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2D F EHENFHEBLL T D, BAMIAICISIT S PD-L1 OEFBIL, BMiasE, e
e, FAmARE . DNELE. FE/ANVAEAE 2R E O A R AT TRABRKR-THD . K
AT OMBEERREIN TN D

BED DR DRI T4 & PD-L1 ZEBLOFEBEMEN S | PD-1 & PD-L1 OB ITEE D
TR BRI C B W CEHEEREE 2D Z EAURBR SN TEY . -2 AREOER &
LTHIff STV 5,

AFE, PD-1 & PD-L1 L OPD-L2 Offi U H > ROFEAEZAET D Z L2k, &g
W NBREE T DS A ENE T U L SERZTEM L S8, HUEE S 2 B E(L
T2 & THIERSR AT D,

ARFN OB IED < DRSO LD RIERER S b b, HEXIIELT
(CED RN D D, AAIOHEREGHROEREGRIZIT, BEOBEL 2TV, B
PR BN HEITIE, BELEFRITS L?‘f’%"—F‘%‘Jéﬁ‘z‘ﬂﬁEfx%ﬁ%’?:%?’)liﬁﬂ?&@%
L T b) 28R W 217\ 18 ORERISIC X 2BRWER RSO 2561213, B
BE RN R OF G DI @Jfﬁﬂﬁ%ﬁﬁdz\%%)%éo



3. BRERRIE
PD-L1 Bt D ARNVE U FIREM > v b B fasEGER = &K 2 (LI THER2) &

WO, ) REPED R ANRE ST AR FLIE O AGERH IR 21T o 7 TR O i 2R 7

(B 2h]

[EI PR [ 25 AR AR (KEYNOTE-355 ##R)

5« FRILIEICRTT 2 25 ORI O 72\ W ARV U5 REE M) HER2 &
PEDFITARRE UL I FLE B 847 Bl (HAN 87 fHlaEde) ZxBRIT, AAl 200 mg
3 MMM (LT TQ3W) &9, ) HEHEHEFIRET (KA & v il (LIF

(FAZEY] bW, ) KOANKRTZF o R E2FZEALTI N7 XXk
N (TT 2 URRERD) (LT Tnab-"27 U X%t Lo, ) ) OFFRREOR
MR O BMED . 7T B R HEFRE? (T LAV 2 ROANVR T TF o X7
V&2 X BN LT nab-,X7 U ZXE)L) ZxRRE L THREISNZ, Z2dB, BEIGFHL TR
BIEITORD LNTGAIT, REEIT 2 R TR RO G R W EDERIRAVIZLE L
TWDBETIE, KRIBICARE O B EHE TR BET R DAL D F TARAIDOE % fikii
THTENAREE SNTe, FEFHMGE B TR (LT TPFS) &9, )

S OVEAEFIR & S, ABKEIHEFREO D HRE LT 7 8 R HEFREO O L
L LhEg LT, PD-L1 Btk (CPS™=10) DS 323 5l (HAAN 28 fil&5Ede) 123U T
PFS Z A EICHER Lz (1 LKD) |
*1 0 A 200 mg Q3W & LU T OfbZyE (M ERIABRE Z LG8 20 L [F A
A B 1,000 mg/m? K ONAH VR T T F 2 AUC2mg » min/mL A & (1 =2—A 21 H
M, £a2—20 1, 8§ HAILKESE) . X7 VX% &L 90mgm?> (1 =2—R 28 HIHE, &
a—AD 1, 8, 15 HEIZHE) XL nab--X7 U # %t/ 100 mg/m? (1 =—A 28 H
M, ##=a—20 1, 8, 15 HAIC&KE) ]
20 7T R QAW LU T O FRE FRYEMAEE Z IR 2L [Fay
X £ 1,000 mg/m? KON VHRT T F > AUC 2 mg » min/mL fHYS & (1 =—X 21 H
i, F#a—Ao 1, s HHIZHEE) | X7 UV ZXE/L90mgm? (1 =—A 28 HH., &
a—ZAD 1, 8, 15 HHAIWCHESE) Xitnab--37 U # X+ 100 mg/m? (1 =—A 28 H
M, &=—2D 1, 8, ISHEIZEE) ],
*3 0 PD-L1 Z 3B Lotk (EEMR, ~7n 77— KON 88K & s S
BCRRL, 100 &3 U7 fE



#£1 AZMHERE (KEYNOTE-355 3R Bk, PD-L1 BB (CPS=10) DBFH)
AR+ ALk 7T R bR
(220 %) (103 1)
e [H] 9.7 5.6
(95%CI) (7.6, 11.3) (5.3,7.5)
PFS™! NP — R 0.65
(95%CI) (0.49, 0.86) -
P " 0.0012

CI: {Z#EIX[MW. *1 : RECIST A FF A4 > 1.1 BUCEES < §8 Pz g @, *2 ¢ @5 Cox Hufi
NF—REFMCL DT THRHEFREL O, 3 Bl 7T v 7 i, AEKE (F

1H]) 0.00411

at risk#

100 5
90
80
& 701
B 60
ﬁSOf
540“_
g& 30°
20
10

——— ZAW200mg QIWHEEEA
——— ISR+

S ——————
Mgy

0 T T

0 3 6

9 12 15 18 21 24 27 30 33 36
TR (F]

AH200mg AWHEEEE 220 173122 96 63 52 44 37 25 12 5 0 O

TSR HEREE

103 80 41 30 18 15

12 8

7 3 1 0

X1 PFS ® Kaplan-Meier #i#f (KEYNOTE-355 382, PD-L1 (B (CPS=10) DBE)




[Zz4tt]

[EBRIL RS IIFEER (KEYNOTE-355 #k)

PD-L1 Btk (CPS=10) DFEFITEIT B LAMEMHT 54 219 Bz T, AEFSL
EARFIOFHEE 216/219 1] (98.6%) . LFHEIERE 100/103 1] (97.1%) (23D AL, TRER
L DRRBEBVBEE CTERWAEEFEFERIL., TNZLIL 212219 il (96.8%) KT 97/103
Bl (94.2%) IZFRD BTz, WT N ORECTRELEIS DY 5%, EORIWERIZTEO LEBY

ThHoil-,
£2 WTNIDHETHEEREGH 5% EORIER (KEYNOTE-355 3ER) (Rt IREH)
# B RIR 548 (SOC: System Organ Class) i o)
JLARGE (PT: Preferred Term) AFUGE T ERIERE
(MedDRA ver.22.1) 219 {4 103 43
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
SEIEH 212 (96.8) 155  (70.8) 2 (0.9 97 (942) 67  (65.0) 0
KR LY /R EEE
2 1ff. 107 (489) 36  (164) 0 48 (46.6) 13 (12.6) 0
1 if BR IS i 41 187 25 (114 0 22 (214) 11 (10.7) 0
I BRI E 87  (39.7) 68  (31.1) 0 40  (38.8) 31  (30.1) 0
/N A 41 (187 19  (87) 0 22 (214) 16 (15.5) 0
PN 53U
ORI RE AR 39 (17.8) 2 0.9) 0 2 (1.9) 0 0
H b
fiE 32 (14.6) 1 (0.5) 0 15 (14.6) 0 0
T 48 (219 2 0.9) 0 10 ©O7 3 (2.9) 0
LR B 11 (5.0 0 0 6 (5.8 0 0
G 90 (@4l 5 (2.3) 0 39 (379 1 (1.0) 0
ERAES 17 (7.8) 0 0 7 (6.8) 0 0
Mg - 4 (20.1) 6 2.7) 0 10 ©O7 3 (2.9) 0
— % - EHEER X OB G OKRE
e 31 (142) 1 0.5) 0 13 (12.6) 1 (1.0) 0
57 64  (292) 6 2.7) 0 2 (214 3 (2.9) 0
i)=Y 12 (5.5) 1 0.5) 0 7 (6.8) 0 0
A MV 13 (5.9) 0 0 4 (3.9) 0 0
il 22 (10.0) 1 (0.5) 0 10 97 1 (1.0) 0
[TAZ R
TSV T R NI AT =T — BN 47 (215 16 (7.3) 0 17 (165 5 (49 0
TANRGKUET ) R T AT =T —EHN 39 (178 9 4.1) 0 15  (146) 3 (2.9) 0
M7 aH YR A7 7 2 —EHn 9 .1 0 0 7 (6.8) 1 (1.0) 0
I R ER SR 52 (23.7) 41 (18.7) 0 20 (194) 15  (14.6) 0
i/ INREGE 41 @187 19 (8.7) 0 14 (13.6) 9 (8.7) 0
R 12 (5.5) 1 (0.5) 0 3 (2.9) 1 (1.0) 0
i Bk A s 39 (17.8) 21 (9.6) 0 20 (194) 13 (12.6) 0
Rt L Ok
BARR 40 (18.3) 1 (0.5) 0 10 (9.7 0 0




#x B BIR5348H (SOC: System Organ Class)

Bi%x (%)

F5AGE (PT: Preferred Term) AFUGEIIRE (e iR
(MedDRA ver.22.1) 219 4 103 1
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
v #E SR ds £ O%E ARk RS
RA HfivR 25 (11.4) 4 (1.8) 0 9 (8.7) 1 (1.0) 0
i P 15 (6.8) 0 0 9 (8.7) 1 (1.0) 0
HRRR SR T
LR A4 21 9.6) 0 0 1 (1.0) 0 0
GE 18 (82 1 (0.5) 0 8 (7.8) 0 0
Kt = 2 —m /35— 25 (11.4) 2 (0.9) 0 17 (165) 1 (1.0) 0
KRR = 2 — R F— 17 (7.8) 2 0.9) 0 2 (1.9) 0 0
MR R, ERES L OERRRE
Ik 14 (6.4) 0 0 1 (1.0) 0 0
FE ¥ L O TR RRRE TS
Jit B 76 (34.7) 2 0.9) 0 37 (359) 2 (1.9) 0
Z 9P 16 (7.3) 1 (0.5) 0 8 (7.8) 0 0
5 36 (16.4) 2 (0.9) 0 11 (10.7) 0 0
S INITRHING S 11 (5.0) 2 (0.9) 0 2 1.9) 0 0
¥, AFIDFHBECR W CTRIEMEMEE 3 61 (1.4%) . KIBJK - M - HEO TR 5 #

(2.3%) | fHREFEE (X7 o« NU—EGERESE) 2561 (11.4%) . BUEMRE - A4 -

fFH&HE

B « BF48 « mE L PEREE 25 65 61 (29.7%) . HURARBEHEREE 43 5] (19.6%) . BB HEEERRE 2
Bl (0.9%) . BHEREREE (JRAME I MER K., SRERIEBRZE) 2 i (09%) . R 1 4]

(0.5%) . Wd% - RERUTRMEIE 1 61 (0.5%) . BMdE -

BEREIE 161 (0.5%) . SE DI 1 B

(0.5%) . e 11 (0.5%) KON infusion reactionl0 3] (4.6%) Wi bz, Fiz, BHE
DR FEREE (REMEREIEMARE, REMIEIRIE B, S, FREES) . TH’R
FERBREE . 1 BUNEIRIN . BIEMEEE, EE AR MRS (Ml MO MR . B
B, ARIFEREF. EPERIEOES) | MERERIEME LK OCREEITR O bivkhroTo, REWEH
FEVRPUIPEES AREERERE 2 5T) 280EFRRA LRI,



[HiE - AHE]

AR OREMEYBETT V2R LY 2 2 b— 3 2k D AHI200 mgaQ3W,
400 mgZ 6 MMM (LT TQeW &5, ) XIE10 mgkg (AHE) A2 (LT
QW] &9, ) TEE LI-BEROAKRF O MIE PIRE NG Sz, £ ORE, AHAl
400 mgZ Q6W TH G- L 72BRD AF O E HARREIZ 1T 5 FHMIETIRE (LLT [ Cavges)
EWVI . ) IR, AHI200 mgE QAW TH L L7eBRD Cavess L FELLT 2 & FHIS N (F
#) o Eo. KH400 mgxZ QO6W THh: L 72RO AAN D E F#ARRBIZ 3517 2 e M I FE
(LT TCmaxss) £V 9, ) 1E, AH1200 mgZ Q3W TH L L 7ZBE D Craxss & LR L TR
ERTETHENTZLEOD, BARANEEICBW TCARENHGER SN TS kL - FET
B DHAHKN0 mgkg (RE) ZQW TG L7ZBRD Coaxss & L L TR 2 /83 & PRI S
iz (FHR) . Soic, EERAMEEE 232 IIAKI400 mgs QoW T 5 L 7= #EF F1
FHFRER (KEYNOTE-555386%) X 0 1G5z ERNEICEE S S EWERE T A — X T, &~
Ral—va k) PRILZEYEIRE T A —2 LA L. (FH) . Iz T, &%
DOFENEIZ 31T D BaR BRI D & . AFIOIREE & & G20 T2tk & ORE % i
ST DBE ST T AN ER SN, AHI200 mgE Q3W X 11400 mgZh Q6W TH G- L 7= %
DONEFE & L G2ME TR L OREIC SOV TR SN 65, FERo Mk - A&~
THINER N2 R 22 R T & TRIS iz,

£ 3 FHOEYEE T A —F

)EH¥£ . )EHE Cmax Cavg Cmin Cmax,ss Cavg,ss Cmin,ss
- (ng/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL) (ug/mL)
59.1 27.9 18.1 92.8 50.4 30.9
.
200 mg Q3W (58.5,59.7) (27.7,28.1) (17.8,18.3) (91.7,94.1) (49.8,51.0) (30.5,31.4)
123 324 10.6 148 50.7 20.3
N
400 mg Q6W (122, 124) (32.0,32.7) (10.4,10.8) (146, 149) (50.1,51.3) (19.8,20.9)
400 mg Q6W 136.0% 14.9%
(SEHE) (135.6, 136.4) NA (14.4,15.4) NA NA NA
220 144 119 428 279 197
.
10mghkg QW™ | (515 23) (143, 145) (117, 121) (424, 433) (276, 282) (193, 200)
t:0n=2,993, 100 [FID ¥ = L—3 3 A2 K0 FH S SMEEO I (2.5%4, 97.5%40) « Cmax : FIEHES:

B OREMIETRE, Cave : PIEHZGZEO TG TRREE, Cuin : MG (A 70 2 FEHD) O FARIE P

E\ Cmax,ss : ﬁﬁﬂ(ﬁﬁ&i%bj‘é%%m{%ﬁﬁ{%ﬁ\ Cavg,ss :

% S AR i

T 56 BIOLMTELME (95%IEHEXIH)
§ : 41 BRI (95%(5HH X 1)

NA : #4722 L

Hﬂiﬁﬁ%ﬁgbzﬁ H— %) E}Zi’gﬁﬂ.ﬁ% EP/)%E\ Cmin,ss :

EHIRREIZ R



4. FEERIZDULT

AR OB G- D) 72 BAE Z2W - FrE L, AFIO#R G X EEREWER 2581 U7
WZXHST 5 2 EDBER T, LFOO~@D T X T A= 3 sl 2B W THEHT - &
Th D,

D MHEFRITHOWVT

O-1 Tio (1) ~ (5) OWTINELT IR THDHZ L,

() EEFBREDEET 223 i Ha LS (BRE T IR DS A2 R 5L L
HE)S A SR RLSRIE,  Hus Va2 iiiliere &)

(2) FrEREREIRLT

(3) FRERTRINFDIEE T D03 A EERHET (25 U2 R BT, 03 A iE
W 9FbE. DS AR HEE R e &)

(4) I CHREEZE L, SRR | USSR 2 Oftisk L YEI %R
2 JE H 21T - T D fiak

(5) PUEMREE AL & EINE O MR FAEAR D JE H 21T > T D fitisk

D2 RO OEIE A RBRS ORI 572 51k & PR R I (F&OL
PHNCIEST B ERR) 2, SR OARNC BT IR0 RTE L LTRRS N TS
sk,

*

o [ERIGFFETER 2 FOIINHE ZE T L724&IC 5 FLLE DD ATRIR DERIRIHE 21T -
TWbZ e, 96, 2FEU R, BAEYREEZ T L LTCERIERZOWHEZ1T > T
W5 Z ok,

o [EANEFFIUSE 2 EOWHWHE ZAE T L7212I2 5 4ELL_ ORI D23 A SR L A B Lo F]
WIS OBRIRIHE 21T > T\ 5 Z &,

Q@ BENOEELFEREHEDOMEHIZONT

IR E I T T 2 BT D ELE S 4L, BRI N, Aok - 2tk
FHPRIE OB IR ONERE I DGRt AEFENRE LGS OWMEEE, %
ISR ATON D IRHIDTE > TN D Z &,



® EBEIEA~DORHIZONT
@-1 HERRAHICEE 2 EiHF

VR PRI RS D B S 7R BIE A 3 J8 42 L T2 BRI, 24 BERESIRIAHIO T, M i%hiak X
TREHE R BT, BB LRIWERNIOIS U CABFE L O CT 5D REWEH ORI 2 H 2
B OFE RN Y B IS, B BICKHSATRER RN > T D Z &,

@-2 EREFEICLIATESRXGICETEMS

DA D W 22 sk e O e 2 A T D IR FE DEERE=4 1 v 7
BEOICEROAY ) —= 2 T HATOWEIRE LR E A TE 2T — LEFRRH 2 H
SN TWDZ L, 7k, BRIEHICOWT, BABE L ZOFBRIAMIEMESN TN D
Z &,

@-3 EIEAORZECRISICE LT

BWER (RUEMERE RIS X, KB - /DB - BEO NH, BUEFZ% - AL - JIF
BEREFEE - I - BE(LMENRAE J8 . REFRERERR S (JRAMFIEMER 8. RERIREF %) |
W WESE (N EABEREREE . HRIMEREREE . RIRMRElRE) | 1 BHERMA. 5&9
B8, Ahak - MERURMVRIE, R, HEEOKERS (PEMEREESAE, KEH,
TRIRAEERE, ZIEALEE, FRIESE) | infusionreaction, AM7Z% - MRS, HEAER)ME)IE,
PR (FT 2 « NL—JEERES) | Dhk, EEMKEEE (G M i Mg
PESRBEIR . WM, JRIFERE;, MERRRIERIESE) | MERERIEGERE, %) o3l
T, YR S DEBEERERE O H P2 A3 H ERT & U (RIHEH ORZ W%t i iZ B
LCHREE O EEZTONDEMEICH D Z L) EHIHEY R ALE N TE D IRHI2E -
TnW5Z &,

10



5. BEXRLELGLHESE

[B2hEIC B3 5 FH]

O BB - BRAEIKT 22 PEORTRRED /2y PD-L1 Bt (CPS=10) DOFR/LE
VEZRAREENED D HER2 [2MEDO R ARE T FRILE BT 1T T, ARF &7k
W (TLAVEE RPNV RTTF o X7 Y EZXE/NNIL nab--37 U X FXE)L)
& DHFREGDOFMEI RIS TVD,
723, CPS IZBEHT 2AKID 2 =4 2 Wr#k & LT, k54 : PD-L1 IHC 22C3
pharmDx [# =] VAR IN TN D,

