BHEMREZ EHWIITV., BEOREZ +5ICBET S
Z &, [11.1.10 B HE]

4

g,

Sl

(R

AFNOEEIZ LY | BEOGERIGICERT S EE 2 DNDIHEA RERSIREND S b Z LR
b, HEHOME CRIFHIEBLT 2L H D, RENRO ONHEEITIX, BEORERKISIZ
X 2 BIVEH O ATREM: 2 & HIC B W CE Y BRI 21T\, BWEA N SEbR 254k, BIBRE
FIVE CEIDO B SO R E Z AT O LER D D, AANTEEHINE L, AFIRGK TRICEE
REWERDRH HONDZ N HT-D, ARG THOLBIEE AT ORERSH Z bk
E LT,

KRENOF G L0 EVEMEMEENS SN D Z End D, MEMMERBIIEN RERIFICELGAE
WY KFNOEEGIE U CIXBE MR EOREER (B80iv, FEREEE, k%) O
X MRAEEOEMIC L VBEEZ+DATIMNERS DL Z ENORE LT,

EERFRERICIWV T, AH & ORRBBRNEE T e WEERITFREREROHFARTB OO Z &,
Fo, HEICESTEIFRENRD LTS Z L0 b, KREFG-BIERT K OF 513 & BRI T 6E
MREZITV, BEOREZ H2ICBET M ERH D ENHLRE LTz,

HRARRBRICIBWN T, AF L OREBEGENEE TEXARVEERLHR, MEEBED LN TNSHZ &
o, Mg, CK A, DENEFSEOBIEZ H3ITIMERSH D T ENLEE LT,
BRI T, ARAE OREBEENPGTE TERWHABBD LN TWD Z b, KT,
W, CK EAEDBIEZ +3IAT I MERH D Z N HERE LT,

WS O TR O FARRBRIZ I T, AKI O R RBIRAEE T X 72V SE I o 7o FIE A B E 2358
HOHNTWDZ Enn, KT, RBig T, PRV RS, b T iEESOBIE L2 +0124T 9 RER D
HIEMWBERE LT,

FRARRERIZ W T, A L ORI FEBEIRNEE TE W HURIRERERE S . IR FEREREE K OV N E (AR
REFEENFRD B2 Z LD, AR O GATE U Tl 5-BAAAET & O 5t 13 & #1892 FIR e e
s (TSH. W8 T3, WF8E T4, ACTH, ItfaF Y —VEDORIE) 24TV, BlE%4 1401247 9 &%
ERHDHZEMNBRE LT,

EARRBRIZEB N T, AF & OREEBPTETERVEEZR 1 BERBEIRDOLNIZZ LD, K
FOEGIZEE L CiXnig, Bl IEEEOFERORBELCMAEED LA+ S3ERET 2L ERSH D 2
EMMBRRE LT,

BB I\ T, KA E OREEMRNGE TE R WEERBHMERENRD bR L b, KK
B G HIXEICBRSRERE (G2 L7 =) 217V, BEORREZ H0ICBISRT 208 B D
ZEMBERE L,
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6. RENDEREEHIT HEBEEBICHT IR

(1) AHHE - BEEFOHDHEE

9.1 AHHE - BERZOHSEE
9.1.1 HCAEEEDAHXIIIEMMNE L IBRMEOBECRERENHRTIEOHHEE
o BE DO BIVEH 3 BUUIE ST 2 82 N3 h 5,
9.1.2 MBEUMEENDHIBERIZTORFEOHLEE
MR PERTR BB IHET 282 n”H 5, [1.2, 8.2, 11.1.1 ]
9.1.3 BB HERE (ELHMBBEREZEST) OHLEE
AHNOPEHAZ X0 Bhtliggs 2 k3 2 fEf SOS XXM Rt E8 ERBRRBET 2 8ZNNH 5,
9.1.4 HEROBEXRIIBREZETIHESE
WEERIET A BTN RD S, [11.1.18 2]