@ TRRICEEM T 2 HRE T DAFN O E G} O FH FEIZ DWW TR, AFIOFZIEN
N SN TELT, AFIOFEGG LB 7200,

o OTHEADEIENR STV R OHFUENEIREH & OpF 5
o AT - TR SRMIRIE

[“ZeEIZ B4 5 1]
O TRICEETL2EFICOVTEIARNORENERL STV 0D, 5%
ThrnZ e,
© AANOHSITR UEBUEDBHERE D & 2 BE

@ RBRAETOFHIIZ BN T FRRICEYS T 2 BF 2OV TIE, KAl GITHERE S v
WS, i OTRRIEIIE D 2 WIGEIZRY | HEICAHEZFER T2 2 2EETE
o

o [FEMEREOEH UIBHEDH 5 B4

o MAESER IR CRHIE R A58 6 2 BB K OVEEhE O KU SR TlE I oG E T 28 5 D
W ZRIEMEZE LD B LD B

o BOAEIRBOAO TENMERZE L TR B AR B ORI O &
LI

o BSOS RERE 2 5 Te) Db HIEE

o ORI E AT D BE

+  ECOG Performance Status 3-4 “V o

(1))

ECOG @ Performance Status (PS)

Score

=
TEF

0

Z < M2 JEBTE D, FEHTAITL [ U AR EEHIRZe <ATR 5,

PIARRIC I LUNEINTHIRR S5 28, BMTHHE T, BIEERE > COMERIITH 2 LR T&E 5,
Bl BOWFE, R

HTRRETH O DED O Z LT R CTHREEAEEIZTE RV, HHFO 50%LL EiE~<y RACilh 23,

Slwfo]| —

RONTZHZOFOED OZ & LATEARY, HHO S0%L L&~y Rk Cild 23,

2L<BT RV, BHOHOEY O LFESTERY, FERIy FRFFTEIT,

11




<»

BEICBELTEEIARNETEE

ISP SCERITIN 2, BUOERTESEE MRS D BB IT LD & ARHN O FEME K OV 1E
DT DI LB R WA+ ZB LT+ 2 2 &,

BEBALRIZ N S BE T Z OFIRITH IR OERMEZ o L, FEZ
BThbobETHZ L,

FERBEERO~X T A MZDOWT

MEMENREB DN D HbND 2 ENH DT, KFDOEEIZH > Tk, WIHIER
(EG0Av, PR R, WHEE) OMER LU X SRAE OIS, Bl5E 0217
92k, o, HENIG U THIE CT, Mg~ — 0 —50MEZIEHT 5 &,
infusion reaction 73 & H IV D Z & 3% D, infusion reaction e D HAVZHFA I,
BIZRALEZAT S & L biT, IERDIEE T 5 £ THREDORELZ BT 52 L,
FOR IR RERE . T HRAMRERE S K CRIBE RSN H b Z L NdH 5D T,
AFN O£ 5-BRAARET L O G-I X E WIS N B RER A (TSH., 578 T3, b
T4, ACTH, L=V F Y —VEDORE) Z2FE T 52 L,

BIENFR ., A, IFlRekEE. L, {EEERBH b Z EBHDHDT,
KK OB 5-BRIGRT & OB G- HIE I E IR #RER & (AST. ALT. y-GTP, Al-P,
BV LB EORE) BEETDH L,

SEIER MR KI I EBRER L GT) FORERREERHDLND Z &
NHHOT, EWMICIRORFOAELZHRT 228, £, ROEENED LN
AT, HONCEFEEA 2 T2 X0 BEAIEET L2 &,

AR OEGIZE Y | BEOREISTER T 5 &35 2 b b HEx REEBOREN &
LoD ZENbD, BENED NG, BB LI FRITS CEMN
HIFH & R A FR O PR AT &L UG e 8RR I 21T B O SOGIZ K D E
TERD DN D HAITIE, ABIOEREIF IR, RO RERVE CH O %
HEETDHI L, B, BIBEERVEORGIZEYBIEROUEERZRD b
WGEITIE, BB B ARV LS OSEIHIFIOBIMG BET 5 2 L,

PR T, BORRNASE I ARB LT LEWERREHR T ENH 520, K
FOBEK THICHEER ORI SICEET D L,

1 BUBEPRI  (BIE 1 BUBE RG22 & Te) 03® Hbdv, BERFMES T v R—Y RZES
ZERHLHOT, NG, Bl REHZEOIER OB MPHED EF I+ 2EET 5
Z b, VEEREDN DTG EIIIE G 2R L, A AU VEREIOERHE DY)
RAVEAITD T &,

AFNOFFRFERIZ BT, KEYNOTE-355 5Bk CTl3# 5-BltA2 5 24 # F CTld 8
T DI, B 1 ERIT 9 BT LT, F0%IT 12 B D LA MDA %
fToTWEZ L E5BIT, KRG HITEMICEGHRAE CHROMEREZITH 2 &,

12



REEREET A FTA4 v
RA7r Y XA=7 (BTHE#Z)
(R#4 : %A ML —F S8 100 mg)
~ FE /)N i i ~

R 2 942 A (470348 AET)
RAETBE




Bk

AR S

L C®IZ

ARANORFE, TERITER
e PR Bl
4ol ANE
BERMB LI DERE

BEICER L CTRET NS HIH

P2
P3
P4
P20
P22
P24



1. IXC®IT

RS DB « ZRVEDOHER D T2 DIIE, WA SCEEIC SO 2l B2 AR D
HND, E5IC, IHEOREFIFOMEANC L0 | FUREIR S 72 & OFHH) 72 Bk Ve R
FERLPARINDHT T, 2D OERMLZ B LE B IR 5 2 L BRED
FUE L 22> TR Y REMBOE = & SO HA T 2016 CF-K 28 4 6 A 2 H M#ERE)
B WTH, EHNERNEOHERAORE(LHEZXSE Z L L ShTWnd,

LR RSP IR T, SRS et 7 0 7 7 A U RBEEDEIE S, & B 5 R
BRHZENDD, D, AEROEEMEICET 2 EHRN oS’ 5 £ TOM,
U EEKG OB EEZRZIT D RSN BEICRH L THERT 2 & &bz, BIE
R LTI B e kit & & 5 2 & DNARE /R — E O B - 7= 9~ [ SR A% B ¢t
THIENEETH D,

L7eo T, KA RTA Tl BIBEESCZNE TIIHE LTV D EFLIREN) -
B RN RS & | DUT O S O B 72 8 2 HetE 3~ 2 8L O B Bk & %
RO EFHERT,

I, RITA KT A %, MSIATEE N E S ERES R G, AREEAN AR
BRI . — M ENE AN A RBRRANRHES FrEIEREFNEENE N B ARiEFS LK O
— AL E N B AR S O Db LR LTz,

MR EMRDER  FA FL—F A EHEE 100mg (—#xH - ~LaT7n U <7 (B
T Z))

HEERDPREUIBR - CIBRAREZREAT - B DI/ NI i

HELRDMELOHE  @H ., AR, N7 r ) Xx7 (Bafifz) & LT 1
[5] 200 mg % 3 3 ] [HIFA 51 1 [B] 400 mg Z 6 3 [k [H]F& C 30 77 [H]
I TR RET %,

& W 7 % & - MSD HRalatt




2. AHIOFE. TERAKRF

XA hV—F SIEEE 100mg (— %4 a7l X~7 GBnH#z), LT TR
Al &S ) IE, PD-1 (programmed cell death-1) &% ®D U 4 K Tdh % PD-L1 T PD-
L2 L OfEEZEHEET S, & MEIgG4 €/ 7 a—F AHiKTH 5,

PD-1 R 13 T MG S0 BEARKEAE 2> & 26U 2 72 O 23 AVKIRE AN FI F 9 5 32 7 oo il 4
AA wF T, PD-1 (&, KRBV TEER T MifuoMiaRmIc e L, B Om
P I % B o AN LB ST R 7 0 RO & 95, 370 H, PD-1 XY W REfE
AT 52 LKV HREZRIRICE D v 7P nEE AT 2% /I8 CTH 5, PD-LI
DOIEFMEICIB T H2BBUT DTN THLD, Z<ONRAMBTIE T MldoE 2
HIFEWENCRELL TS, BAKIIIZET D PD-L1 OEZBL, B, WelEms.
FEimAaes. DB, FE/ANRAEIEZ: & D2 72 INA T TR ABRKR T TH D | RWEFR
& OB RE STV D,

BEDON DGR T 1% & PD-L1 38BLOFHEAME S PD-1 & PD-L1 OfRREIZIESS
DFPEERREIC B W CHEERZE A2 ) Z LAVRB SN TR | Bz R RN ATEEOIER) &
LTSN TV 5%,

AAZ, PD-1 & PD-L1 LU PD-L2 D& U > FOFERZLET 2 Z L1280, 5
U INBRBE TR D IS SOOI E ENE T U VN ERA TRV S8, FUEE % 4 BIG T
T 52 & THIEGREZHIET D,

ARFNOVEE IS B O SO X 2RIESEN & b o, BEUIETIC
ELRMEND D, ARNOFREG TR URGRITIE, BHEOBIELZ T7IATV, R 55H
D BTG EITIE, FEH LT H RIS U R 2 Gk & BB 2 FF O BEfl & L i
B2 8RR I 2 ATV T DGR RORIT K D BIER 23N B b £ 581 1d, FIE BB AR L
T A OFGE OGN LRLE 24T O BENH D,



3. EEFRRE
YIBRANEE 72 AT « T8 D FE/ N R fifidig D AGGRIRFI BT 21T - 72 £ 72 B R 3R D Rl i &
N

[HzhE]

OE B FEFE AR (KEYNOTE-024 #X5)

{EFIRIERE D 72N EGFR Bin T RIZVE, ALK &8s 721 & OV PD-L1 B (PD-
L1 258 L7 EEmlass o %G (LR TTPS) &n9,) =50%) DOUIBRAEE/HE
1T« B OIE/NaTE B 305 61 (HAN 40 iz &Te) Zxi8is, KA 200mg3
R (LT TQ3W) 29, ) &G DOEMER WL EMEN, 77 F F8A % & TefEvE
Fb L (LU TSOC) w9, ) ZxtHE LTHRFT Sz, 7ok, BN CTFEE
HEATHRD LA FEEMET 2 R TR D580 DR WEDERRAIIZ L E LTV
% B T, RIEILLE O B RN TR BT 5RO BV D £ CTRAIDOE G- 2k d 5 Z
ENFRE L ST, EERHMEE B X EEEAGHM (LT TPFS) w9, ) | BIKEE
liE B IR IR (BLF T0S) &9, ) & &, RANLT 7 FFR-H %2 5T b7 9%
E L LC, PFS, &XOYOS (HRfEHT) #HEICIER LT,

*:24 W HFETEGINTZGEITIARORGEZTIE L, 0%, EEETHRD bNTGE
IR EHTE A L LT,

#F1 BAEEE (KEYNOTE-024 35)

AF] 200 mg Q3W 77T RAE
(154 {4 SRS
(151 f1)
o [H ] 10.3 6.0
(95%CI) (6.7, NE) (4.2,6.2)
PFS™ MNHY— R 0.50
(95%CI) (0.37,0.68)
P " <0.001
hefE [H] NE NE
(95%CI) (NE, NE) (9.4, NE)
0s™ MNP — R 0.60
(95%CI) (0.41,0.89) —
P fili* 0.005

Cl: E#EXME. NE : #E A7, *1 : RECIST A KT A > 1.1 U HS AT g, *2 .
JE&RI] Cox eI NY— RET NI LD 7T F K 2 G0 bFE L O, *3 . @il 7 Z v
JRRE, *4 PRENTEF DT — & 1 20164E5 H9O By b4 7



901 ™ —— AW200mg QIW
80 - E 757 WA Ol

0 3 6 9 12 15 18
fars
at risk¥% HIRES TR [A]

FA200mg Q3W 154 104 89 44 22 3 1
TSFFRAEZCEERE 157 99 70 18 9 1 0

X1 HIHEIZ & B PFSOBARIEHNTHF DO Kaplan-Meier %R (KEYNOTE-024738%)
(PD-L1fBtE (TPS=50%) DBEEM)

100 -
90 7 ‘-\_\‘\\.
80 |
70 bty
—_— ha |
* 60 il -, ..
8 50 -l — - -t
£ 40
30 |
20 — FF200mg QIW
10 - TSFFEAESTIEPRE
0 0 3 6 9 12 15 18 21
at risk% E7FRAME [A]
FHI200mg Q3W 154 136 121 82 39 1 2 0
TSFFEAESTIEEEE 151 123 106 64 34 7 i 0

X2 OSDHEfEHTEF D Kaplan-MeierfifRk (KEYNOTE-024305%)
(PD-L1BME (TPS=50%) D BELEM)



OEIBEHIE 1T /MAHRER (KEYNOTE-010 7-%5%)

7T FF A e G T b FHERET 24495 PD-L1 Bt (TPS=1%) OYIFRARRE 2t
1T« IO/ EE 1,033 # (AARAN 91 flzEite) 22X, AH 2 mg/kg
Q3W 5 TN 10 mgkg Q3W & 5-OAFZMEKR WNLZEMEN, RexxwrKkfy (LIT

DOC) &\ v9,) ZXIERE L THREISN, 7ol HEFHE CEEEITRRD b
BAIT, KRBT 2 R IR DD LN AR WEDORFRAICL E L TV 5 BE T, &iE
VIR D B RN CHREEIT RO D £ TRAIO K 5ikli 2 fRE & Sz, EEGT
XA B X OS )2 OVPFS & S4u, AANL DOC &g LT, 0S #HEITIER L7z,

*] : EGFR #&f5 1B RGVEX T ALK @A B A T B0 B ik, 77 F 8K 2 &b
FAEIC K DIRRIEICINZ . £ EGFR [HE/EH XX ALK FREER 267 i
JEEEANC X DIRRIEZ AT 2 BEDHAAN LI,

*2 024 WA FETERESINTEGAEIARORG 2 IEL, T0%, FEEEITHRD b8
BB EHATE S Z L L &N,

#2 AR (KEYNOTE-010 3ER)

AH 2 mg/kg AH 10 mg/kg DOC
Q3W Q3W
(344 1)) (346 ) (343 1)
thgf [H ] 10.4 12.7 8.5
(95%CI) (9.4,11.9) (10.0, 17.3) (7.5,9.8)
0S | ~H¥PF— Fip1 0.71 0.61
(95%CI) (0.58, 0.88) (0.49, 0.75) —
P ™ <0.001 <0.001

Cl : X, *1 : @5 Cox thfI Y — REFT I L D DOC & DL, *2: @hlla 75 7
i

100 =
o0 - \ ——— &8 I mg/kg QIW
80 - Z710mg/kg Q3W
70 - — FesFt
€ 60
E 50 A
. S "‘Hu TN T TN
30 1
20 mil o
10
0 QALRLLLLR LA ERLLLLUELLAL R AL UL AL LR AL LR LT LA R LA LR LI
0 5 10 15 20 25
at risk#y M A]
FH 2mg/kg QAW 344 259 115 49 12 0
FEI10mg/kg Q3W 346 255 124 56 6 0
FEIFEIL 343 212 79 33 1 0

B3 OS DEHAENTHED Kaplan-Meier Bt (KEYNOTE-010 352)
(PD-L1 B (TPS=1%) DEHEEM)



OEBE LRI B MAHFRER (KEYNOTE-189 ##)

(LB D72\ EGFR &5 1A REM R Y ALK @A B s T P20 UIBR R RE 72 i
1T « B3OV LR IE NI EERE 616 ] (BAN 10 Bl ETe) ZXRIT, AA|
200mg (Q3W) , XA bt RF MU wAKFH (LLF XA RLXRR] 0D, )
BT TZFFE (AT FF o UIHNRTTF ) OIS CRFIGHHEE) 1o
BHIMER OZ MR, 7T78HR, XX Lk REOXT I F /A OHKE (L5595
ERE) a2 E L —HERAR CREI S, miEE &, 77 7 RENTHE Y =R
DEEZTEIGRIRL, BEITRRK4 a—RAFETE Lz, ok, BEFN CHEEETHIR
O ONTEAEIT EEMEIT 2R3 IERDRO O RWEORRKRICLZE L TWAHEET
1%, RIBICLARE O B R CREBEITHRD LD F TARAIE XA R L' ROJFHES
ke T D Z LN ATRE & SR, FEEHBIE B IL OS OV PES & Shv, AAFLL XA
Lt REOT I FFHBIOFAERGIXT 78R, XA N LdtE REOT 7 5 FHRH O
DF# G- & e LT, OS L ONPFS A EICIER LT,

*1 0 AH200mg, <A FLFE R 500mg/m, VAT T F L 75 mg/m? I AR T T F
AUCS5 (mg+ mL/min) DJEIZ Q3W (F=2—=AD 1 HHIZHKE) T4 a—2EhH%, K
#1200 mg Jx O A kL& K 500 mg/m? 28 Q3W T 5 iz,

7 FHR, AR LFE R S500mgm?, ¥ AT T F L 75 mg/m? TR T T F L AUC
5 (mg* mL/min) DJEIZ Q3W (F=2—2D 1 HHICEE) T4 a—x&h5%, 77t¢
REOANA R LFE R 500 mg/m? A3 Q3W THH Sz,

#3:24 1 A E TR SNTGAITIARROR G2 H 1L L, Z0%, EBEETHRD b
AlcEEHHTEZ ST,

#3 AR (KEYNOTE-189 3ER)

AN OF R o= 3= =3
(410 1) (206 1)
HofE [H ] NE 11.3
(95%CI) (NE, NE) (8.7, 15.1)
os™ NH— R 0.49
(95%CI) (0.38, 0.64) —
P fE" <0.00001
o [H ] 8.8 4.9
(95%CI) (7.6,9.2) (4.7,5.5)
PFS™ ™ N — R 0.52
(95%CI) (0.43, 0.64) —
PE™ <0.00001

Cl: [E#EX M, NE: HEEARF, *1 : PRMBHTIEOT —% 2017 11 A8 By hAT, *2: &
B Cox NP —RETFT ML DT TR, <X MLk FEORT T FFHRAIGHRICFREED
PERRIE L oLl *3 : @Rl 77 7 kE, *4  RECIST A RIA4 > 1.1 fUICHESSBER T
ST H Y]



20 7] —— FF00mg @W. RANUFERRUTSFFREIHELEEE

10 ] ——— FSti. RANFERRUTSFFRABRILERE
0 L T T T T T
0 3 6 9 12 15 18 21
S 1FHARI [B]

at risk#%

£&200mg Q3W, X

XMUFERRUTSF 410 377 347 278 163 Z1 18 0
TR EEE

T5th. RANFE

RRUTSF +EEIHA 206 183 149 104 59 25 8 0
=25

4 OS OHFEEfENED Kaplan-Meier fhi## (KEYNOTE-189 35)

100
go 3 — ERNGE QIW, RANAEEFMIOLXEMRUT ST RN
80 = ‘\H —— IO, RAMSERF NOLKORRUTIE I HR
£ 70 -
5 60 -
& 50 -
i 40
g 30 1
20 - o Y
10 | ‘-—v—-—-*-—v———v
(1 E— — A— —— ——— —— S—
0 3 5 9 12 15 18 21
RINTEFNM(B)

at risk 2
##200mg Q3W, ~
XRLFERFMIDL 410 322 256 148 60 17 5 0
KRV 75718

75k, RAMNFE

RFNOLKEBRY 206 140 80 40 16 3 1 0
757 18A

X5 BERTHRUEICZELD PFS OFREHENTE O Kaplan-Meier iR
(KEYNOTE-189 3X5¢)



@HEFRILF

AIOEREE) ™ ORI R O EED,
(T nab-PTX OOFH$G (LZERRIERE) 23 e L “HEMR
&b N7 ) ZF BV AT nab-PTX 15, #HAYERMEE Z & "S%#i' L. &Gi3HK4 =
—AETE L, 2k, BGEHE TREEITHBO bl

SERD B IR NVE DERIRAYIC

NPFS # A EIZHEE LT,

*1: AKH 200mg, /37 U # %&£/ 200 mg/m? X% nab-PTX 100 mg/m?, /LR 77 F - AUC

6 (mg -+ mL/min) DONEIZ QAW (KA, <7 VXXV KPHNVRT Z7F 3K a—R

HEIARRER (KEYNOTE-407 #5%)

(EEERIERE D 72 BIBRAREZR LT « F38 O R T B R IR/ Nl it A8 559 51 (A A
A 50 Bl & &de) ZXFBIC, AAI200mg (Q3W) |
IRz U 2xeL (TAT7 I URER) (LT Tnab-PTX] & 9H,) OFFHESL (K
TTRR, WNVRTTF U RONRT ) XXX

D1 HBIZEE, nab-PTX (3£ a2 —2AD 1, 8.
#1200 mg 28 Q3W THH- =h -,

ANKRT T F o RONRT Y 20

AR TRRET S LTS, IR

(2. BRIEBEIT AR ER
ZRE LTV DEE T, /)/tlﬁluﬁnp@W%Wﬂﬂf“%%iﬁﬁbﬁ
mu&bﬁghéifﬂiﬁl DG ZfkeT 5 Z LA AEEE S, EHE
PFS & &4u, RAl, BNAVRT T F 2 ROV Y ZFE/L it nab-PTX OOFHE G137 7
AR, WNVRTTF RO Y & X0 L nab-PTX OG- & g LT, OS &

FHMEEE X OS KO

15 HEICERE) T4 a—2fEE5%,. K

*0 7TRAR, N7 U ZXE/L 200 mg/m? LiX nab-PTX 100 mg/m?, # /LR ~7 7 F 2 AUC6

DIEC Q3W (KA, X7 V2 XV LK O ILVRT TF 385 a—AD
1 HEIZES, nab-PTX (%5 a2—AD 1, 8, 15 HHICHEE) T4 a—xEhi%L, 77
RN QIW THE STz,

*3:24 W H ETRESNESGEEIAAORGELTIEL, £0
HAICEEHHATEZ L ENT,

(mg * mL/min) @
%, BREEITHR

o lsY dWiek> )

#4 APMEERE (KEYNOTE-407 3ER)

AHNOF FHHE™ (b ERE ™
(278 #1)) (281 #)
e [H ] 15.9 11.3
(95%CI) (13.2,NE) (9.5, 14.8)
0s™ INH— K™ 0.64
(95%CI) (0.49, 0.85) —
P fii5™ 0.0008
o [H ] 6.4 4.8
(95%CI) (6.2, 8.3) (4.2,5.7)
PFS™ ™ AN — R 0.56
(95%CI) (0.45, 0.70) —
P " <0.0001

Cl: XM, NE : HEART,

*1: PRI D 7 — &

(2018 F4 A3 Ay NAT,

B Cox HeBINY — RETUIZ LD T TRBR, WIVKRTTF KO T Y X3t/ XL nab-PTX
OPFRFRIEE O, *3 : @hlle 72 7 E, *4 : RECIST A K74 > 1.1 fUZES < B
TARST g



100
90 .
80 ]
70 ]
X 60 ] k‘.“.
¥ 50
it 4 ] HH-"‘L‘
iH 0 1 i
30 _A IH"'H
20 _
1 ——— &g QAW, AVFTSFYRYIIUIF IR nab-/t7UF+
18 1 ——— TStk HRTSFYRVIIUS+EILRnab/ (70 I+
0 3 6 9 12 15 18 21
at risk#% EFMm R
A#200mg Q3W, Ak
T5FIRUINTIVIFEI 278 256 188 124 62 7 2 0
Rldnab-It7U 9%
T3tk AbRT5FY
RUNIUIFEIRIE 281 246 145 93 45 16 4 0
nab-IN7U 9%t

6 OS OHHEIfENTED Kaplan-Meier B (KEYNOTE-407 38%)

100
90 | — FH00mg Q3W, ALRTSFYRUNIUIF IR IFnab-17Y 9+
80 _ k\\ ——— T3k, ARTSFIRGIN7Y9FEIRInab-IN7U T+ LI
& 70 1 -
% 60 ‘
i 50 - A
B 40 - N
@.‘? |
g 30 ] \
20 il N— -l_.._.__*_._
10 e
0 T T T T T
0 3 6 9 12 15 18
=
A TR (]
A8200mg QAW, AL
T3FUREINIUFFEI 278 223 142 5 23 5 0
Xgnab-I17U 9%
T3k, ALRTSFY
RUNTUI+EIRIG 281 190 90 26 12 4 0
nab-It7U 5%l

7 BERTHRHZEICLD PFS OHHEAFENTRD Kaplan-Meier BifR
(KEYNOTE-407 3R5%)

10



OEFEILEF AR (KEYNOTE-042 #5#)

{LFIRIEE D 72N EGFR B T A2, ALK Bl B s 1 F2fE & OV PD-L1 Bt (TPS
=1%) OUIBRAREZRHEST - RO/ NRIaNE RS 1,274 5 (HARN 93 flxETe) %
XFGT, AAI200mg QAW #H-DHINEKR LR IEN, 7T FFHHK % G b Bk %
XL LTRSSz, 7ok, BRI CRBET RO LA, EERETE R
FTHER3FR D BAILRWEDFERANICZE L TV 5 HBE Tl RIE DL O B4 3T AT TR 4
EITDFRO LD ETARAIOE 52k 2 2 L8 ATRE & S =™, EEFHEE E (X 0S
S, KANXT 7 TR E ST bR L I LT, OS A BICIER LT,

*:24 7 THRESNERAEIAROR G L IE L, Z0%, KEETRRD bR
ICHEEHEBTED L &N,

#£5 ARMERNAE (KEYNOTE-042 35%) (PD-L1BBtE (TPS=1%) ORELH)
7T F A EETe
A 200 mg Q3W (Lo
%k 637 1) 637 3]

o e [A] 16.7 12.1
g;s%i% os*! (95%CD) (13.9,19.7) (11.3,13.3)
(é&%) MNHP— K2 0.81

(95%CI) (0.71, 0.93) —
P " 0.002
f5il%k 299 300 131
FgfE [H] 20.0 12.2
TPS=50%
0s™ (95%CI) (15.4,24.9) (10.4, 14.2)
PIAH oY= R 0.69 B
(95%C1) (0.56, 0.85)
il 338 4] 337 3]

o e [A] 13.4 12.1
53;;?;”’ 08" (95%CI) (10.7,18.2) (11.0, 14.0)
. NP — R 0.92 B

(95%CI) (0.77,1.11)

CI: Z#EIXR. *1 : PRMITEEDT — % 12018452 A 26 B~ M4 7, *2 1 @RI Cox Lufl N
— RET ML DT 7 FFRANEETALTFREE L Okl *3 . Bhlla 77 v 7 BiE

11




90 N ——— AF200mg Q3W
80 \\\ ——— ISP RAEALILEE
1 \
70 - .
X 60 1 oy

10
0 " T T r T |
0 6 12 18 24 30 36 42
at risk# &FHRE B]
AEI200mg Q3W 637 463 365 214 112 35 2 0
T5FrRRESOLEEE 637 485 316 166 88 24 1 0

X8 OS DOHRfENTED Kaplan-Meier #i## (KEYNOTE-042 3X5%)
(PD-L1 BBt (TPS=1%) DBEEER)

12



[Zz4pt]

OEFEILEF MAHRER (KEYNOTE-024 #5#)
BHEEGUIARHKIEE 148/154 1 (96.1%) KO SOC Ff 145/150 il (96.7%) IZ#BDH HiL, 1A
BRIE & ORBEBIRDEE TE WA EFEFRRIT, 221 113/154 6] (73.4%) KO 135/150 44
(90.0%) (2RO BINTe, WTNDDORETIRILEN 5%, EORWERIITRDO LB TH -

77
£6 WTNLOBETREEN 5% EOBIEA (KEYNOTE-024 3RB%)  (Z2MfENT<tS4£M)

IRERIRSHE (SOC: System B (%)

Organ Class) AFFE SOC #

JLAFE (PT: Preferred Term) 154 % 150 il
(MedDRA ver.20.1) 4= Grade Grade 3-4  Grade 5 4> Grade  Grade 3-4 Grade 5
EIEM 113 (73.4) 40 (26.0) 1 (0.6) 135 (90.0) 77 (513) 3 (2.0)
Mg LY R REE

2 ifn. 8 (52) 3 (1.9 0 66 (44.0) 29 (19.3) 0

F I BRI E 1 (0.6) 0 0 8 (53) 2 (1.3) 0

I H BRI E 1 (0.6) 0 0 34 (22.7) 20 (13.3) 0

M SR i 0 0 0 17 (113) 8 (5.3) 0
A s

R A RE LR 11 (7.1) 0 0 0 0

DRI REAR T E 12 (7.8) 0 0 1 (0.7 0 0
R

158K 6 (3.9 0 0 17 (11.3) 0 0

T 22 (143) 6 (3.9) 0 20 (133) 2 (1.3) 0

L 15 (9.7) 0 0 65 (433) 3 (2.0) 0

NN 4 (2.6 0 0 18 (120) 2 (1.3) 0

I - 4 (26) 1 (0.6) 0 30 (2000 1 (0.7) 0
—f - RFREER X OG0k

I 9 5 (32 1 (0.6) 0 11 (73 2 (1.3) 0

957 16 (104) 2 (1.3) 0 43 (287) 5 (3.3) 0

(SN 1 (0.6) 0 0 9 (6.0 0 0

FEEN 16 (10.4) 0 0 8 (5.3) 0 0
BRI I A

ALT #4710 10 (6.5) 0 0 7 (4.7) 0 0

AST H41 8 (52) 2 (1.3) 0 5 (33) 0 0

Mz L7 = H0 3 (1.9) 0 0 15 (100) 1 (0.7) 0

I BRSO 0 0 0 20 (133) 6 (4.0) 0

iR 0 0 0 18 (1200 9 (6.0) 0

I 1 ER A 1 (0.6) 0 0 16 (10.7) 3 (2.0) 0
R L OvekhEsE

BAREOE 14 (9.1) 0 0 39 (2600 4 (2.7) 0

K~ 73U AfE 1 (0.6) 0 0 9 (6.0 0 0
B R B L OFE A Rk

B 13 (8.4) 0 0 4 27 0 0
PR TR B

TR S 1 (0.6) 0 0 15 (10.0) 0 0

KM= 2 — R F— 2 (1.3) 0 0 9 (6.0) 1 (0.7 0
ME R, MEREs X OVEhm ks

Jitilige & 8 (52) 4 (2.6) 0 1 07 1 (0.7 0
R KOV T A RRRE

JBEE 0 0 0 12 (8.0) 0 0

FE R w5 8 (52) 0 0 1 (0.7 0 0

Z 9 12 (7.8) 0 0 320 0 0

S 11 (7.1) 1 (0.6) 0 3 (2.0 0 0

13



7pB. ARFIBEZIBUVCRVEMENEE 9 1] (5.8%) . KEFZ « BHEED TH# 8 il (5.2%) |

PREEE (T 2« NLU—EERESE) 261 (1.3%) . FFEEREREE 22 61 (14.3%) . HR

MREEREREEE 21 1] (13.6%) . FIEEMAEEEEREE 1 41 (0.6%) . 1 BUBESRIS 1 61 (0.6%) .

B REREE  (JRAME BB RE) 161 (0.6%) . FESR 161 (0.6%) . Az - BEBCT AL
fESEIT 161 (0.6%) J ONinfusionreaction 5 ] (3.2%) 23eBd HLiviz, Fiz, HEDRKE
PR (R EREBEIRAEGERE, STEALEE, JEROBIES) | B MReksEsE, BEIEM I E, N
K- BB, S E DMK, DARR. SR MM IR PSRBT . R I I M OVRZFER
BRI O bR d o 7o, REWERBBURILIIBEE RS (BAREMERT 2 5T) 250

ERHERE T

@E BRI E T /IAHFER (KEYNOTE-010 #45%)

BEFLIT 2 mgkg Q3W HE 331/339 #1] (97.6%) . 10 mg/kg Q3W #E 330/343 i (96.2%)

K OYDOC B 297/309 1] (96.1%) 1278 B, 1RERIE & ORI BEEBPTE T WA E

LT, FNER 215339 ] (63.4%) . 226/343 il (65.9%) KON 251/309 i (81.2%)

IZBO BT, WD DORETIIRN S%LL EORWERIZITERDO EBY THoT7-,
£7 WTFNLOBETREEN 5%ULEOBIVEA (KEYNOTE-010 3By (LZ2MMEirstS4EM)

FRERIR¥E (SOC: System B (%)
Organ Class) 2 mg/kg Q3W #¥ 10 mg/kg Q3W ¥ DOC ##
FEAFE (PT: Preferred Term) 339 {1 343 fl 309 #
(MedDRA ver.20.1) 4> Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade5 4= Grade Grade 3-4 Grade 5
2REIEM 215 (63.4) 41 (12.1) 3 (0.9) 226 (65.9) 53 (15.5) 3 (0.9) 251 (81.2) 107 (34.6) 5 (1.6)
MKk LY > RbEE

2 1. 10 29 3 (09 0 14 (41) 1 (03) 0 40 (129) 5 (1.6) 0

P BRI iE 1 (0.3) 0 0 1 (0.3) 0 0 44 (142) 38(123) 0
P WA &

FOPR B B T 25 (7.4) 0 0 23 (6.7) 0 0 1 (0.3) 0 0
IR

T 24 (7.1) 2 (0.6) 0 22 (6.4) 0 0 56 (18.1) 7 (23) 0

TN 37(109) 1 (03) 0 31 9.0) 2 (06) 0 45(146) 1 (03) 0

BINPN 13 (3.8) 0 0 7 (20) 1 (03) 0 43(13.9) 3 (1.0) 0

Mgt 12 (3.5) 0 0 13 (38) 1 (03) 0 24 (7.8) 2 (0.6) 0
—f% - BHEE R X OGN OIREE

I 9 20 (5.9) 1 (03) 0 19 (550 2 (06) 0 35(113) 6 (1.9 0

95 97 46 (13.6) 4 (12) 0 49(143) 6 (1.7) 0 76 24.6) 11 (3.6) 0

E Rl e e 5 (1.5) 0 0 4 (12) 0 0 21 (6.8) 0 0

FEEN 10 29) 1 (03) 0 14 (4.1) 0 0 17 (55) 1 (03) 0
FRIR F A

A BRI 0 0 0 2 (0.6) 0 0 24 (7.8) 19 (6.1) 0
PR TR B 7

BEELTE 3 (0.9) 0 0 3 (0.9) 0 0 17 (5.3) 0 0
FEE 3 KOV T AR &

Jii 3 (0.9) 0 0 2 (0.6) 0 0 101 (327) 2 (0.6) O

% 9 FEIE 25 (7.4) 0 0 32 (9.3) 0 0 5 (16) 1 (03) 0

Bz 29 86) 1 (03) 0 44(12.8) 1 (03) 0 14 (4.5) 0 0

7238, 2 mg/kg Q3W BEL N 10 mg/kg Q3W FRIZIRBWTEILEdL, VBTN E 15 41
(4.4%) KOV 1461 (4.1%) . K2 - EEO FF S Bl (1.5%) L2 6] (0.6%) . &

JE D RGPS (B RIRIRAEWRRE | 22 TALBE, B RIE ) 1 41 (0.3%) O 1 61 (0.3%)
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PR E (X7 2« N L—IEERESE) 261 (0.6%) KO3 B (0.9%) . AFHERER:E 23 4

(6.8%) MUr22 1 (6.4%) . HURBHEREREE 32 #1 (9.4%) MK OM35 41 (10.2%) . T
REEREREE 1 61 (0.3%) KTV 1 (0.3%) | BIEHEERET 2 1 (0.6%) KON 1 i (0.3%) .
1 AUBEIRIE 1 61 (0.3%) ROt 2 i (0.6%) . BHEERES (RMEEMEERE) 4 4
(1.2%) KO0 B, WER 161 (0.3%) KO0 B, gk « BERUmEARE 1 6] (0.3%) KO
0 f41. infusion reaction 2 5] (0.6%) KON 6 % (1.7%) MNFEDH NI, £7-. HIEFHHES
JE, MR - Bl SE, S E D MRK. DR, SRR ML RIBA SR BN . Tat i P i A OF
TREFERES TGO b o 7o, AEIERZRBURIUIBEEFRS: IRMREER T 5)
TR R 2 T,

OEBELFRIFMAHFAE (KEYNOTE-189 #5#)

A EFRITIAAIOHEE 404/405 1] (99.8%) S UK HEEE 200/202 5] (99.0%) 12589 5
AL, TRBRIE L ORRBRNEE TERWAEEFRIT, ZEh 372/405 # (91.9%) K&
O~ 183/202 1] (90.6%) (278D BiLIZ, W NORETREIERD 5% EORIEMIL T
DEBYTHoT,

#£8 VPO OBETREERN 5% EORBIER (KEYNOTE-189 REY)  (RZAMMHT xS EMH)