(fiFERL)

9. 1.1 BEERBRICE O CHREBEORIEANRD LN TWD, —iRHIIC H CRER RO A HHE R ORE
HEAAT HBRETIETDEETOILERH DL Z ENORE LT,

9.1.2 RFIOFGIZ XLV MEMERERNS bbb Z Enb Y, ABIOBHIZEE L CREMERERD
AOHER OBEERO S 5 BHE CIEHR0EBETOILERSH Z ENDRE LT,

9.1.3 BEAFR D PD-1 fHEHKD I G 25 ) 7o B Cleas B IEAG RIS NS S Tn b, RFlO#E 51T
£ 0BRSS S ) DRSO AR BT 2 B8ENRH 0 | AKAI O G L ClRASBHEIE O &
LZEETEHHDEETHILERSD ZEDLRE L,

9.1.4 BEAFE O PD-1 BHEHKIZBWTEEMD Y A7 THDH I L, BRRERIZEB WD THREEARD T
DIEMBRERTE LT,

(2)

(3) FFifeErE=4EE
BE STV RN

(4) £JEREEHT 2F

9.4 ANEREEET HF
PEYRY D FTREME D & 5 MEIZIT . ARG M OR &G4 4 » A RNV TR 2 2 K&
OGN 22 R IE I SOW T 5 2 L, [9.5 2]

(fi#EsL)

F ALY X< T % H DT B AR d R K OV R A B el B X550 L TV e WS, ~ 7 AATIRE T L
TliX. PD-1/PD-L1 > 7 FIUAGREEDHEWIZ X 0 B RIC kT 2 S MR MGE L, IR TN 2% =
EDIRENTWS, 72, B MET v T U2 G4 (IgG4) (FHEMZBIRTA2 Z ERMLNTEY
1gG4 BERALDF AL ) X< 713 RHED G IRICEEI N D AR H 5,

— 07, AFNOEFG~OFEFICET 553727 =X 13202 e b, AFIOMICERH 2 EB LT, K
B G- R O i e 5-1% 4 » ARITEHT T 2 LERH D Z LN BLRE LT,
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(5) 1E4%

9.5 1F1%
TS SOTHEIR LTV D ATREME D & 2 MR iE, 1R BRSNS G2 EE D s n b
BERICOREETHZ L, REIE AT AEBAEFEERBIIER L TR0, iR~ v A2
Pt PD-1 HuiA 3Pt PD-L1 Hilk a2 G-92 & WMERNSENT 5 2 ER@mEIN TS Z &
O, WERP O T 2 AR OB X, BRI L CAEREEL2RIETT AR’ b S, £
7o B MIgGIERHADLGIEIRA~ABIT T2 Z e b Tn5, [9.4 5]

(fig)

AR DOIEIG~OE BT D+ 727 — 21320y, TOEMERFEN G, I ~0&K512 &L v R
B FAFTTRRMEN DD Z LD W SUTEIR L TV 2 ATREMED & 2 KMEICIE, 1R b B2
BOHEET DX OWE LT,

(6) RELim

9.6 RELIF
BRE EOFEMER O RAREOREMEEZZBE L, BAOMB UIFIEZHREFT 52 &, KAlD
b FLHFA~OBITICET 527 — 2130, b N gGIEHAHHICBITT A2 &0 b, KRR
795 AR & 5,

(i an)

AHNIDOE NAHFSOBITIIMEFT I TWARWA, & b IgG ITAFFITBITT 522 ERMbin T,

AHNSFERICBATT D AR E X OND T e D, ARIRGFORIICET 2 EREEZRE LT,

(1 MR
9.7 NRE
NS A G & U T BRIRERBR I3 S50 L T 7y,
(fign)