ZRERIK 4 (SOC: System B (%)
Organ Class) ARANOF FHRE {LZEFRIERE
FLAEE (PT: Preferred Term) 405 151 202 4
(MedDRA ver.20.1) 4 Grade Grade 3-4  Grade 5 4> Grade Grade 3-4  Grade 5
EIEH 372 (91.9) 193 (47.7) 9 (2.2) 183 (90.6) 80 (39.6) 2 (1.0)
Mg LY SRk
2 1fi. 154 (38.0) 55 (13.6) 0 77 (38.1) 27 (13.4) 0
FEENEAT P BRI iE 25 (62) 24 (5.9 0 4 20 4 (0 0
H IR E 22 (5.4) g8 (2.0 0 12 (59 1 (0.5) 0
A BRI E 101 (24.9) 59 (14.6) 0 45 (223) 22 (10.9) 0
M/ NS iE 69 (17.0) 31 (7.7 0 27 (13.4) 13 (6.4) 0
R A e
R B RE AR T i 2 (54 2 (0.5) 0 3 (L5) 0 0
AR e
VAN 51 (12.6) 0 0 14 (6.9) 0 0
T I
R 67 (16.5) 0 0 24 (11.9) 0 0
] 78 (193) 15 (3.7) 0 22 (109) 4 (2.0 0
LTI 187 (462) 12 (3.0) 0 90 (44.6) 4 (2.0 0
A% 260 (64) 2 (0.5) 0 15 (74) 1 (0.5 0
I - 74 (183) 7 (1.7) 0 39 (193) 4 (2.0 0
— i - EEEER OGN ORIE
W )E 53 (13.1) 16 (4.0 0 31 (153) 3 (1.5) 0
957 134 (33.1) 20 (4.9 0 62 (307) 3 (1.5 0
HEEE D JE 30 74 3 (07) 0 14 (69 1 (0.5) 0
A M 27 (6.7) 0 0 12 (5.9 0 0
FEEL 24 (5.9) 1 (02 0 4 (2.0 0 0
JRYLIE 3 K OV HUE
AR 20 (4.9) 1 (0.2) 0 10 (5.0) 0 0
BRI AT
ALT #40 38 (94 2 (0.5) 0 16 (790 3 (1.5 0
AST #401 28 (6.9) 0 0 10 (5.00 1 (0.5) 0
m 7 vrF= 80 32 (7.9) 1 (0.2 0 12 (5.9) 0 0
M i ERHa 22 (5.4) 7 (1.7) 0 12 (59 6 (3.0 0
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#2 B IR 53$4 (SOC: System FE (%)

Organ Class) AHIGF B (bR
JEAGE (PT: Preferred Term) 405 202 1]
(MedDRA ver.20.1) 4> Grade Grade 3-4  Grade 5 4= Grade Grade 3-4  Grade 5
AR X OV hEE
RAGEOR 84 (20.7) 4 (1.0 0 42 (208) 1 (0.5 0
K&~ 7 30 AfUE 22 (5.4) 5 (1.2 0 3 (1.5) 0 0
TR R E
R 37 (9.1) 1 (02 0 14 (6.9) 0 0
FEIE 8 X OV TR 5=
B R 11 (2.7 0 0 12 (5.9) 0 0
) FENE 37 (9.1) 0 0 12 (5.9) 0 0
W5 51 (126) 5 (1.2 0 17 84 3 (1.5 0

72 ARAIFEC IV CRIEMERZEE 16 61 (4.0%) . KAGHK - HE O THI 20 i (4.9%) |
PREREE (7 2 - NL—EGERESE) 10 61 (2.5%) . IFiReREEE 62 1 (15.3%) . HR
IRHERERE S 32 1] (7.9%) . THEMAHERERES 2 61 (0.5%) . BIEHERERES 1 61 (0.2%) .
1 BOBEPRI 1 61 (0.2%) | BRERERETE (RANEFIEMER 5 2561 (6.2%) . WS 2

(0.5%) M U\ infusionreaction 5 f5] (1.2%) MO BNT-, Fi=. BEEOEERE (KE
FEARSE AR, ZZICALEE, BUREIES) | Mk - BB RRE . BIERIE e, MK -
BEMEAE . 5 & DR, D, Stk MR PESEBER VA R i f OVRZFER B 1
RO BN o Tz, REIWERAZILUR DU E RS (FRREMET 2 5T) 2&0EH
fERERT,

@E IR B MAHRE (KEYNOTE-407 #X5#)

HEFRITIARKIRE 273/278 5] (98.2%) K OSFREE 274/280 B (97.9%) 1278 Hiv,
IR & OREBURDEE CERVAFERIL, TNE1 265278 il (95.3%) KX
249/280 il (88.9%) IZFBD HILTZ, WTIMNDRETIHILTMN 5%LL EORIERIZ TE£D
LB ThHoT,

F9 WTNIDBETHREARY 5% LORIER (KEYNOTE-407 3RBR) (et 5 4£M)

TREBIKS¥E (SOC: System B (%)
Organ Class) ARHNOF FHRE w230 e
FAEE  (PT: Preferred Term) 278 51 280 1
(MedDRA ver.20.1) 4> Grade Grade3-4 Grade5 4 Grade Grade3-4 Grade5
EEIEN 265 (95.3) 151 (543) 10 (3.6) 249 (88.9) 152 (54.3) 6 (2.1)
M+ LY > RbEE
i ifi, 123 (44.2) 38 (13.7) 0 117 (41.8) 43 (15.4) 0
FEENME LT BRI E 14 (5.0) 14 (5.0) 0 10 (3.6) 10 (3.6) 0
I BR P iE 23 (83) 12 (4.3) 0 19 (6.8) 12 (4.3) 0
i R E 97 (34.9) 59 (21.2) 0 86 (30.7) 63 (22.5) 0
M/ NRIB A iE 81 (29.1) 18 (6.5) 0 58 (20.7) 16 (5.7) 0
PN Gy AR 75
AR A R T E 17 (6.1) 1 (0.4) 0 2 (0.7) 0 0
FRIR IR REA T 16 (5.8) 0 0 3 (1.1 0 0
B
feE 31 (112) 1 (0.4) 0 25 (8.9) 0 0
T 61 21.9) 8 (2.9) 0 47 (16.8) 4 (1.4) 0
LTI 85 (30.6) 2 (0.7) 0 71 (254) 3 (L) 0
Mg 36 (129) 1 (0.4) 0 25 (8.9) 3 (L1 0
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# B RIRS$ (SOC: System FE (%)

Organ Class) AFIGF B (bR
JLAGE (PT: Preferred Term) 278 fil 280 14l
(MedDRA ver.20.1) 4> Grade Grade3-4 Grade5 4 Grade Grade3-4 GradeS5
— % - EHEER OGN ORE
HETTIE 46 (16.5) 3 (L.1) 0 41 (146) 6 (2.1) 0
957 54 (19.4) 7 (2.5) 0 52 (18.6) 7 (2.5) 0
BRI A
AST #41 14 (5.0) 0 0 5 (1.8) 1 (0.4 0
-k 24 (8.6) 17 (6.1) 0 28 (10.0) 24 (8.6) 0
1 IR B3> 23 (8.3) 5 (1.8) 0 16 5.7 6 (2.1 0
i ERFaR D 30 (10.8) 11 (4.0) 0 28 (10.0) 10 (3.6) 0
R L OV
EEX5 BEE 47 (16.9) 5 (1.8) 0 57 (204) 4 (1.4) 0
K~ 7 37 AiUE 15 (5.4) 1 (0.4) 0 9 32 2 (0.7 0
s R F OV A kB b
RE 36 (12.9) 1 (0.4) 0 24 8.6) 2 (0.7) 0
5 P 32 (11.5) 2 (0.7) 0 26 (93) 1 (04) 0
PR R PR
S 23 (8.3) 0 0 7 (2.5 0 0
FRgME= 2 — 1 N F— 55(19.8) 3 (1.1) 0 37.(132) 2 (0.7) 0
BT 15 (5.4) 1 (0.4) 0 13 (46) 1 (0.4) 0
KRR = = — a8 F— 31 (11.2) 0 0 36 (129) 2 (0.7) 0
BeRG ¥ & OV TRk 5
B 126 (45.3) 1 (0.4) 0 100 35.7) 3 (L.1) 0
O PEIE 29 (10.4) 0 0 15 (5.4) 0 0
5 28 (10.1) 0 0 20 (7.1) 0 0

723 AAIFET I TRIEMERIZEE 14 61 (5.0%) . KIBHK - BEE O N 14 F (5.0%) |
RS (7 2« N U—IEGIEE) 5561 (19.8%) . ATFHERERET 26 1] (9.4%) . HUIR
BRpgREREE 31 61 (11.2%) . FEARERERE 2 41 (0.7%) . BaEREE (RS I
BAREE) 6B (2.2%) KON infusionreaction 6 i (2.2%) 23iR& bz, Fi=., HEDREZ
JEREE (REREIREMERE, SALEE, FRMEIES) | RIBHAEREE, | BUREIRIE, %
K. TR - RERUTRME, EAEMGIESE, MK - BERZR . 589 K, D, mEE
M/ INHRIBA PSRBT . PR IR I M OVRIFERBS 1358 D B2 o 7o, ARIVER S BLIRL
B EHES (FRREMRETZ2E0) 250EMERZ2 R,

OEFEILFEFHIFHGFE (KEYNOTE-042 35#)

HERGIIARFIRE 610/636 5] (95.9%) K OMLFHIERE 606/615 5l (98.5%) IZF8DH 5
L. IRBREE & OREBRP B E TE WA EFEFRRIL, ZEh 399/636 61 (62.7%) K&
U 553/615 Bl (89.9%) IZFB® BTz, WIFNIDRETIHILRD 5%LL EORITEIETE
DEEBHTHoT,
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£ 10 WFNLOBETRERY 5% EORIEA (KEYNOTE-042 3RE)  (REMATISER)
B BIRS$H (SOC: System B (%)
Organ Class) AFHIRE (bR ERE
FAGE  (PT: Preferred Term) 636 1 615 31
(MedDRA ver.20.1) 4> Grade Grade3-4  Grade5 4 Grade Grade3-4  Grade5
ERIEM 399 (62.7) 104 (16.4) 13 (2.0) 553 (89.9) 246 (40.0) 14 (2.3)
Mg LY R REE

2 ifi. 35 (55 4 (0.6) 0 229 (372) 80 (13.0) 0

i BRI iE 10 (1.6) 0 0 35 (5.7) 10 (1.6) 0
I R ER R E 5 (0.8) 1 (02 0 88 (143) 46 (71.5) 0
[/ N E 3 (0.5 1 (02) 0 56 (9.1) 10 (1.6) 0
R RN e

AR A RE T E 37 (5.8) 1 (0.2) 0 1 (0.2) 0

AR A RE AR T E 69 (10.8) 1 (0.2) 0 2 (0.3) 0
Gl I

{5 A% 8 (1.3 0 0 68 (11.1) 0
T 34 (53) 5 (0.8 0 46 (75 1 (02 0
G 31 (4.9 0 0 184 (2990 7 (1.1 0

(R E 7 (1.1) 0 0 31 (5.0 0
M - 15 (2.4 0 0 97 (15.8) 2 (0.3) 0
— % - RHEER L OB OREE

HET)RE 27 (42) 3 (0.5) 0 60 (9.8) 10 (1.6) 0
57 50 (7.9) 3 (0.5) 0 102 (16.6) 8 (1.3) 0
BRI AT

ALT #4710 45 (7.1) 9 (1.4 0 53 (86) 5 (0.8) 0

AST #41 41 (64) 4 (0.6) 0 42 (68 2 (0.3) 0
B H BRSO D 2 (0.3) 0 0 86 (14.0) 54 (8.8) 0
[ B 2 (0.3) 0 0 64 (104) 20 (3.3) 0

i BRI 3 (0.5) 0 0 71 (11.5) 32 (5.2) 0
R L OesErEE

BN BIES 40 (63) 5 (0.8) 0 109 (17.7) 9 (1.5) 0
B8 R ds L O A R Rk

A& 27 (42) 0 0 46 (7.5) 0
3 P 20 (3.1) 1 (0.2) 0 50 (8.1) 0
HRRR SRR

K= a2 —m RF— 1 (0.2) 0 0 50 (8.1) 5 (0.8) 0
KPR, = 2 — 8 F— 3 (0.5 0 0 41 (6.7) 6 (1.0 0
P, MERds K ONiERm e

Jififi ¢ 43 (6.8) 19 (3.0) 1 (0.2) 0 0
FEIE 8 X OV TR kb

JHiEIE 2 (0.3) 0 0 136 (22.1) 7 (1.1) 0
% O FEIE 46 (712) 2 (0.3) 0 15 (2.4) 0
i 46 (72) 3 (0.5 0 27 (4.4) 0

723 AAIFET I TRIE MERZEE 49 61 (7.7%) . KGR - HEE O FHT 10 1 (1.6%) |
EEORERE (RERBEIREGRE, 2B, EAREIES) 16 (02%) . ffkkEsE
(72« NU—JEBREE) 1] (0.2%) | HEERERES 76 1 (11.9%) . FUIRAREEEERE
02 5] (14.5%) . FEMSHERERE 3 61 (0.5%) . BIBHERERESE 3 61 (0.5%) . BHERE
B R MR RS 341 (0.5%) . BER 161 (02%) . Ok 161 (02%) K&
" infusion reaction 6 5] (0.9%) 23i8D LIz, Fi=. 1 BUMEIRIG. FH2% « BEEUH Rl AEIE |
HEAG S, B - BEESE . 5 8O R, SR M RIS YESEEE . A A i
OIRFEREE FGRD D72 o 1o, RRIEHRBUR DU I B E S (BRI AR T 25 1)

Ea DR R TR,
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[ - HE]

AFNOREMEYBERREST V2 LY I 2 —ya ik, A4 200 mg %
Q3W, 400 mg % 6 HMHIE (LT TQeW) & o5, ) XiX 10 mgkg (KHE) % 2 @[H
Mg AT TQ2W1 L9, ) TG LIZBROARK OIMmIGE FRENST SN, £ Ok
R, AAI 400 mg & Q6W TH G- L 7ZBROARF O & FIRAEIZ I3 1T 2 VMG iR (LA
T TCagss] EWVV9, ) 1. AAI200mg 2 Q3W THE LT2BED Cavess & FEHELT 5 & T
Ehiz (F&) . £72. AHF 400 mg %2 Q6W TG LT-BEDOARF O & HIRRBIZ BT 5 i
A MIEFIRE (BLT TCmaxss) &9, ) 1, AAI200mg &2 Q3W TH G- L72BED Cuaxss
EHE L THEEZTRTETHIESNZLOD, BARNBREICBO CERMERER S TY
LM - H&ETH D454 10 mgkg (KHE) % Q2W THR G L72FRD Chaxss & HfE L TR
EERTETRHIN (FR) . SHIC, EERAREES 23X RICAA 400mg 2 Q6W
TG L2/ S TERBR (KEYNOTE-555 #BR) X 0155z FHEIC I < 3Rk
WRIA=ZT VI ab—va Al FHILTZEYBIRE NS T A—2 LU (TR,
Mz T, BEOREEIZ BT 2 R IS & | A ORE & L A e et
& OBEZ MG DIRE ST T VDS S, AK) 200 mg 2 Q3W XX 400 mg %
Q6W TG L7-BROBRFE R & AME T L e L OREIZ O\ TIRFT S iR, k
FLORE - HEOM CTHINE R OZ 2RI/ 2283 v &Pl &z,

R 11 FRORDERNT A —F

B - Crnax Cavg Chmin Crnax.ss Cavgss Conin,ss
(ug/mL) (ug/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL)
200 mg Q3W! (582?;97) (27§?§é4) (17;?;83) (91%35L1) (49;??L0) (302?214)
400 mg QOW (12;??24) (32%5?27) (103??08) UAé??49) (SOi?le) (192?309)
4$22%%gw (m;;?gaa NA uﬁ:??m NA NA NA
10 mg/kg Q2W (21§?gz3) (14§?T45) (11;}?21) (421??33) (27@?282) (19§?;00)

t:1n=2993, 100 [HIDY I = L— 3 N K0 B S BMEEMEO P (2.5%47,97.5%40) | Coax : FIIEIE
5.4% O e @ MG FIR L, Cave » MIEHR 515 O PR MFFIRE, Coin : MIEIFGE (FA 702 580 OREARINTE
FIRIE . Crmaxss © EHIRIBIZI T DI MG FHREE . Cavgss : EHFIRABIZI T 5 I MIEFIREE . Crminss : EFIRREIS
BT D BRI 75 5

1o 56 BRI (95%15 48 X [H])

§ @ 41 B DORMTEEIE (95%(SHEIX 1)

NA : %472 L
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4. HEFRIZHOWT

AFN OB PE G-12x LT, AREM & LTl ABRERE (2FFRE) 23T s T
BT D, U AEYICER T AME THILENS S, Z0 LT, EXKLY
A7 EHEHE (RMP) (233 | ARFI ORI RITEN ~O W 1RSI & 5 fitisk
Tho> T, KFNOEG DY) e BHEZW - F5E L, AFOFGIZ L EERRBIERZ
RH LT BRI T 5 2 & BRI 0, LU FOO~@DF =T &7 Mg\ T
HHTL2R&ETH D,

O HMERITHOVT

D1 Tied (1) ~ (5) OVWTINICHEYTHMEXTHDHZ &,

(1) JBAEFBRENEET 203 U2 HEGEENL SRS EE IR A SR E L AUR P
MBS AR FOEEE LR . HUES A BSIRBE72 &)

(2) FrEHREIPL

(3) HEAFERENFENFEE T 2 03 A FEEEFE (DS AU R WP, 25 A2 iais
W 1mEkE. DY ARSI HEHEE R 72 &)

(4) HRALFRIEE 2% L, S RAEZRENR 1 SUISSRALARIENNE 2 Ok K UE
(AR D Ja 24T > TV DR

(5) PUEMIESAIL T EEINE O IR 2 M Z 1T > TV D ek

O-2 il DA K ORI E I FE IR O X% TS50 70 ik & R 2 RO IE Al (FR D
WFNNNTRE S T D IERN) 23, B2 R OARANCE T HEROBEEE L L TRES N
TnnZ L,

*

o [ERMGFFEUEE 2 FOWMNHEZE T L721&I1Z 5 FELLEDO N AIRRDERRIHE %
[ToTWAHZ L, 96, 2L EiT., BARYPEE £ & LUK EES:OHE %2
fToTWBZ L,

o [ERIRFFEAFER 2 FOPHINMEZE T L72RIZ 4 FULORKREREZA L TV D
Tl 9B 3FLLRIE MDD A FEYIRIE & S TR - O BRIRAHE 21T -
TnnZ L,

Q@ BENOEEBBREROMEHICONT

RIS HREBEICE T T D E AN E S, BERREN S OFRE D, Ao - &2
EVEEIREE R O E B & RS 3  2 ARt AEFRNRBE LG A ORE
W, SERESDIATONDIRFINESTND Z &,
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@ BHWER~OXIRIZONT
@-1 fFEsk SB35 2

R VER R D B R BITE N A LIZBRIC, 24 BEREISIRIAHIO T, %k X
IR I Z VT, BB L ZRWEAIZIS U CABEE B L N CT O RIERH ORI &
B OREREIY B RICE L., EBICRIG TR EHIRE > TND Z &,

@2 BERUEEEICLLIAEFEFSAICICET HES

S ASIRIZHE D 5 REPIR 72 Fnk M OB BE 2 A3 D IR IEFE D EEH T =42 U v 7
EEDIEROA T ) — =2 T E2ATOEIRE L F a4 TE 2 F — LEREH 235
SN TS Z &, 2B, BlfIEHIZOWT, BDABRE L ZOFIRIZ I mINnT
WwWnHZ &,

@-3 BIEHOZWCRIGITEE LT

RIVER (MEMERIZEEICINZ . KBE - /DK - BEO TH, BUEMK - A2 - i
PMEREREE - 2% - B LPEIRE 25, BrelEE (RS IEMEBRSE) . WowES (F
MAEERE S, RIS, RIBREREREE) . | BUBEIRM, 5 & DR, sk - B
ArnARE . BER . BHEOREES (PEtEREESERAE, RERIEIRIEGERE, 2 AL
BE, BRIEIESE) . infusionreaction, AMZ - BERIE, BIEMMEE, MhfkfEE (7 -
N U—EGEREE) | Dk, BEERMKES (Gt MRS MESRBER | Fa mE= i,
REFERES . BERERIERAESE) . MERERIEMRE, A% (T LT, Makhis b=
RSB ORI 2 A3 2 AN & s U (RIEH ORZEr-eXIcICB L THRE R OSSR 2 5%
ToNAEMICHDH L) | EHIZHEURAEN TE HEHINESTND Z &,
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5. BExXtG L 5BE
(BB 3 % FIH]
O AANOBMEL GILTROBEIZENTHIMER RSN TS,
o ALTFIRIERED 2\ EGFR Bin TSN, ALK @A 8 s 1 f2M & O PD-L1 5
P (TPS=1%) OUIFRAREZLHEST « IO IE/INHERE il B
o T ITFFHFEETLTRIEREE AT S PD-L1 B (TPS=1%) OUIFRAREZR
AT - TR O/ NHIaiiE B (73S, EGFR Bin 14 BT ALK A8
LD BETIX, £ EGFR 71 3 v —BHEAI L ALK F 1
xR —BHEFEAOEREY T 5 EE)
728, TPSIFRAT7n Y X~7 (GEaTH#EZ) O =4 BWEE (IR5E4
PD-L1 IHC 22C3 pharmDx % =2| ) ZHWTHET 5 Z &,
@ ARHNOMOHEMEELEA] & O AR 5IE FTROBFEICB O TEIER RS T
o
o NRABMUFE REOTZFFWAILE OO  ALFRIERE D72, EGFR i#&
R EREER DY ALK @A B R T I2EOYIBRRRERETT - FROIER T LI
FE/ N e iy £
o HNAKRTTFURKUONRT Y ZXE/NLL T nab-7 Y XX EDOHHEE b
FHAEED 72 O GIBRARE /R AT - FIE O B2 Ik /N e it AR
@ ALFFEIERED 72 LT - 338 O I/ IRt 831X, PD-L14% 4 C PD-L1F51%: (TPS
=1%) ThiuX, KAIOBEME 542 BET HXETh D, o, EELFIRIEICK
T HARMEICHEN 2N EB 2 DD BFITR L TiE, PD-LIFEBLRBLUZ Db 6
T FNE ORIk U TR e b A L OG- E2BE T2 2 &
T&E D, BB KRG Tz > TE 2R T A 7 A > (A A7 20)
SEBRTH L W,
@ TREIZEEY T 5 BEITKT 2 ARKEN O 5 R OMFE T IEIZ DWW T, RAIOH D
ML SNTEOLT, KFIOFEGHR &R BN,
o INtEAHBNIRIE
o QTAKIOHMMEIN R EN TV RWMlL O FUEMEE A & OO 5

WD 212, MRS A FT4 > (AAMEBEAMR (CB0T, R T4 S —is 72 B AR a7
(DECOG Performance Status 0~1 2 T 75 5% LI [, XIZ@ECOG Performance Status 2 2 D @BE TIL, 3
ARl (ReX X %) OBARRS/HELEINTRBY ., 20Xk 5 7 BE Tk, EHE(LRREICxT
HARMICHER S D EEZLND,
(2 ECOG @ Performance Status (PS)

Score TF%

0 | &<MERIFETE 5, FWAT&[R U HEARENHIRZ <ATZ D,

PIRIICIR LUEENEHIBR S 228, AMTARE T, BEECHE - TOMERIITI 2N TE S,

Ul o, s

BITHRECTHOOHDEY O Z L3 F S THRELAMERIFZ T E 2V, HHO 50%Lh Big~y N Tl 29,

RONTZHSOEOREY OZ L LTER, HF O 50%L Ea~<y R Tl 21,

W

LTV, BOOHFDOEY O Z L FaL TEARVY, BRIy R+,
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PEIZ RS9 5 FIH]
FLICRES T D BFNZ OV TIEIAF DRGNS L SN TWL Z b, HEEZIT
A AR
o FHIORSTT LBUE DR TR D & 2 B
© BREETOFIIZ BT TR Lﬁféﬁ“é BEIZONTIL, AFOEGITHER S L2
Dy, A OIRPERPUL D 2 NGEITIRY | HEICAHZEH T2 2L 2BETE D,
o [REMEMZEEDOEIFX iﬂiﬁ@%é,%\%
o JaEBE R CHIE R 27 0 2 B K OTEB)ME O KU B s g S0 gL it ¢
EORIZRIENEZEC N A BN D BE
o HACREREBOADE TR L IXFERBMO B O R R OB TR D
HoDHHEE
o JEsSBRE (GEmEMEBHEEL 5T Ob b EE
o  FEEOBGIIBEEEA T HRE
e ECOG Performance Status 3-4 "2 ¢ H

2L

[Z2 4k
© T
e
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6. REICERLTHEETR&EHH

@

@

®

WA SCEAITIN %, BLEIRFEEE DR T 5 RS 1T 35 & ARHI O FeM: K OVl E

H O DI B R E oI B L TS Z L,

TRIEBRLAIZ e D . B UL DFIBEIAHINE R OERRMEE i L, FE 25

ThoEET5HZ L,

FREER O~ A MI2NT

o [MEMIEENRSLDLNDZ ENHDLDOT, AAIOEEIZHT- > TiE, WIHIE
W (BGIv, PR IREE, EE) OfER & O X SRt o s, #leis +
TWATH T b, Flo, BEIDSUTHE CT, i~ — 0 —S5 D&% I+
HZ &,

e infusionreaction 23&% H I D Z L A3%H 5, infusionreaction D FRD H L2 E T
X, WUIRAEZIT O &L bIT, SERBEE T 5 £ TEEOIREZ +43 108152
THZ L,

o HURIBBEREFREE . TRMAMERE X OCRIBHRERENHOLDLNDLZ ENHHD
T, ARFN OB 5Btk & O 53R oI X E S N W REMR A (TSH., b
T3. EHE T4, ACTH, i =2 vF Y —VEORE) ZEmT 52 &,

o BUEMR. A%, MRS, IR, SHEERBH LN ZENH D
DT, AN OB G-BAGHT R OG-/ o 3oE R ITRERERR & (AST. ALT,
y-GTP, Al-P, BV /LB EOME) Z2EfT5Z &,

o SEIER (MMERKCMIEEREREZ ET) SOEERIREE S HbiLd
ZERHLOT, EMICIROBE OFRAMET 52 L, 2, BOBRFEM
O BTG EITIL, EONCEREE L2 T2 L OBELHRET L &,

o AFIOEHIZLY | BEORENICIENT S EFE 2 DDA I REBORRE
NHLONDZENHD, RENRDLNZHAIIE, BELEZFRIILS L
REFFR) 70 ak & RRER A FEO R AN & HE U CE b RSN ATV W D%
FOSZ X B EWER D S 235 8101%, ARANIOWRFE I IR, K OFIE BE A
NELHOBRGEEBETSHZ L, 0B, BIBREFRLVEYOFEGIZIDEIE
FHOYUGEDFED B2 WIGEIZIE, BT EE AR VE LSO 5 Bl o8 0
LEETDHZ L,

o BHKRTH,ZEMMNOEIARE L COLEWERNRRT D E0NH 5720,
AHN O G THRICHEWEHORBUCSICEET D2 &,

o 1 BUBERRIE (BIE | BUBEIRIE A2 5Te) b bbiv, PR F T v R—v X
WZEDZENRBHLDOT, g, L, RHEOIEROFEHRC M ED LA+
EETDZ L, 1 BBERBE DN EA IR EEFIE L, A A
F O 55 DOME /B EE1TH Z &,

AR DGR BRI I T, KEYNOTE-024 757 & 0" KEYNOTE-042 35k Tl 5-5

WEN D 9 I Z 12, KEYNOTE-189 ikl Claf5Bits S 6 B KO 12 #HH, LL

BRZ 48 B X TOMIT &, 0% 12382 L 12, KEYNOTE-407 ikl Tl 5Btk

NH6MHE, REEEKNISHE, IBI4SHEETOHRITE, Tk 12T L

WCAIMEOFM AT > T2 2 & 22 B, KA G PIXEC EfGR A TRhR

DFERZITO Z &
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REEREET A K71

Ra7nY <7 (BioFH#ER)
(B4 : 4 b L—F S HIE 100 mg)
~EERAE~

YRR 2 94E2 A (47F0 34 8 ALRT)
RAEFBE




Bk

A o e

IZ L DI

AHN O, EHST
FiR% 22U T
RO AN

BEIZER L TRHET &S FH

P2
P3
P4
P16
P18
P19



1. IILBIZ

EE L OGN - ZEVEORERO T2 OIZIE, S SCEZE IS\ 258 1E 226 23Rk 6
Hb, 5T, IHEORHEEITOMEANC L0 | FUREIR S 72 & OFH ) 72 B /e
FERLPARINDH T, 2D OERMLZ EICLE BRI 5 2 L BBRED
FE L 2o TR Y REMBGEE & O AT 2016 O 28 4 6 A 2 H MEIE)
CBWTH, EHNERNEOHERAORE(LHEEZXS Z L LS TWnb,

LR RSP EIR L T, SRS et T 0 7 7 A VN BETEDEI S, & S R
RHZENDHD, Z0D, HEROLZEMEICET 2 EERS o EET 5 £ oM.
U ERG OB EEZR T D RSN DBREICRH L THERT 2 & &bz, BIE
FRFEBL L BBt i & & D 2 & DNATRE 7 — 18 O B % 3iis 7= 9~ R e B8 < 4
THZLENEETH D,

L7eo T, KA RTA Tl BIBEESCZNE T/ LI TN D EFEIREN) -
BRI RN RS & | DUT O RS O el 72 6 H 2 HeE 3~ 2 8L b B Bk B %
F RO ERRZRT,

I, ARITA KT A %, MSTATEE NG EREER R O, AREEAN A
BRI ey . — AR N B ARERIRNELE 2 KON HERNE N B AR SR 2 O /)
DY EAER LT,

KR ETRDIERS A PL—F S EHE 100mg (—f#&4 - XA 7 el X~v7 (&g
TRz )

WG ERDMENINE - BN RA)E

MNEERDAEROHE : B, AR, a7 nr) X~v7 (EsHl#fz) ELT 1
[B] 200 mg % 3 J# MRS 1 [F] 400 mg % 6 H [HH R T 30 75fH
T TRIEERET 2, 7272 L, TR mBIEE O SE 1T, &5
X2 WHETET D,

il Wk 7 ¥ & MSD RS




2. AHIOFE. TERAKRF

XA ML—H EEE 100mg (—i%4 XA T7r ) XA~ T (B Efz), LUF IR
Al &) 1E, PD-1 (programmed cell death-1) &% ®d U 4 K Tdh % PD-L1 T PD-
L2 L OfEEZEHEET S, & MEIgG4 €/ 7 a—F AHikTH 5,

PD-1 R 13 T A0 505 BEARREARE > & R4 5 72 D123 AR ASFI FH 9- 5 32 7 0002 il
AA wF T, PD-1 &, RISV TEER T MifuoMiaRmIc e L, B om
P2 I s % B o AN B S TR 7 0 SO 2 95, 370 H, PD-1 (XU W REfE
BT DHIEICKVPURSEBIC KL D v VT IVBREZAICHIBET 2% B/IEKTH D, PD-LI
DOEFMHICIB T D2BBUT DTN THL, Z<ONRAMBTIE T MldoE 2
DI EBEENCHRE L TS, DAMBICIS T D PD-L1 O &R B, BN, TR .
FFAMAERE . BREAsE . JB/ NI S OBk 2 IS A CTHRARIK 7 TH Y | RWAEFRE
OBIERHRE S TWD,

B OB OGR4 & PD-L1 FELOFBIMED S, PD-1 & PD-L1 OFREEITEE
DGPEERRC BN CEERRE|ZH D Z EOVRBR SN TR F- 28 ATRIRORER) &
LTS5,

AFANE, PD-1 & PD-L1 X ONPD-L2 Dii U > ROFERZILEST D Z Lz kv, 5
i NS T OIS BAGIE ENE T U v SERATEM L &, HUEE G 4 B
T2 L CHUERN R AT 5,

AFNOVEFIRERHC 355 < SBEE D SRFE SUSIC £ D RIEM SR & & b, B UIELIC
ELAREMN DD, AAOBREHRORE%ICIT, BEOBEE FHITIF0, BRERR
BT EFEITIE, FBL LT RIS U7 SR 72 ik & RRIR & RO R AT & 3 L Col
GBI W A 1T\, A OSRIERURIC & B EMER N DI AT, BB AL AL
= L HI O 55O 7R E 4T 5 BN D,



3. ERAREUR
MR R RO RGBSR 21T - 7o T AR BRIRERBR O il 27~ 3

[H2hE]
OENF 1 b fHiRER (KEYNOTE-041 #X%5%)

R DI TA BV A~T GRE L) CLTF A A~T ] &nvd,)
O ERN2 LU A U FE TOLFRIEREZ AT 2RI UIRARRE 72 B B AR 42 4

(FZMMERRNT X4 37 B) Z XI5, AAI 2 mgkg 3 BREIME (LLF TQ3W]) &\ H,)
B G- OB ORI RGET S vz, 78, BGREE CEREBEITARD b5 AT,
PR FBEAT 2 R TR SRR DAL W EDORIRIIZZE L T 5 B Tl KB LA o
BRI CRBETNRD DD T TARAIOE 5 2k 32 2 L BNAEE L Sz, EET
HIE A Td 5 ZNR[RECIST HA KT A L1 HUZEES < hdefliEic L 5 52428%h (CR)
SAEERSYZEh (PR) ] I, 24% (95%(EHAIXH @ 12~41) Th o7, i, FANIHEL
7-FEEIZ 10%TH - 7=,

QuEs T AERER (KEYNOTE-002 #5R)

A Y AT K DIREEE AT HRIGEIRA R 7o B AR B 2t 5, K 2
mg/kg Q3W % 5- . Y 10 mg/kg Q3W & 5-DATN M M V22 ety | ALFRIE (X Ry
V. TEVARI R, ANVKRTTF RTVEXBAVLIINR T TF o+ 7 ) 2%
B, DUF TICCHE] & 9H,) ZXRE L TRFIEn7z, 7eds, BN TR EETN
PO LI EIT EEEIT 2R TIER DD SR WV EORKRMICZE L TWDHERE
UL, I LARE OO W4 3EAf TR BHEF T 3380 DD £ TABIOF 5 2 kg4 25 = &3]
AE & SAL7c, EEFHEE A X AFHME (LT ToS) w9 ) KOEEEAFIR (U
T TPFS) W9 ,) &, AFNIMETFREGE & g LT, PFS # A EIZIER LTz,

#F1 AR (KEYNOTE-002 3RER)

AH 2 mg/kg AHI 10 mg/kg o= 30S
Q3W Q3W
(180 f4)) (181 f51) (179 f51)
el [ A ] 13.4 14.7 11.0
(95%CI) (11.0, 16.4) (11.3,19.5) (8.9,13.8)
0S | ~¥F— FE" 0.86 0.74
(95%CI) (0.67, 1.10) (0.57, 0.96) —
P " 0.1173 0.0106
g [ A ] 2.9 2.9 2.7
(95%CI) (2.8,3.8) (2.8,4.7) (2.5,2.8)
PFS™ | A — R 0.57 0.50
(95%CI) (0.45,0.73) (0.39, 0.64) —
P i <0.0001 <0.0001

CI : 38X M. *1 : RECIST #A K7 A > 1.1 BUIZEES g R E K OB RE M =12 K 2 FFm,

*2 0 JE@H] Cox Ny — FET /M X D0 RIE L DIk, *3 : @hlln 7'J 7 /e




100 -

90 - ——— 37 2mg/kg Q3W
80 5 —— F#0mg/kg Q3W
70 ] {EPREE
& 60 -
f 50 .
# 40 -
30
20 -
10
D AL LEL LR RURLARLE IS LAURLIALD L ULIEIEY LB LR PN LG LU R ALY [LELUBLLLIEL UL LY R LR
0 3 6 9 12 15 18 21 24 27 30 33 36
at riskE 2R (R]
F& 2mg/kg Q3W 180 131 95 70 61 11 0
FF10mg/kg Q3W 181 138 99 79 67 12 0
=, 7 179 115 80 60 48 9 0
X1 OS ® Kaplan-Meier #i## (KEYNOTE-002 35%)
100
a0 ] — 3 2mgkg Q3W
80 3] —— #A10mg/kg Q3IW
g 70 {eems
B 60 -
50
40
& 309
20 ]
10 i
ﬂ I I I I I I I
0 2 4 6 8 10 12 14
at risk®y RAEETEmLA]
F&| 2mg/kg Q3W 180 153 74 53 26 9 4 2
FHI10mg/kg Q3W 181 158 82 55 39 15 5 1
L8t 179 128 43 22 15 4 2 1

2 PFS @ Kaplan-Meier #i## (KEYNOTE-002 #5%)



@A EIAERER (KEYNOTE-006 #45%)

AN AT ICEDIRIBEDOLRNUIAE) A~ T E2EERN 1 LY AETOIL
FIERE 2 AT AR UIBR AR RE 72 M R B FR R 2 KR, ARA 10 mg/kg Q3W $i5- K%
OV 10 mg/kg 2 IR (BLT TQ2WI W) .) EHEOFIMER O ZRMER, A BV A
~ 7t e LTt Sz, Zeds, BRI TRAETT RO b LA, FREE
T2 R IIERDFE O B2 WFEDEFRIICZE LT 5 BFE T, IRIBILARE O Wi EHT
THREEITRERO b D £ TARAOE G ZMk T 5 2 & 23 ATRe & Siv7z, FEFHIE H
IZ 0S LNPFS & &d, ARANIA Y A~7 Ll LT, OS XO'PFS # A EICHERE L
776