AFNL, RHEAKER, AR, LR IR XINEEdS L LEBEERBRIZIERL CBHT, Zh
5 OBEITEBIT DANER OLEMEITHESL L TN EMHERE LT,

(8) &

Y AMQAYAIN

R o
[ 4

. HHE{EH
(1) HHREEREZNDER
BRE I TV

(2) tEEER EZTDER
BRE STV

_46_



. BIfER

1. 8¥ER

ROBIER DR HOND ZENHDHDT, BELTHITATV, RENRBO N HEICEKRGE2T
b3 % 7 Y R ALE 21T O Z &,

(1) EX7I

BIER & HER

11.1.1
11.1.2

11.1.3

11.1.4

11.1.5

11.1.6

11.1.7

11.1.8

11.1.9
11.1.10

11.1.11
11.1.12
11.1.13

11.1.14
11.1.15

11.1.16

11.1.17

1.1 =&

KIEIER

MEMEMESR (1.7%) [1.2, 8.2, 9.12%]

e, FHEEES. L

FF R4 (BEFERBH) . AST, ALT., v-GTP, Al-P, B U L %D EH 25 AR E
(2.8%). FF% (0.7%) BHLbNDHZENRH D, [8.3 BH]

hEMRRIZEMARAE (Toxic Epidermal Necrolysis : TEN) (BHFEEARBH). RS FLIRARAE %
7% (Stevens—Johnson fE{&E) (BHEEARH]) . ZWA (BHEARH)

KBx (1.6%). NNEXK (03%)., EEDOTH (1.4%)

Fifgi 42 TR, 8. MESOMERN D b bN=HAICiE, AFIORLEZd i+ 5% 050
Y E 2175 Z &,

KR REIEE

FORARBEREIR TIE  (0.2%) . HURARMREETUHERE (BHEERHT) . FUIRMRZE (BEERE]) ZHoH
WIRERERE E N H Hbh b Z L 3h 5, [8.7 5]

BT HeEEE

RIBEEE R (0.7%) HORIBHERENS DN Z LR D, [8.75H]
TEAREES

THEAS BEERYE) ., FTEEEERTE (03%) S0 FREEEEREND DD Z &N
b5, [8.75H]

1 BERIR

1 BUBEPR (BIE 1 BUFEIRIR 2 5 2e) (0.5%) bbb, FERFMES R 7 R— XCE
HRENND D, | BPERFENEONTZGEITE, AflokGEz Rk L, 422U AHFO
B HSEOMU R AEEZITH Z &, [8.8 2]

fES (BHEEARH)

BEEE

BEARE (0.7%) . IRAVERIEMBER BEERP) ., SSREREBER (BERH) EoBE
LbNbdZ ERb5D, [8.9FMH]

DK (03%). DIEXR BEERH) [84 3]

Bmx (03%) [8.5&MH]

EREMBENE (FEEARH)

FIEMEIPEICL S 7 V=B O DRHEIERAENETT 220855 DT, MK RE
DOEACIZHHEET D2 &, [8.6 3]

fisi % (0.7%)

i

38

HREE

K= 2 —m8F— (02%). X7 « NU—JEFERE (0.9%) ZOMREERD bD
ZEBRDH D,

BEELMKEE

el M/ MRS IE - (BEEARE) . dsiitEE i (BEEEARIA) | BERRIERAE (4.0%) . FEEWELT
PERBDIE (BEARY]) FOBEBRMERENDH PN I LBH 5,

FHAR MM 4% 2R A2 IE

TSR ARMARAE (0.2%) , FiZERRiE (BHEAH) FORIRMRERIENH Db D Z 0D
%o

_47_




11.1.18 &% (BHEA) [9.1.4 ZH]

11.1.19 Infusion reaction (0.5%)
Infusion reaction 23388 LT HEITIT, AAIOFTEGHILFEOEU)RLELEIT O & & bIT, JE
KREE T 5 F TREDREBE+SICBIET L2 L,

(fiFERL)