#22 AR (KEYNOTE-006 2XBR)

A 10 mg/kg AHAl 10 mg/kg AU AT
Q3W Q2W
(277 ) (279 #1) (278 #)
o [H ] NE NE NE
(95%CI) (NE, NE) (NE, NE) (13, NE)
oS NP — K2 0.69 0.63
(95%CI) (0.52, 0.90) (0.47,0.83) —
P i 0.00358 0.00052
rhoef [H] 4.1 5.5 2.8
(95%CI) (2.9, 6.9) (3.4,6.9) (2.8,2.9)
PFS™ 5 | H— K™ 0.58 0.58
(95%CI) (0.47,0.72) (0.46, 0.72) —
P fli*3 <0.00001 <0.00001

Cl: [Z#EXM. NE : #EEAn, *1 : PRSI —% 1 20154E3 A3 B A7, *2: &Rl
Cox NP — REF N L DAY A~=T L Othlg, *3: J@ia /5 7 E, *4 : RECIST &
A K742 11U IS ST U 7= R e K OV PRI L D
(20149 A3 BB v bA7)

AP, *5 c TPRIESTRR O 7 —




B 50

30 - ——— FA10mg/kg QIW
20 A3 10mg/kg QW
10 ] —— seunwr

at risk# MR

FH0mg/kg Q2W 279 266 248 233 219 212 177 67 19 O
ZH10mg/kg Q3W 277 266 251 238 215 202 158 71 18 0
AEULIT 278 242 212 188 169 157 117 51 17 0

3 OS @ Kaplan-Meier i (KEYNOTE-006 3X5%)

100 T T
1 o e e B 10 g QTN

D -""""'I"'"""I""'""I'""""I"'"""I""""'I""""'
0 2 4 6 8 10 12 14

at risk®y RSN (A)

Z&10mg/kg Q2W 279 231 147 98 49 7 2 0
##10mg/kg @3W 277 235 133 95 53 7 1 1
1EULTT 278 186 88 42 18 2 0 0

4 PFS @ Kaplan-Meier Hi#t (KEYNOTE-006 35%)



@IEFRIL[R) MARAER (KB

YNOTE-0543%5%)

FRUREGEO AT — VI Y oEgEREAEEE (EANSHZET) 2RI, ik
fBhFEIE & L TAAI200 mg QAW G- DG 2R NZRMER, 7T B RZxRE L THh
A&z, FEFHE B ERAGYIR (LT IRFS) £ ) ,) &S, AFNXTZ
AR L LT, RFSZHEIZIER LT,

#£3 AMERGE (KEYNOTE-05435%)

AF1200 mg 7I R

Q3W
(51441) (50541)
e [A] NE 20.4

(95%CI) (NE, NE) (16.2, NE)

RFS™ ANH— R 0.57
(98%CI) (0.43,0.74) _
P " <0.0001

Cl: {ZH#EIX[H. NE : #EEAR A, *1 : PEEITREO T — %  201710H28 7 v bA 7 *2 1 @i
CoxlbINYF— RET LD T TR LB, *3: Bhla 77 7 KBE,. Q3W : 33 ik

# 5., NE : Not Estimated

100
90 -
80 - hh“-v\-
g ] \‘hx—hﬁ\-—n_. -~y
’Ii\_-.|-||‘.b 50 ] .'.'"huuu-w—i
¥R 40 -
g 30 1
20 1 —— am0mg 3w
107 FS5eR
0 T T T T T T T
0 3 6 9 12 15 18 21 24
113
AE|200mg Q3W 514 438 413 392 313 182 73 15 0
TSR 505 415 363 323 264 157 60 15 0

X5 RFSOKaplan-Meierfhi#t (KEYNOTE-054345%)

GED AJCC (American Joint Committee on Cnancer) JRHiZ0HH (55 7 i) 1223 <FHfi, 27—V IMA THLY
VREIN OREE IS 1 mm BOEH DI,



[Z241E])
OENHE Tb AHRER (KEYNOTE-041 #5%)
AEFERIT, 41/42 61 (97.6%) IZ#BD L, 1HRIE L ORREBIGETERVATE
YL, 34/42 5] (81.0%) IZRRD BTz, FBLHED 5% LORIEHIZTRDO LB T
HoT,

#F4 EHENS5%IUEOBIEA (KEYNOTE-041 3RER) (ZEMEMT I S4ER)
Bk (%)

#EBIRHE  (SOC: System Organ Class)

FAGFE (PT: Preferred Term) 2 mg/l;i 1%3WE$
(MedDRA ver.20.1) 4=Grade Grade 3-4 Grade 5

RIEH 34 (81.0) 7 (16.7) 2 (4.8)
Ea A s

R A REAR T JiE 4 9.5) 0 0
B s

T 3 (7.1) 0 0
— ik - 2EEER OGO RIE

(R 5 (11.9) 0 0
BRIR A

AST #41 3 (7.1 0 0

LB ER A N 3 (7.1) 0 0
FeIE R X OB T RREE =

Z O FEIE 6 (14.3) 0 0

IS INRZ N8 6 (14.3) 0 0

S EE B 3 (7.1) 0 0

7k, FVEMERRE 1B (24%) . KB - EEO TH 2 6] (4.8%) . IFiReREE 3
Bl (7.1%) . FEALHEREREE 2 6 (4.8%) . FREEREREE 6 51 (14.3%) . infusion
reaction 1 f5] (2.4%) KOS E SRR 161 (2.4%) PO LT, £, #fEE (¥7
Voo NUIEERESE) | BRREREE (RMERIEMER A% | BIEEE. 1 SRR,
HEEORERS (REREIRIEGERE, 2B, FRRIESE) | BER. ik - ARt
figdie . BAERIESNE, MM - RS, OB, S NE dn R IBUDPE SR B | R i
K OFRIFERBE ITFE O B2 o T, REWEHFBLRDLIE S FS (BARMAEME T 4+ 5
ie) ZEOHEFHEREZ T,

QuEs M ARRER (KEYNOTE-002 #5R)

AEFELIT, 2 mg/kg Q3W £E 172/178 511 (96.6%) . 10 mg/kg Q3W £f 178/179 #1] (99.4%)
JOVICC BE 167/171 5] (97.7%) 1238 HL, JRERIE & DR REREENGE TE RWVEE
FRIL, ENTE 121178 B (68.0%) . 133/179 Bl (74.3%) M OY 138/171 B (80.7%)
RO BTe, WIT I DORETIELED 5%LL EORWERIZ TEDO LB ThHh o7,



£5 DWTFNLOBETREREEN 5% EOBIEA (KEYNOTE-002 308  (RZ2MENrstSER)

B (%)

B R K45 ¥ (SOC: System

2 mg/kg Q3WHE 10 mg/kg Q3WHE ICCHE
Orga“;CIaSS) gni({}ﬂ g17§ {(;J 171 4
JEARFE (PT: Preferred Term)

(MedDRA ver.18.0) 4= Grade GrBaje Grade 5 4 Grade Gr;ie Grade 5 4= Grade G;a;le Grade 5
2FIEH 121 (68.0) 20 (11.2) 1 (0.6) 133 (74.3) 25 (140) 0 138 (80.7) 45 (263) 0
MEE E Y v GREE

2 1. 5 (2.8) 1 (0.6) 0 7 (3.9 0 0 35205 9 (53) 0
H i ERJEAE 0 0 0 0 (0.0 0 0 14 82 6 (35 0
I H BRI E 1 (0.6) 0 0 1 (0.6) 0 0 14 82 6 (35 0
[N IS SiE 2 (L.1) 0 0 1 (06) 1 (06) 0 16 94 4 (23) 0
R A=

PR IR REA T 9 (5.1) 0 0 13 (7.3) 0 0 0 0 0
IR

R 5 (2.8) 0 0 9 (5.0 0 0 14 (8.2) 0 0
TR 15 (8.4) 0 0 19 (106) 2 (1.1) 0 14 (82) 3 (1.8) 0
G 8 (4.5) 0 0 16 (89) 1 (06) 0 56 (32.7) 4 (23) 0
A 2 (1.1) 1 (0.6) 0 10 (56) 1 (0.6) 0 26 (152) 4 (23) 0
—i% - R EERL LU G OREE

0 6 (3.4) 1 (0.6) 0 8 (45 1 (06 0 10 (58) 1 (06) 0
97 40 (22.5) 2 (1.1) 0 52 (29.1) 1 (0.6) 0 62 (363) 8 47) 0
FEEL 6 (3.4) 0 0 11 (6.1) 0 0 8 (47) 1 (06) 0
B A

[/ E A 0 0 0 1 (0.6) 0 0 13 (76) 5 (29 0
Rt L Oveskhns

AAEOR 8 (4.5 0 0 17 (95 2 (1.1) 0 26 (15.2) 0 0
B R B X OV SRRk

RAHivE 13 (73) 1 (0.6) 0 12 (67) 1 (06) 0 9 (53) 1 (06) 0
7 P 9 (5.1) 2 (1.1) 0 7 (3.9 0 0 10 (58) 1 (0.6) 0
PR TR B

K= 2 —a /T — 2 (1.1 0 0 0 0 0 14 (82) 2 (1.2) 0
SR 1 (0.6) 0 0 2 (1.1) 0 0 11 (6.4) 0 0
R R KOV TR

JiEIE 5 (2.8) 0 0 1 (0.6) 0 0 35 (20.5) 1 (0.6) 0
i TR 9 (5.1) 0 0 9 (5.0 0 0 2 (1.2) 0 0
% O FEIE 37 (20.8) 0 0 42 (23.5) 0 0 6 (3.5 0 0
32 21 (11.8) 0 0 18 (10.1) 0 0 8 (4.7) 0 0
17 VNITRZ N &2 5 28) 1 (0.6) 0 10 (56) 1 (0.6) 0 0 0 0
e B 10 (5.6) 0 0 9 (5.0 0 0 2 (1.2) 0 0

7238, 2 mgkg Q3W BEL TN 10 mgkg Q3W BRIZEBWTEINLZE L, VEMEMZEE 1 4]
(0.6%) MO 4% (22%) . K%K « BEO TFH 161 (0.6%) K6 HI (3.4%) | fifk
BESE (X7 2 « NU—EEREEE) 261 (1.1%) KOV 0 B, AFRERERESE 13 61 (7.3%) K&
D15 61 (8.4%) . BREREFEE (FRAME B MBERSE) 141 (0.6%) X141 (0.6%) .
TEAEAERE 1 4] (0.6%) KO3 61 (1.7%) . HRIMSEAEREE 14 61 (7.9%) KOV15
%] (8.4%) . infusionreaction2 il (1.1%) M O3 6 (1.7%) . BEEDOEEREE (G,
TEIRAEERE, ZTALEE, JERIEIESE) 141 (0.6%) OV 1 1 (0.6%) . FEZR 1451 (0.6%)
T O 0 B, ESE B SIE 0 Bl KON 1 1] (0.6%) . Jid2e - Bl 0 B O 1 61 (0.6%)

10



WS EIER 0 FILO 2 B (1.1%) RO BT, £z, BIFEE. 1 BEERIA.
5% « BRICHRRIIRAE . D5 J6 . SRehE /I HESEBERS , Vo MLV OV 35 BRI
b Ao T, ABEM BRI IS (AR % 610) 2 Gikat
KR T

QA EFEFRER (KEYNOTE-006 #X5#%)
HEFERIT 10 mg/kg Q3W #F 264/277 151 (95.3%) . 10 mg/kg Q2W #f 275/278 141 (98.9%)
S ONIPLHE 239/256 51l (93.4%) IZ38® Bl 1RBREE & DRIRBERA G E TE RWEESF
BT, FNEI 202277 B (72.9%) . 221/278 Bl (79.5%) K O%187/256 5 (73.0%)
RO LI, WTILDORECTRILED 5%, EORWERIZI TEDO LEBY Tho Tz,
£6 VTNOLOBTRIEEDL 5% EOBWER (KEYNOTE-006 3RB)  (REVEMEIT XIS 4ER)

Bi1%% (%)

FRERIKR¥E (SOC: System

10mg/kgQ3WHE 10mg/kgQ2WHE IPIEF
Or%gan;lass) 277451 27844 256/

AFE (PT: PreferredTerm)

(MedDRAver.18.0) “4=Grade G;a;ie Grade 5 “Grade Grade Grade 5 “4=Grade G;a;ie Grade 5
EFEIEN 202 (72.9) 28 (10.1) 0 221 (79.5) 36 (12.9) 1 (0.4) 187 (73.0) 50 (19.5) 1 (0.4)
PN IR

FOPR IR A RE TUAE S 7 (2.5) 0 0 17 (6.1) 0 0 6 (23) 1 (04 0

DR REAR T iE 21 (7.6) 0 0 25 (9.0) 1 (0.4 0 2 (0.8) 0 0
B
20 5 (1.8) 0 0 10 (3.6) 0 0 15 (5.9) 0 0
NN 8 (29 5 (1.8 0 4 (14 4 (14 0 19 (74) 16 (63) 0

T 40 (144) 3 (1.1) 0 47 (169) 7 25 0 58 227) 8 (3.1) 0

1 N RS 11 (4.0) 0 0 20 (7.2) 0 0 1 (0.4 0 0
HELD 31 (112) 1 (04 0 28 (10.1) 0 0 22 86) 1 (04 0
M et 5 (1.8) 0 0 10 36) 1 (04) 0 14 (5.5) 0 0
—f% - 2FREERS OGN ORE
&) RE 31 (11.2) 0 0 32 (115 1 (04) 0 16 (63) 2 (08 0
95 57 53 (19.1) 1 (04) 0 58 (209) 0 0 39 (152) 3 (12) 0
BRI AT
AST H#4 6 (22 1 (04 0 14 (5.0) 0 0 6 (23) 2 (08 0
R L O E
RARIHER 18 (6.5 0 0 17 (6.1) 0 0 20 (7.8) 0 0
B HE SRS & OV SRk b o

BA i 32 (11.6) 1 (0.4) 0 26 (9.4) 0 0 13 (5.1) 2 (08) 0
ik 6 (2.2) 0 0 19 (68 1 (04 0 5 (200 1 (04 0
FEREH KO Tk R
Z 9 FEIE 39 (14.1) 0 0 40 (144) 0 0 65 (254) 1 (04 0
W% 37 (13.4) 0 0 41 (147) 0 0 37 (145 2 (08 0
ik B 31 (11.2) 0 0 25 (9.0 0 0 4 (1.6) 0 0

723, 10 mg/kg Q3W FEM OV 10 mg/kg Q2W BEIZRBWTENLEIL, MM S 4 31
(1.4%) KO 161 (0.4%) . KB - EEED TR 10 6] (3.6%) KON13 6l (4.7%) . ##
fRpEE (57 2« NU—EERESE) 2 61 (0.7%) OV 0 B, AFinEsE 14 61 (5.1%)
SN 23 131 (8.3%) | EHkRElEE (RAE MEMEERE) 261 (0.7%) KT (0.4%) |
TEABEEREE 1641 (0.4%) KOV B (0.4%) . HURAREERERR S 28 451 (10.1%) & OF 33

11



B (11.9%) . EIEREZE 16 (0.4%) KON2 4] (0.7%) . infusion reaction 7 1 (2.5%)
KOS ] (1.8%) . 1 BUHESRIS 1 1] (0.4%) KO0 B, BEEORERE (FEREEIRE
BERE . ZLTEALEE, FERIEIESE) 0 1) OY 1 1] (0.4%) | R 1 1 (0.4%) KON 1 41 (0.4%) .
e « RERCATRMEAE 1 61 (0.4%) KO0 B, Mk - BtilZk 0 KON 1 1) (0.4%) | IR
IS E I ER 3F (1.1%) KOV B (0.4%) D3RO Bz, Fio, FEIEMEGE, O
9. S PRI RIS PELEBENS . TRILMER M} OVRFERIE IL380 b - 72, KREIE
MBI RS (RARREERT 2 50) 23 0EHERE =T,

OEFEILFR AR (KEYNOTE-054 ##%)
B EFQRITARAIRETIL 475/509 1] (93.3%) 12, 77 AR TIL 453/502 f51] (90.2%)
WZHEHL LT, RBRIE L OREBMRENEE TERVAEEFRRIL, AFIRETIE 396/509 Fi
(77.8%) (2. 7T BRREETIX 332/502 1] (66.1%) IZ3H LT-, WTNNORETHRER
W 5% EORIWERIZFRO LB ThoTo,
KT WTNUHP OB TREARY 5% LOBIER (KEYNOTE-054 3RER)  (REMATXI S ER)

& BBk 2y o (SOC: B (%)
SystemOrganClass) ARANHE Placebofi
FEARZE (PT: PreferredTerm) 50943 502451
(MedDRAver.20.1) 4Grade Grade 3-4  Grade 5 4Grade Grade 3-4  Grade 5
2EIEM 396 (77.8) 74 (145) 1 (02) 332 (66.1) 17 (3.4) 0
Wi
FOIR IR RE T HEE 49  (96) 1 (0.2 0 4 (0.8) 0 0
FOIR BB ARG T E 73 (14.3) 0 0 13 (2.6
B RS
Nl 94 (18.5) 4 (0.8) 0 82  (163) 3 (0.6 0
G 58 (11.4) 0 0 43 (8.6) 0
—i% - RHEER LG OREE
HEJ)E 48 (9.4) 0 0 34 (6.8) 0 0
it 143 (28.1) 4 (0.8) 0 135 (269) 2 (0.4) 0
ERIR F A
ALT #4710 260 (5.1) 3 (0.6) 0 16 (32) 1 (02 0
B R d L O A FEL AR
B i 51 (10.0) 3 (0.6) 0 47 (9.4)
5 P 26 (5.1) 0 0 15 (3.0
PR TR PR T
SEIR 37 (7.3) 0 0 33 (6.6) 1 (0.2) 0
RN IS SRR d ]
e PR] e 27 (53) 1 (02) 0 14 (2.8) 0 0
FREF J OV TRk RS
T O PEIE 85  (16.7) 0 0 49  (9.8) 0 0
FIE 49  (9.6) 0 0 32 (6.4)

7ok AFIFEC BV TRIEMEREE 15 61 (2.9%) . KIGZ - EEEO T 23 41 (4.5%) .
JFHERERESE 46 61 (9.0%) . BiHEREREE (R REMERRE) 261 (0.4%) . T I
BEREE 11651 (2.2%) . HUIRIRHERERZE 105 61 (20.6%) . BB HEREREE 5 B (1.0%) .

12



1 BRI S B (1.0%) . 58 9 IR 2 61 (0.4%) . sk - AEEUHBARE 1 61 (0.2%) .
g 2 ) (0.4%) . ESEFHEESE 1 61 (0.2%) . D%k 1 6 (0.2%) IFONZ infusion
reaction 2 5l (0.4%) 23FRO LAV, F7o. MRREEE (X7 2 « NU—JEERES) | =HE
DR EREE (BEREIRIEERE . ZTALEE, FRIESE) | MK - B, sathi)s
PO PESE BN . PR IR M OVIRZEERBE LR B IR Do T2, AEIVE S BUR LB
HEG (BAMAERT L) 2508 RE =T,
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(s - M)

FRIBUIBRARE 72 A A R 2 x5 & U 7oy s iR iR (KEYNOTE-002 7R5% &
YKEYNOTE-006 #&52) O#EF. 2 mgkg Q3W, 10 mgkg Q2W & T 10 mg/kg Q3W
DT O AL - HEIZB W T HARFIOF MK LI ZRITRD i) o
776
AANOFHESEEBNREMRAT OFE S, MR AR 21T 5 200 mg Q3W £ 5-FRED
AUCsowc GETIRBEICISIT 2 6 W] O EE-IRe i dh#R T EAE) i [10% 438, 90%
s mg-day/mL) (% 2.16 [1.45,3.04] mg-day/mL T&H Y. 2 mg/kg Q3W K 5-KfD
AUCss 6wk (1.32[0.722,2.06] mg-day/mL) &FE{EL L, 10 mg/kg Q3W #5-F5D AUCss 6wk
(7.49 [4.32,11.3] mg-day/mL) % Flal->7=,
AR AEEE 255 & U T ARRI ORISR OfE R Bt S e s - & (2
mg/kg Q3W #¢5-. 10 mg/kg Q2W £ 5-J T8 10 mg/kg Q3W #25-) D#iH T AUCss swk
&AM R OV et & ORI/ BEITRE O B ho Tz,
KA OREMAEYENREETT VAR LY 2 2 b— g 2k D, AHAI 200 mg %
Q3W, 400mg % 6 HRFkE (LLF QoW & 9 ,) XX 10mgkg (KHE) % 2
WMk (LT TQ2W) 9 ,) TEE LZBEOAF OIMmE g S Ba S i,
ZDOFER, ARH| 400 mg 72 Q6W TG L IZEROARAI O EHIRREIZ 1T 5 FH Mg
HIREE (LLF [Cagssl EWV9.) 1E. AHI 200 mg 2 Q3W TG LTZFED Cavess &
BUT DTSN (TR, o, AH400 mg 2 QoW THE L 72RO ARFA D
TEFARIBICIR T D m MG FIRE (UAT TChaxss] &V 2) 1E, AFI 200 mg 2 Q3W
TEG LTZFED Chaxss & L TREEZ T & TFRISNIZ S OO, HARNBFICE
WTCABERHER SN TWDH ML - HETH 524848 10 mgkg ((KE) % QW T
B UTZBED Craxss & I L TIREZ R & TSN (FHR), S, BHEANE
B % B AA] 400 mg & QW THE S L 7= MEA S THEAER (KEYNOTE-555 7i#)
LS LN EAEIC LS EYEHE T A —Z1F, I alb—a ik ) Tl
L7 EWEhE T A—2 LHL LT (TR), MA T, BEOEEIZI T D KRR
BRECREIC IS & | AHIOMREE & & A0 T LM & 0B 2 M4 2 IR KOS
TIOVHIEEE X, AH) 200 mg & Q3W XX 400 mg & Q6W T 5. L 7ZFSOIRE &
EABMESUTZ M & OBTEIZ OV TG SRR, Rt E - HEOR T
BIVE R OV NI AR 22 22 51T 2 & Pl S 4Tz,
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£8 FAOEMERNT A —F

)ﬂ{i . )ﬂg Cmax Cavg Cmin Cmax,ss Cavg,ss Cmin,ss
- (ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL)
. 59.1 27.9 18.1 92.8 50.4 30.9
200mg Q3W | (50 5 597 (27.7,28.1) (17.8,18.3) (91.7,94.1) (49.8,51.0) (30.5,31.4)
123 32.4 10.6 148 50.7 20.3
.
400 mg Q6W (122, 124) (32.0,32.7) (10.4,10.8) (146, 149) (50.1,51.3) (19.8,20.9)
400 mg Q6W 136.0¢ 14.9°
(SEHE) (135.6, 136.4) NA (14.4,15.4) NA NA NA
. 220 144 119 428 279 197
10 mgfkg Q2WH 516 523) (143, 145) (117, 121) (424, 433) (276, 282) (193, 200)
T:n=2993, 100 [MID I 2 L —3 2 A X0 S SN RMEMEO FRAE (2.5%4%, 97.5%48) \ Conax = FIH]

Fe 5% D MIE TR, Cave @ MBI G% ORI MG TIRE, Cuin : MIEIEGHR (A 70 2 H5AT) ORARIL
Eﬁ%ﬁﬁbli’dﬁéqzi@[ﬁl%qjﬂi%&f\ Cmin,ss N ﬁ:__‘ﬁ"{k

Z?EJI_ EP/)%E\ Crnax;ss :

REIZ 361 2 e A i Vs v i
T 56 FOREEIE (95%(EFEIXH)
§ © 41 BRI (95%(E X [H])

NA : %472 L

ﬁﬁ‘»{k,ﬁﬁﬂli@‘ T 5 %%EY%qj(%g\ Cavg,ss :
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4. HEERIZHOWT

TRVE IR RE 22 M R AE (T 53 2 KGR AR & U CRE G A (RFIRHE) 255
LBNTNDHI ENnD, YLGHELZEYNICHEME TE DM THOIMLERD DL, D LT,
IS U 2 7 EEEHE (RMP) (ZED & | A0 38 5L 22 R R RSB~ D 1 ) 14 23
b LR Th > T, RF ORGP EY) 2B Z2W - FrE L, RAOREGICL Y HER
RWER Z 3 EL LIZBRICx ST 2 2 E MR 7 LLFOO~Q@ D3 T Z i 72 3 fi gk
IBWTHHT & TH D,

O MEERIZOWVT

D-1 T%@(Dﬂvs)wwﬁﬂﬁ_&éﬁém Y CThHI L,

(1) EAEFZBRENEET 20 A BHEEHERNLSRRE S (FE RS A S HE L SR P
ﬂﬁﬁh@%@%%ﬁﬁﬁ\%ﬁﬂ DI L)

(2) FrEHREIFPL

(3) FRENFIRENF DG E T D03 ARSI (D3 AR B, 23 AR
Wb, DS A EEHEE R e &)

(4) RACERIEE 2% E L, SR SRIEINE 1 AT FHENINE 2 O ik FEY
AR D a2 1T > T 5 Jifiak

(5) HUENEREEHI AT BN O i i R AR D R R 21T > TV D Bk

O-2 EMERAREOLSHRIE K ORIE R FEBLRE O b G2 420 72 R0k & B85 & RO R Al
(FROWTINICEE T DER) 23, B2 R OARFNCET DBROBEEA L LT
BlEINTND Z &,

®

o [EHENGFFEUSZ 2 FOMMINHEZE T L7212 5 UL EODR AIBEDEERIHE %
1ToTWBHZ e, 96, 24 EIT, BAERYERELZ T & LZRRES S OHHE %2
fToTCWAZ &,

o ERIGFFIIGE 2 FOYMWHEZAE T L72i&IC 5 FLL Lo B EPEIE S 20 O i
IRIEBRZ A L TWD Z &,

@ BREHNOERLEFHREHEDOEHIZONT
PR AL I B BRICAEF 9 2 A DL E S v, BRSO OB, A - &
IR OB B ONERISF ST 5 iRt AFFERNEE LGS ORE
FH . FERESDIATON L EHINE->TWD Z L,
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@ BIEA~OXIHIZ OV T
@-1 EBIEARBREOX ISR 5 E4:

MR RO EERBIEANSA LB, 24 FRRIZEESIO T, Yakhtisk X
IE SRR (2 BT, L L2 BIERNCS U CABREEL L O CT & O FIER O BRI 2
FRRADORERN Y BHRICE O, EHICRHS ARSI N E > TWnD Z b,

®-2 EREEEICLOIAFEFSICICET 5E S

DA D MR 72 ek e O e 2 A T A B FEE VNEIER =4V v 7/
HEOIERD AT J—= 2 T 2ITWEIRE LR Z A TE 2 F— AEREH D
S TWDEZ &, 2B, BIEHIZONWT, BDABRE EZDOFRICHZEMmENT
WnHZ k&,

@-3 BIEHOZWCRINITEE LT

RWER (FEMEMZEEIIN R . RIBZK - /DK - BEO TR, BEEFR - A4 - I
FERBRESE - ITZC - MEALMEARAE 25 BiERERETE URAERVEMERERE) . WomwkEE (8
MAEERE S, LRI RERE T, BB HMEEREE) | | BUBEIRA, SR, ik - B
WU RARIE . e, BHIEOREREE (PEEREEMARE, SRR R, 28
FLBE, FRIEIES) | infusionreaction, AN - BEMRSE, FIEMEESJE, MRklEE (F7
oo NU—EGEREE) | Ok, BEERMKES (i MR SR . EE e
A, FRIFERE, EERERERES) | MEREEEGEE, M%) ICx LT, Yaxhtiag X
TR BEBE OB 2 A7 4 [l & 8 U (BIERH OB oxt I 2B L THRE LT
BAEZITONOIEHICHDZ L) | EHIZHEUIRLENTE HEHNES TS Z L,
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5. BExXG LR 5BE
[H2hEiC B3 % F1A]
O TROBFIZBWNTARROADENRINTND
o ALFHIRIERE D 22\ B OMLHRIEIE O & 2 IR IRUIBR R RE An BV Bl B
o ERYIRGORT—VU FY OENMEROERE BT DINEABIRE
728, BRAF BIG T EREZHTHHBFIZEB UV TIL, BRAF BLEANC L 51HELEE
THZ L,

@  TFREICEEY T D ARB|ORE K O 512 DWW THE, ARANOFZIMES S S TR
5T, ARANOEGRIG L 72 B0,
o fhOPrEEMEEEAIE OFH L TG SN BHE

[ (B9 5 FIA]
@ _Méﬁé BEICOWTIIAFRNOBRENED L SN TNWDEZ D, &5 21T
b@m L.

o AFNIORSIK UISBUE DB D & % 8

© HFEATOFMICIB W T FRRICZ ST 2B IOV T, AR O KRG ITHEIE S 7z

DN, A OIRFERIUL D 72 NGEITIRY | HEICAHZEHT 22 L 2BETE D,

o [HEMEMEEDOEIFX i%ﬁ@ﬁ)é B

o JaEBE R A CRIE S 278 0 D B K ONE B 0 HCH B I s 2 <o Gu it
§§0>ﬂ$61?<ﬁEﬂEZZ{Bﬁ>¥%E)ibﬁiﬁﬁii

o HACREEROADE UXEBMERNZA L IXERMO B O R R OB D
boBE

o JiEEs R (EsIfBEE L 5 T) Ob D EE

o FEEOBYIIBEEEAT L RE

e ECOG Performance Status 3-4 "2 0 3%

(£ ECOG ® Performance Status (PS)

Score E#

0 |E<RERIEETE 5, FHATE R U A EAEEIHIRZ <ATZ 5,

PIRRIZI LWEENIRIBR S D 28, BT AIBE T, BAIEESHE > TOMEEIIATO LR TE D,
Bl WG, EREE

BATARETH S OE ORI O Z L3 T X CTHEEEDSEEIXTE 2, HHO 50%LL B~y R4Tcild =7,

ROENTZAZOHEDREIY OZ & LATERY, HPD 50%L, LA~y R+ Tl 27,

B W

LTV, BOOHEDOEY O Z LFEL TEARY, BRIy R+l 4,
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6.
@
@
®

BEICBR L THERETR&EHHE

ISP SCELITIN 2, BLEIRGEESR D3RO 5 ERME 103D & ARH O Fet: K OVt E 4

O DI B R E oI B L T LT 2 L,

TRBRIARIZ e D . B T E OFBRICAIMER etttz ol L, FEE215

ThoEETHZ L,

FREWERO~R T A MZONT

o MEMIEENRLLDLNDZ ERH DD T, KFOKGIZHT=>TiL, PWIHHE
e CEEIFL, PRUR IR, ZMRES) OfERE & OES X SR o s, Bl +
TWATH Tk, Fo, BEIDSUTHE CT, Mg~ — " —%5 0k % I+
5HZ &,

e infusionreaction 23&% 5315 Z £ 3% 5, infusionreaction 238D HALIZHE T
X, WORAEZIT O & & BIT, SERBEIRT 5 £ TEEOIREZ +43 128152
THZ L,

o HUIRIRFERERRSE ., TERMAKERELR ORIBHMERERL LN Z ENH DO
T, A OB H-BHAART M O G- R0 X E RS N WS RERR S (TSH., b
T3. W T4, ACTH, =2 LF Y —VEORE) #EmT 52 &,

o BUENR. HARA, HHEREREE, R, BHERRH LN D ZENRH D
DT, AHN OG- BRAGET & O G-I I3 E IR g RER & (AST. ALT,
y-GTP, Al-P, BV /LEVEOMIE) Z2EfT 52 &,

o SEIER (PR KONIEBRERE GT) FOEEBRIREEN S Hbivd
ZERHLZOT, EMHICIROBE OFBAMET 52 L, 2, ROBEN
RBOLNTHEITIE, EONCEREEZZ2T L )BFELRE T2 L,

o AFIOBHIZLY | BEOGRECITENT D L& 2 D DEE A IR B IE
NHLDLNDZENH D, BENBDOLNTZHEEITIE, BELE-FRIIS U
SEPRAY 722 ek & R ER 2 RO R AT & s U CE SRR W A ATV R D
BOSIZ & B EWER RN EON 255121, AFIOREFETH IR, K ORIE RE R
WEVRIOBRGEEZZETHZ L, ok, BIBERERLVE L OREIZEYAWE
R OYEERTRD IR WIGEIZIL, BB B AT 2 DSOS il # o8 0
LERET DL,

o BHH T, HORRN Oy ARGE L COLRWERNER T Z 0855720,
AR O THIZHRWERHORBUISITEETH 2 &,

o 1 BUBESRIE (BME 1 BUBEIRF A Sde) b Db, BERFMES TV R—v A
WZEDZENBHLOT, Mg, EL, RHEOTEROFEHRC M ED LA+
SEBTDHZ L, | BERBE N DN S A3 EERIE L, AR )
Hl OO R EZITH Z &,

B UIBR R RE 72 e R A AF 1T 3 2 BRI, AFIOBRRRBRICB VT, &5

BAa~ D 3 I AU, ZHCARIT, BEBG G 1 AR 6 M Z & ICHZMMED

MiZAT> TV Z L 2BEI0, ARG HIXEMMINHROMEREZITO Z &,

SEAYIERE O M R AR RE ~ O EAHBEE L U CHERAT BRI, AR DEEK

AERICBWN T, BERE SRBFEIEE T 12 8l 2 L ICHEIMEOFHE AT > TV
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T2 Z & BB AROREPTEMINNROMRZ1T O Z &, 2B, itk
WRikE LTHERT 25613, AROREHMIZ 12 VAETETL L,
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REFERAHEET A N7 A4
~NhTul) A<vT (BinFHEER)
(BR7E4 : A bV—F KEEHE 100 mg)
~ERIHE DX Y oS~

V2 94118 (fF1348 HAHET)
EAFEE



B

AN e

X LI

KB O, 1EMEET
R IR AR

54 elANE
BhxtG L 72 BB

REICER L TRET NS HIH

P2
P3
P4
P7
P9
P10



1. IXC®IT

EE L OGN - ZEVEORERO T2 OIZIE, TS SCELEIZ IS\ 2588 1E 226 23k 6
Bib, 52, IEORAHFTOMEANC L0 | FUREIRG 72 & OF B 72 B ER
FREIRGENARINDH T, 2O DOERNZ BEICNIE B IR 5 2 &R
FE L 2o TR REMBGER & O AT EE 2016 O 28 4 6 A 2 H MERE)
IZBWThH, EHMERLEOFHORKE(EEEZNL Z L LS Tn5,

LR R PR L 1T, SRS e 7 0 7 7 A U RNBEEDEI S, LB S R
MBI ENDD, Db, AEROEEMEICET 2 WA 0S5 oM,
MHEELOBEERZIT D NP INDBEICH U THERT S & &b, BIE
FRREL LTI Bt & & D 2 & DS Al RE 72— 18 O B %35 7 9~ [ S BE < ik
THZLENEETH D,

L7z oT, RIA FT A Tlidk, BARBRERL ZNE TIZELN TV D EFIFH -
BRI RN S & | DUT O RS O i 72 5 2 HeE 3 2 8L O B Bk B %
FROEERREZRT,

I, ARITA KT A A%, MSIATEE NE IS EREER R O, AEEAN A
RIS s | — M BN B ARERIR NEFZE 2 e O FE N B AR IR 72 O W10
b &R LTz,

KGR E7e HEIES - T A M—Z S EHE 100mg (— k4 - AT e XvT (Bis
THAHLZ))

RELRDRIIDE « R SUTEIREO H AR % U S fE

RMEERDAELOHE « 8%, BRAIZIE, Ra7nr ) Xv7 (BarHkz) LT 1
1] 200 mg % 3 M FIE S0 1 [B]400 mg Z 6 38 FfEIfE T 30 27 fH
T TRTEFET 2,

3% BR 58 2 & - MSD #RUa




2. AHNOFKE. TERBF

XA MU—Z iR 100mg (—i4 XA Ta ) X~7 (B z), LR IR
Al &9 ,) 1E, PD-1 (programmed cell death-1) & Z D U &> K TH 5 PD-L1 LT PD-
L2 L OfEEEEHEET S, & MEIgG4E/ 7 a—F AHiKkTH 5,

PD-1 FRE 1T T I S B MRS 70> KL B 72 D12 28 AR 23R 4 5 = 7 s 5 il 480
AA wF T, PD-1 &, RISV TEER T MifaoMiaRmIcwEL L, B oM
P2 I s % B o AN B SR 7 0 RS 2 95, 370 H, PD-1 XU Ho FEfE
AT 52 LKV HREZRIRICE D v 7P s s BT 2% /I8 TH D, PD-LI
DIEFAREIZ BT 2 HBUT DTN TH L0, < ORAMIITIE T MiaoE = 28z
DI EEENCHE L TV D, DARIICIST D PD-L1 OEFEEIL, B, T,
IFAmAaEE, FREE ., FE/INHIRaTE 72 & Ok 2 RIS AU TP HRARR T TH D | IRWAELFEE
EOMBEERHE S TWD,