ERARBWVEAOE T, FFICERZET 5 LB 2 LN RANRHE e A MEMBE R, HRZIZLD
T DR e EORIERIZOWT, FBURI, #E & OVEROMGRICET 235, RIEHIEBLR
DORLE ST IEZ . B G & U CEBS LR AR (302 &ER) . thofb¥ ikl ot S & LTHE
BRI [E S ARRRER (306 3ABR) Ok F L OBEKFR O PD-1 BLEIROBEMD U A 7 (2SS & EH Lz,

(2) ZDithDEI1ER

1.2 ZtEI1ER
10%L24 E 1~10%Ai 1%ATi5

MEB LY 2 235% | ~F7 v e riEld (68.4%) ., AIMEREAD | ~F 7 o v i
PR (472%) . U > 8EREA (58.4%) . - | n. U wosERESN

BRI (44.7%) . ML/ ORI (29.9%)
A PSRN S i 5 I
AR i 2 S REK
MR g, HERks KO NOEEK, I IR B
ThE bR I
(Bl = N2
iR = ALT ¥4h1(27.6%) . AST 5411 (34.7%) |

AP BN (32.2%) . MLHP B U LB L HEN
Fefdks KO TR | 892 % ) FEIE = H M 3 BE
(===
EHRB L O BEfiim. AAE | BRI
R e
—f% - EHEER L |FESH
[0 =R VAR /N 12
B RAR AT T T A (46.6%) . CKOHE | R U T AN

(203%) . 7 L7 F = #022.6%). 71

U o A (262%) . Y T LD

(222%) . F b U 7 LB (56.8%)

(fiftan)

AR OEFEFET —4 v — bk (CCDS) (2R ORIVER &K OARA O BAR R RS E Lz, F
BUAERE 1T, BB G & U CEBRLFE S MARRER (302 3BR) . b3k & oG & L CEEB
RS TARERER (306 7lBR) DOFERICHESEFHLHE L., 6 DEAKRR CTRIEH L L TRO LA TV RN
FRITOWTCIIBEERRALE LT,

¥, BRARRAOMIZIZ, PS5 & U CEHBIEFRFEIAHERER (302 3ER) . o bk s offH i
H.& U CHEHBERBIFERE (306 R 5R) NoEbiiz, N—R2T7 A U bEL LR R R &
CCDS |[ZES &k L7,
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9. BRERRERRICRIZTTEE
BESh TV
10. BE®RES
BEIN TR
BALEDIFE
14. BRALDIEE
14.1 EFFFHFOEE
1411 RNATVERGE LW &,
14.1.2 FHHENZ, R PRPWESECOFELZ HHIC IV R T 22 &, RN E > TV L8556,
SR FRD DL DG EITIX, A T NVEFEET H T L,
14.2 HFFFHEBEOIE
14.2.1 NATOVFIESTICEHNICKEIRSE, BEEEZ AL TANPLHREIY . HRAEBRREIRO
SN ZICEA L, B&KREE 2~Smg/mL &35, SNy 72D Y s SE TR
sz,
14.2. 2 KANIRAER 2 5 F 720, FRRITESCHITHERT 5 2 &,
14.2.3 R E 3 ICHERETRE T 256121, ﬁﬁ#%&ﬁ%Tif@ﬁW%z~wccmﬁ
MLUNET 252 L, HREEBITRE LIS AIIE, BEFNCARHA Yy 72 FiRICET 2
L
14.2. 4 FBURILHG S vz &,
14.2.5 AANZ 1 EEHORATH D, A T AR OKIRITFEET S Z &,
14.2.6 fhAl & ORFEIT LN &,
14.3 FEFIHREHOIE
14.3.1 KAOEGIZHTz>TIE, A T4 7 4% — (02 X% 0.22um) ZEHT 22 &,
14.3.2 [Rl—D a7 A v &M L ToOEA 2 HHRIRB G Lianz &
14.3.3 BEMKTRHCRMZA v 27Ty vadbHl L,
(fi#Ei)
AFNIE D FOFEBATHL Z L, FHRET, FARELRRGRFICBT2BHW EoFEE %
CCDS 28T D2 EEMENFICE S X3 Ebtoit &Lm%%’iéﬁﬁ%iﬁﬂﬁ%ﬁmﬁﬁ
HIEE., A% ORA K O FIROREREICET 21E K OTARATOMEICET 2EE %,
CCDS IZBITHHEEMENFICESERE LT, RN OEGHET £ TORMIZ, EHMY N ToR

r Hﬁﬂ%ﬁ@ﬁ% %O% H/:E’L/fu.o
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12. ZDMDEE
(1) EREREEAICE D C1ER

15. Z0MDFE

15.1 BRERERICED < 1H#R

15.1.1 GERMEY
LFRAERE D B 2 TG UIBR A RE 72 AT - RO BERF RO BF L x5 & U [EERM
[FZE IAHFRER (BGB-A317-302 3BR) MK OMbLERIERE O 22 W RIGYIBR AN RE 70 AT « FFFS
OB R EREERE 255 & U EEEIEFEZE IAHRER (BGB-A317-306 #5R) (280
T, FHNER 32221 fil* (12.5%) KO 66/300 fil* (22.0%) IZHIF A LY X~ T HUEN
O BHAL, 1221 1 (0.4%) LT 17300 f51] (0.3%) ([ZHLF A L U X~ 7 HRFUEHNFR
bilz, PiF AL U X~ T HUR K O FIHURRG R Tl MR & b U CARKI O i
RENME T T AR B v,
* FALY R TRORE L | AREISNEBEDI b, N—2F 4 L ORF AL ) Xv THIKD
HERERRH Y, D2, N—=Z2AT A L HEOPFT ALY A< THFUROREERN D2 EH 1 AL
NI BE LT OGS L,

(fifa)
ADA RO FIHUR D FEANC L D ARF| Oy EhRE, Aot R OESE~OHRPZ2EE T RI N T
RN, BERFRBRIZIBUVT ADA DEANRO B2 EMhbEE#Ei LT,

(2) FERGREAERICE D 1H#R
BRE I LTV
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X. JEEGEREABRICREI HIEE

1.

S IHEAER
(1) ZEhZEHEAER
(VL. HENSEICPIT 2HE ) OHEBM
(2) REMFEEHARER®
- AR R X mhay e 5 & .
AR R 5 5 R ik
DI R =AY YA, 10, 30, 100mg/kg 100mg/kg DHEE T, LEM/RT A —
(MERE 4 1) BRI Fe IR & - ZIZEABITTRD iy
H=T AP TR, 30, 60mg/kg 60mg/kg DHEE T, LEX/NT A —
(MERE 4 3) WM 1, 13 MR | # 1T BITRRD b ivien
HRPI# 5
RS =0 AP BRI 10, 30, 100mg/kg 100mg/kg DR E T, FERRA~DREE
(MERE 45 1) CAEIEST 7 i [ E S ZRET HEGITRRD H AL
=7 AP A, 30, 60mg/kg 60mg/kg DHEE T, FERR~DRE
(MERE 4 3) 2HAMNC 1E], 13@MRERE | 2738 T 2Z20ITRD by
HRPI$ 5
HRARESR | h=s A FL BRI 10, 30, 100mg/kg 100mg/kg DAEE T, FHEAMER~D
(MERE 45 1) CAEIEST 7 i [CaE S WL TET DBITRD by
=7 AP A1, 30, 60mg/kg 60mg/kg OHEE T, HFRMHEFZ~D
(MERE 45 3) 2AMIC 1, 1BEBRER | BEE R RT3 28THRD by
FrRN 5
(3) TN EEAER

DFcy ZBRAER U Clg 2 VI ~DFEE Y

7 FEPD FeyR (FeyRI, FeyRIIAmisi. FeyRIIAgrisi, FeyRIIB, FeyRIIIAviss, FcyRIIAfgiss, M OY FcyRIIIB)
W5 F ALY X< T OFREEIT OV T, ELISA K TN FACS 1 THRFF LT-,

ELISA JEIC L 2 WFT T, FAL Y X~7 O 7D FeyR (x4 DA 1T S /e dr- 7=, FACS ik
WZBW T HREET, FHHEOLEE (MFD) X7 78R EFAETH -T2,

Clq ~DFEAIZ OV TIX ELISA & THisT L 7=,

Clq (T H SRR O b BB T 5 % 2”7 T, Cl filkEA KRR 2 SED, FAL
U X< 7% Clq ~DFEAIHIF L A EB BN -T2, —J5. BHSSRBUAD hulgG % Tl Clq ~D
AN LN, FALY XT3 invivo IZEBWT CDC R T 2 Al EE 2 5 b,

t k FeyR IZFEB LAWK SR LI=F 2L X< 7 LidxtBigic, BEAZRSL PD-1 Hilk (=R L~
TRRLT R Y X< T) THHASN TWADHERT O 1gG4 (IgGdsnse) ZERA LT ALY X~
N1gG4s228p T FcyRI ~DFEGINH BT,

Q@#Bra % L = ADCC R Uf CDC SEMEMDRET Y

CD16 F& Bl NK Hifatk (NK92MI/CD16) %. F AL U X~ 7{F1E FC PD-1 381 T ffaf: U o <@
fakk (HuT78/PD-1) & 38538 L. HuT78/PD-1 Ml kDLl k&EfE%E (LDH) ZHE+ 52 LT
ADCCIEMEZF L7z, F ALY X< 7RIMTIL, ADCCIEFHER SN hoT-,

CDC iEEDOKEITIZ, 7 4 b~~~ 2T > (PHA) THIY L 7ZHEEER AR ¥ PBMC 2, ALY
A= TAEE T CHE B FME & RS S8, Atz ilE Lz, ALY X~ 7EIITIE CDC 133
XN,

_51_



. EEEER 0

(1) HEEEEEHR

HhipTa #hH& (mgkg) = .
i B KB B PR
ICR < 7 & 0. 30. 100mg/kg > 100mg/kg R &b L
MERERS 10/ FrRN e 5 ()
=AY 0. 10, 30. 100mg/ke > 100mg/kg FrR T &b L
EREAS 1/ FrRN e 5 (RS )
(2) REHREEMHAR
iy Fi W58 (mgkg) M o
B B GRS A (mg/ke) EEBTR
T=r AP | 0 GEL). 3. 10, 13 30mgkg | 2GR BT KR OWAEF 2 L, —
ERESS 6/8% 30mg/kg (2 JEIZ 1 [E]) QZW | ke (B 52 &), R,
FrRN e 5 BERE, MR, DEX. BEZEOHR
AL MRS R A i R E R R
&, MEAE(LENRE, JRRE, V
YRR Ty MRE, PA A
VR, TR, REEERE. KO,
BRI I FE R A L
B =7 AP 0 (). 30, 13 3@ R 30mg/kg | 60mgkg IV EE (Hf 141) : KiEE LD
ERES 3/8% 60mg/kg (2 @Mz 1 [8]) To O LZHBA Sy (G, 2, IR
FrRN e 5 DLER, HH, KEOBFERE,
ML, AHI AT, K OYE
PR T)
60mg/kg IV Bf : 7 47V 7]
(ME) . C RUISHEZ o827 1 (1) .
ryaz )1 (), 77 I
(), 7T/ a7 ok
(MR, FYZUERY R
(). ASTT (HF). /X I vk
B AERESR T () . ALPT (M) .
100mg/kg 2] 100mg/kg | U REE | ()
KT#HE (75. 89 H) 60mg/kg IV # (M 1 B) : BEGHAR

CLoige, REVIR, WM. WORAR. 1%
Bt AEehRe, RiE. B, W,
DB TE. TESEE. B ok
5 IME O (M, 5, BREH
RAEMME, IENAEHIROIER) , &
ROZEA GRS, ¥ 23
7 PR, IRME AN, EEE, IREME
RIEMM, SRERR ORI, &
BOEM, K OUME L)

100mg/kg SC #f : & 5 (B L 7= 5
PEZAb7e L

(3) BEinEEHER

HEE R L

<BES>FALVIN A TIEE ) 70 —F AHETH Y . DNA IO QY E & A BN

LEFEZHN LD,

77

4) BNARMEEER

HEE R L

ICH S6 R)H A KT A eV, BisdMEaBRIXFE N L 72

<BES>F AV A TITET R ADOBEORKZRNE LTSI b, ICHS) A KT A~
(ZPEVN, D8 AUJEMERRBR 1T 580 L 7270~ > 7,
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(5) HERESMHAR
1) ZRERVERETCOVNHKERLEICET 558
MR L
<BE>ICH 89 A KT A NZHEW, ZIEHER OVER £ COMMIMI ARSI 2 3B 135506 L 720>
Sfz, v ERWE 13 ERKER G R (EREBR) ik, MO ATREH AR KO
SERRR LA LIZRD BN 1=,

2) B - BRIRRLEICEAT 58
MR L
<BE > EMERICE S G-l S . —EHOBE T L Tid PD-1/PD-L1 BRI DOFLEIC L v IBIRETE
23E L, PD-1/PD-L1 OIEBUTEF 724 IR D BN R OCHEFFIC AR A R 2B A2 F T 5, AH%
G Lo 6. IRIREMEORBL, WRESUIFEEDOHEMN, & 2 WITE RO ER ek
SRR A KT T REME SRR S D, L7z > T, PD-1/PD-L1 #REEDFHE I E 5 384
FHITEMOERTHLZ LD, FALY X7 OIR « JRIEREAICHET 2B T L
R o i,

3) HARMRUEAROEE L NICEEMDOBEEIZET 5558
BRI L
<BE> LA ED S, fEIEF O PD-1/PD-L1 BEOEEIC L V. HAR TOH CaEREEOFERE X
XD A REVERIE S D,

(6) SRR ER
B R L
<HE >V VA 13 B E B G mERRER C O —BeR BB K QYR B M I K | B
B ~DRB LM LTz, FAV Y A T RGI\CHE L RE TR0 bRl

() ZoithotEkE"

1) fRESMHRER

@DE L PBMC ZA W= a—JLIGERER (/n vitroER)
HLA-A2 1MEEE R — L HEE L7 PBMC 4T AL U X~ 7 HIEFC4 AREEE L, A hA
ANVA pp65 XTF K (VU a—LHJR) CTHIEPL L, T MaiErbofsE s LT, IFNy FEAE%
ELISA (& CHIE L 7=,
ZOREFR, FAVY AT L0 | B (E#Te b IgG k) &l LT, IFN-y PEA
DHEBERTLENRRD bz,
PLEXDY . B N PBMC %MW in vio R OFER NG, FAL Y X~ 70 THRRAEEDO Y 29—
JSE A BERT A RIREME B U | 1R BITFRE L 72 RBURIC X T A 5 IR OB TR, L O A R
O FEFEIL O AIREME S RIE S vz,

@B-hPD-1 9 R ZAWLV=Y) I—ILIEERER (/in vivoRER)
1 #% 6 5], 3t 4 B£D B-hPD-1 i~ 2 &2, F—F— U Xy b~ET T =2 (KLH) ZHiHE
LT T MIUKFEGUAEARIS (TDAR) 12T 2 F AL U X~ T OEMZFHI L7z, 1 B BuFRIE
JRAERTHRE) (ZIZMEA (Dulbecco V v etk BB & HK, DPBS) %, 2~4 B£lZiX KLH (Smgkg) % .
AR 2 H ROV 23 B PG LBE L 7o, 2 BRIIREESHRREE L LC DPBS #i 1 [BIfEEN&E G- L, 3
FOGBIZIZTF ALY A= 7% 10mghkg DHET, TNENNENISEZMHERT 2 HTHRER L, 8. &
15 BiZ, WONT Y 22—V & 2 s+ 2 B TlBR 22, 29, KON 36 BICHEMEN& S LTz,
B-hPD-1 ¥ 7 ZIZEW T, 2~3 HEOWTIITEBW T HAE KLH EEIC L 0 T iuiREEN D
. 2EIBHEEGZITITY a—VSEIZ X D HREADBRPRBO LN, ALY X< T7HETIE, xf
HEE QB RO —ENY a— VEERA LIV, KLH BAEICHT 5T ALY XA~ 7 DREIT
WO LN T2,
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2) #AERERIGHESAER

OA=V AP EERBEAVHEERERSHERR
T =27 AW 3 FIDDEI LT 30 $LEIC W CHUGED N 2 ERL L. Sy b2Ec X 0 34
L7z —RPUAE LT 05 KO 2ug/mL O EAF R F AL ) X~~7 (BT317) ZHW., ©4F
ke Mk v ) > Gl (IgGl, 2ug/mL) HuikZzxtiabiik & Uiz,
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KEOUAFTCE (2024 4F 12 A)

8.1 Pregnancy

Risk Summary
Based on its mechanism of action, TEVIMBRA can cause fetal harm when administered to a pregnant woman
[see Clinical Pharmacology (12.1)]. There are no available data on the use of TEVIMBRA in pregnant women.
Animal studies have demonstrated that inhibition of the PD-1/PD-L1 pathway can lead to increased risk of
immune-mediated rejection of the developing fetus resulting in fetal death (see Data). Human IgG4
immunoglobulins (IgG4) are known to cross the placental barrier; therefore, tislelizumab-jsgr has the potential
to be transmitted from the mother to the developing fetus. Advise women of the potential risk to a fetus.
In the U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Data

Animal Data
Animal reproduction studies have not been conducted with TEVIMBRA to evaluate its effect on reproduction
and fetal development. A central function of the PD-1/PD-L1 pathway is to preserve pregnancy by maintaining
maternal immune tolerance to the fetus. In murine models of pregnancy, blockade of PD-L1 signaling has been
shown to disrupt tolerance to the fetus and to result in an increase in fetal loss; therefore, potential risks of
administering TEVIMBRA during pregnancy include increased rates of abortion or stillbirth. As reported in the
literature, there were no malformations related to the blockade of PD-1 signaling in the offspring of these animals;
however, immune-mediated disorders occurred in PD-1 and PD-L1 knockout mice. Based on its mechanism of
action, fetal exposure to tislelizumab-jsgr may increase the risk of developing immune-mediated disorders or
altering the normal immune response.

8.2 Lactation

Risk Summary
There is no information regarding the presence of tislelizumab-jsgr in human milk, or its effects on the breastfed
child or on milk production. Because of the potential for serious adverse reactions in breastfed children, advise
women not to breastfeed during treatment and for 4 months after the last dose of TEVIMBRA.

8.3 Females and Males of Reproductive Potential
TEVIMBRA can cause fetal harm when administered to a pregnant woman [see Use in Specific Populations (8.1)].
Pregnancy Testing
Verify pregnancy status in females of reproductive potential prior to initiating TEVIMBRA [see Use in Specific
Populations (8.1)].

Contraception
Females

Advise females of reproductive potential to use effective contraception during treatment with TEVIMBRA and
for 4 months after the last dose of TEVIMBRA.
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8.4 Pediatric Use
The safety and effectiveness of TEVIMBRA have not been established in pediatric patients.
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