BB DOEEIRIT1% & PD-L1 B OFBIMED S, PD-1 & PD-L1 OFRREE IXEE
DGR IB W TEERREI A D Z LOVRR SN TR . F- 72 ATBIE OFEH) &
LTS5,

AHNZ, PD-1 & PD-L1 X OPD-L2 Ofi U A ROFEAZET S Z L2k v, EE
WU NBREE T O AR ENE T U 2 SERATEM L &, HUEE s 2 FE (L
T 52 L CHIEEN R AR 5,

AFN O VEFBSFEIC 35 < B DS RURIC L BEIVERS A & &b, B I
L AREMN B D, AFIOE G RO G%ICIE, BEOBIELE 5T, REIHR
BT BFEITIE, FBL LT RIS U7 SR 70 ik & SRR & RO R AT & 3 L Co
GV BRI AT\, SBEE OGRS & B RIER SN S B A i, BITEE AL
LA O 54 OB AT 24T 5 BER D B,



3. BREREE
R SOTEEM O PR O ) RO AGRRFIZFHM 21T - 72 B 72 iR ER
D% R B

[H %]

[EIBEIL[ 5 AR (KEYNOTE-087 7AR)

B UTEHRED TR 3% U NI (210 i, HAN 10 Bl &2 ETe) OLIT
D3 OOAR— FEXFRIC, AH 200 mg 3 AHME LT TQ3W] &), ) &5
AN R OVZ DR S LT,

- AFEMBAIRBEEI TR, T LY Xy~ RRF UL DRREZ T8

#H (ak—1h1)

- BEEMSMIBHIEREL THY . DOT L YR~ T RRFUICLLHIEEE

2T EE (aR—1h2)

- BFE MBI TRIC, T LY o~T XRNF Uk BIEHE (—RIEFEX

ITBIRILFARIEO B E L TOT LY v ~T RNF UK DAAFRILE 72

V) BT TDARWEE (adh— R3)

¥, EHERHI CHREBET RO b EIT BRAEET 2R IERD R b
FEDRRIRHNZZE LT 5 A T, IREILE O BN CHREETTARO i d £ T
AHNOE G 2T 5 Z ERAEEE S, EEFMEE THHEE (KET WG
criteria (2007) (ZH:D < HRHEIC L 5 582R%) (CR) XX ZE%) (PR) OFE) X
z1DOEBY Tholz, 2B, FRNCHE INTHEBERDRIL, WThoarks—kg
20% T -7z,

#z1 HIERE (KEYNOTE-087 &)

ak— k1 a7— k2 a7— K3
(6941) (8141) (60%1)
562754 (CR) 15 (21.7) 18 (22.2) 13 (21.7)
| #Z=E% (PR) 35 (50.7) 35 (43.2) 27 (45.0)
%% —
"ZE (SD) 13 (18.8) 9 (11.1) 13 (21.7)
(%) —
1#1T7 (PD) 3 (4.3) 17 (21.0) 7 (11.7)
EA S RE 3 (4.3) 2 (2.5) 0
ZohFE (CR+PR) (%) 72.5 65.4 66.7
(95%/f5 HE X [H]) (60.4, 82.5) (54.0,75.7) (53.3,78.3)




[Zz 4]
[EIFRILEZE M AHRER (KEYNOTE-087 #fk)
HEFELITHERAM T 202/210 1] (96.2%) (278D B, BIWER X 144/210 451 (68.6%)
IERD BT, FEEERN 5% EORIERIZR 2D LB ThoT-,

£2 FEEN 5% EORBIER (KEYNOTE-087 3RE) (RAMMITNSER)

SREBIRS3¥8  (SOC: System Organ Class) @fé;/(j/%

FAREE  (PT: Preferred Term) ! 21 Ofiﬁﬂ
(MedDRA/J ver.20.1) 4> Grade Grade 3-4 Grade 5
2EIEH 144 (68.6) 23 (11.0) 0
MiRE LY 3 REE

Bt RIS iE 11 (5.2) 5 (2.4) 0
PG WA

FOR BRFEREAS TE 26 (12.4) 1 (0.5) 0
B IGEE

TR 15 (7.1) 2 (1.0) 0

YN 12 (5.7 0 0
— % - EFREER X O G OREE

it 19 (9.0) 1 0.5) 0

FEEN 22 (10.5) 1 0.5) 0
R R E

GIEbrA 13 (6.2) 0 0
M ER. HOEREs X OMiEfmbE S

S 12 (5.7) 1 (0.5) 0
KRG ¥ J OV TRk R

W5 16 (7.6) 0 0

¥, HVEMEMIREIT 6 B (2.9%). KMk - HEED FHIL 3 6] (1.4%) . MRtk

(7 v« NU—IEBERE) 12161 (0.5%) ., TFREREREE I 8 il (3.8%). ALK RERE
1329 1] (13.8%) | Al 2% « BB Rl A#IE 13 2 1] (1.0%) | infusion reaction (% 17 {3 (8.1%) .
SEIMERIL 261 (1.0%) KOVLHRIL 1 H] (0.5%) TRO LI, ££-, EEORE
P (ZEREERRE MR, ZTEALEE, FEREES) . PRAEHEERETE . AIBHeEREE, 1
RBERRI . EHERElEE R MEMER R%) . Mk, EIEMEE, MK - BEsk. %
P2 ME L N PSRBT . T P il S ONIRBFERES 1 L3880 B e o 7o, ARRIEAIFEL
WIUI B E RS (BRREEE R 2 5T) 23 OEHERE~T,



[k - HE]

AHENORHEMEYEEET VERHA LY I 2 b —va ek b, KAl 200 mg %
Q3W, 400 mg # 6 H[MREIE (LLT TQeW) Lo, ) XiF 10 mgkg ((KH) % 2 #HfH
Mk (LLF TQ2W] &9, ) THEE LEEBEROARF O MG T EENRF SN, Ok
Ry KA 400 mg & Q6W TH G- LZBERDOARHK O E FIRAEIZ I 1T 2 i iE HiE (B
T [Cavgssl EWV 9, ) 1F. AFKI200mg 2 Q3W THR L L7-BED Cavess & HELIT 5 & FHI
Ehiz (FF) . 7. AA400mg Z2 QoW TG L7=BROARKN O E HIRBEIC I 1T 5 5%
EEHFIRE (LLF [Chaxss) &VM90 ) X AHI200mg % Q3W TH G L72FED Cuaxss
L L CTEEEZ R T E TSN OO, HARNBHIZB O TARME R ST
LMk - HETH D288 10 mgkg (KE) % Q2W TG L7EFED Chaxss & HlE L TIK
fEErd ETFHENE (FH) , &5, EEROHHEDEE Z R IZARA] 400mg 2 Q6W
TG L7/ SRR BR (KEYNOTE-555 385R) X 0 455 7=32EIz 3 < 3R pEhhe
WRIA=ZT VI ab—ra Al FHILTZEYEIRE NS T A—2 LHFRILTE (FR),
Mz T, BEOREEIZIBT 5 R IS D & | AR OgER & & AR XL et
& OREZ MG DIRE ST T VDG S, AH) 200 mg 2 Q3W XX 400 mg %
Q6W T L7zBROMEFE R & AT L e & OEIZ O W TIRFT S kR, b
SO R - HEOM CTHINE R OZ 2RI 22513 v &Pl &Sz,

R3 AROEMBENT A —F

[ Conax Cave Cnin Crnaxss Cavess Crninss
(ug/mL) (ug/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL)
200 mg Q3W! (582?997) (27i?§gi) (17;?;83) (91%35L4) (49;??L0) (302?214)
400 mg Q6W* (12;??24) (32i5§57) (10;?f53) (14é??49) (SOi?le) (192?509)
4$2$%%gw (Bgé?gdﬂ NA uJ:?;m NA NA NA
10 mg/kg Q2W' (212?223) (14§?T45) (11;}?21) (421?233) (2727282) (19;?300)

T:n=2,993, 100 FID Y I = L— 3 A& 0 B E N2 S FEE O PSRl (2.5%05,97.5%41) | Crmax @ HIEIE
5% O e MG FIR L, Cavg : MIEHR 51 ORI MFFIE, Coin : MIEIFEGE (FA 702 580 ORARIMTE
FFIRIE . Comaxss : EHIRBBICI T DI MIE T HREE . Cavgss : EHFIRABIZI T 5 FHIMIEFIREE . Cuminss : EFIRREIC
BT D B i e e

10 56 Bl D RATELE  (95%15 8 X [H])

§ 1 41 BIOKT LI (95%(FHE X 1)

NA : %472 L



4. HERRIZOWT

HGRSEME L U CHEAAGERA (2FFRE) PN T0nDZ et Yikiii 2
YN FEM T E Digk THHMLEND D, T D ET, KK OGN w72 BE 22 h -
E L, AFNOFEGIZ LY EEZREWEH 2R LIRSS T 2 2 E BB Rz, LIT
DOO~Q@DFT X TaH =T HIZBWTHHT 2 XETH D,

D JEERIZOVT

D1 Tt (1) ~ (5) OWTNNITEE T HHE THDH Z L,

(1) JEAEFBRENEET 20 U2 HEEHENLSRRES GEE TR A REEEIL SR P
HUE S AR FOEEERL SR, HUES A BE 72 &)

(2) FrErEREmPL

(3) HEMRINENIEET 203 LBHEGEHEFRE (DS AR EE R ERbL. IR
W ITREBE, S AR HEE R 7 L)

(4) ARALFRIEE 2% L, S RAE BN 1 USSR ARIENNE 2 Ol 5L uE
(AR D a2 1T > T 5 itk

(5) PUEMAESAILL T EHINE O fiaa% U AR D 21T > TV D ek

D-2 HHHKR T XU L oEDOA TR E K OEIEH 28 B O i 2 45 2 ik & R
Br & FEOER (FROWTNNTEE YT HERM) 28, Y2 BR O ARFNCEE§ 51RO
EEHELE L TRESNL TS Z L,

#

o ERGIFEISE 2 FEOMHIIHE ZE T L2112 5 FELLED D ATBROERIHE %
1ToTWBZ e, 96, 2 ET, BAERYEELS T & LZRRESZOHHE %2
THoTWNWDHZ &,

o [ERMFFEUSE 2 FOPIMIMHEAZE T LI2RIC 4 FLL EOERRRE AL T\ D
Z L, obh, 3FELD T, M asEMEREE O A3 A SR RE & G e i PR LR S O HHE
ZIToTWbH T &,

@ FBENOERLFEHREHOMEHNZONT
Eﬁ%%ﬁmﬁzﬁ$féﬁﬁﬁﬁﬁﬁén\%%ﬁ%ﬁ%@%ﬁ%m\ﬁﬁi =7
EMEEIEFRE R OE R OERMSE IR 2 G Hmigtt, AEFEFENEE LG EOmE

HH, BEDRESOIITON D IEH RS TWD Z &,




® EBIER~DOXRIZONT
@-1 HEsAHICEId 2 B4

VMR B O EE R BIER A LB, 24 WEZEAREIO T, Yzl X
I EERER 2BV T, BB L ZRWEAIZIS U CABEE B L N CT O RIERH ORI
BRMAEORERY BRI DAL, BEHICKHS TR KR 3 > T\ D Z &,

@-2 BERHEFEEICL2AFERNICICETEH

DA HE D D MR 72 Fak N OB e 2 B D EREHEE VEER =4V 7/
HEOIERDAY J—= T EITWEIRIE L HRE LA TE 2 F— LERKRH D
HEINTWDEZ &, B, BIHEHNZOWT, DAERE L ZOFBRICH oI M T
WnHZ &,

@-3 BHEROZWroxt B LT

RIWER (MEMEMZERIC A, KIBK - /MK - EEO TR, BUEFE - A4 - I
MEREREE - 2% - BEALPEIRE 25, BtrelEE (RME BB RSE) . WowES (F
FEARPEREREE , AR EEIE S, RIBHERERES) . | BUBEIRIA. 5 & IR, ik - Bk
frnfRE . BER, BHEOKEES (hEtEREESAE, RERIEIRIE R, AL
BE, JERIEIESE) . infusionreaction, M7 - BEEEJc, HIEMEIE, MhfRfEE (7 -
AN U—EERESE) | D2, B2 MRS (SefZ i MRIBU PSR BER | 8 2 i,
AREFEREE . HEFERIERIESE) . MERBEBIEMRE. M%) (T LT, Yekhtiag 3o BkE
RSB ORI 2 A3 2 EAN & s U (RIEH OZErexcICB U THRE M OSSR 2 5%
ToNLEMHICHLH L) | EHIZHEURLEN TE HEHINESTNDZ &,



5. #EXRLRHBE

(A2 BE 3 2 F]

O B Z & AR B R UME U TR O F5 T ER M E o i AR o % U &
MNEBFICBWTAFOF N RI TN D,

@ TFRUCEEY T D EBE T DAK OB G K OME T EIZ OV TR, AFIOF N
WL SN TEOLT, REOEEXGL 725720,
o ALTFIRIERIGIR DB,
o fhOPUEMERELA & OOFH,

(e atEicB 4 % FH]

O TFTRICEYTL2EFIZOVTUIARFORGENEGD L SN TNWDHZ Lnb, #5217
blanz b,
o AKHNDOESTITKE LIBBUE DBEERE D & 5 B

@ BREATOFHIIZB W T FRRICEE Y T 2 BF 2OV T, ARG IFHER I 72 0n

Dy, A OIRFRRPIUL D 72 WIGEICIRY | HEICAFZEHT 22 L 2BETE D,

o [HEMEMEEROEH I EDH 5 EE

o ISRV ELR & 38 7 I O BV OO B RIS IR i 2
FEOMIZRIEMEER A BN D EE

o ACOREERBOAOE XIXEMENZAE L IXHEREO B CaEERBEOBERED
o5 BHE

o BB (GEmfMiaBEEL S5T) Ob D HBHE

o OB IIEFEEAT L RBE

e ECOG Performance Status 3-4 Vo

(D ECOG @ Performance Status (PS)

Score | EF

0 | <ML <IEETE 5, Wl R U HFAEESHIRZ AT D,

PIREICIR LUNEENEHIBR S 228, AMTARE T, BAEECHE - TOMERIITI 2 &N TE D,
AN S NS

ROENZHOOHFOEY DZ L LnTERY, BHEOD 50%LL LA~y Rk Cith 29,

B RVSE N 5]

LT RV, BAOHFDOEY OZ L3 TEARVY, BRIy Rk Tz,

BATRHRECH D OH O O 2 ST T X CTHEEZIMEREILTE 20, BHO 50%LL By R T =,




6. MEIZE L THEEITREHFH

O IRASCEFITIN R BERTE S D TR 2 B RS 1T D E ARH O FeiE & OV Eff
HOT= OB R E HoIZ i L ChoEHT5 2 &,

@ JREBAMAICIESL D BE T OFRICE MR OEREE2 oA L, FE L&
ThoEETHZ L,

©® FEREWERHDO~RT A MMZOWNWT

MVEMEREER S DD Z B H D DT, RKEIOEGIZHT--> Tid, HIHE
W (EIAL, PR IRIEE, k) O R O X fdE D%, Blggs 1+
TATH Tk, Fo, MBS U THEE CT, g~ — 0 —F D& 2 i+
HT ok,

infusion reaction 23 H oI5 Z L 23% %, infusionreaction 23788 HALTZH AT
X, EOIRALEZIT S & &I, RN EIET 5 £ TREDIREEZ +0I1cBl%
T5Z L,

FORIRHSBERE S . T RAEEREL ORIBHRERENH L DONDIZ ERHDHD
T, AAFIOFG-BAAERT K O 5B/ R I E WIS N g ae & (TSH., iz
T3. 78 T4, ACTH, =5 —VEORE) LT 52 &,

BIERTF I, A4, IFRERE S . PR, SbMIEERDRH OO D Z R D
DT, AHNOF5-FlhaET M O G-HIFE T E SR TR Re & (AST. ALT,
y-GTP, AlI-P, B UL E U HDOHE) ZEMTHZ &,

SEIER (MR LI BRER 2 GT) FOERERIBEENH LD
ZENHLHDOT, EMICIRORE ORBZMEET 52 &, £z, BROEFEN
O BTG EITIL, EONCEREE L2 T2 L0 BELHRET L &,
AENOBHIZ LV | WEDORE IR T 5 &5 2 B bk~ 7R B E
DHOLONDZERDHD, BENBOONTHAITIE, BELZERIIS LT
BE ) 72 sk & BB A RO R Al & s UGl bl 2288 B2 W 217\, 8 O
FOSIZ X DRIWER 23560400 2555 121, AFIORIES T IE, R OFEIE RE AR
IWEVHIORGEZZET LI L, ok, BIEREARLVEOREGIZIVEIE
FOYUGED GO BILRWIGEIZIE, BIE RE AR VE LSO 50 Bl o180
bLEET D&,

B HH&THR ., BRI BE ARRE L COBRWERADNRBBLT 5 2 b D720,
AHN O GHETZRICHEWEHORBUCSIZEET D2 &,

1 BUpERRI  (BIE 1 BUBEIR R 2 & te) b S biv, HERFEES 87 R—v &
WCEDLZENHDLOT, AfE, FEl, EHFEDEROFELCMBEHEO LA+
DEETDHZ &, RN DN EGAIIIESZHIE L, £ A Y U
Hl OB HEOBMEI R NEZITH Z &,

@ AAOERAERICI N T, BEHRNG 12 B/ Z & ITAMEORHE 21T > Tz Z
&2 BE T, AFIEGPIXEMRBEHERAE TOIROMEGEZ1T 5 2 &,

10



REFERAHEET A N7 A4
~NhTul) A<vT (BinFHEER)
(BR5E4 @ %A bV—& KE#EE 100 mg)
~ R bR~

V2 94128 (FF1348 HHET)
EAFEE
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1. IXC®IT

EE L OGN - ZEVEORERO T2 OIZIE, TS SCELEIZ IS\ 2588 1E 226 23k 6
Bib, 52, IEORAHFTOMEANC L0 | FUREIRG 72 & OF B 72 B ER
FREIRGENARINDH T, 2O DOERNZ BEICNIE B IR 5 2 &R
FE L 2o TR REMBGER & O AT EE 2016 O 28 4 6 A 2 H MERE)
IZBWThH, EHMERLEOFHORKE(EEEZNL Z L LS Tn5,

LR R PR L 1T, SRS e 7 0 7 7 A U RNBEEDEI S, LB S R
MBI ENDD, Db, AEROEEMEICET 2 WA 0S5 oM,
MHEELOBEERZIT D NP INDBEICH U THERT S & &b, BIE
FRREL LTI Bt & & D 2 & DS Al RE 72— 18 O B %35 7 9~ [ S BE < ik
THZLENEETH D,

L7z oT, RIA FT A Tlidk, BARBRERL ZNE TIZELN TV D EFIFH -
BRI RN S & | DUT O RS O i 72 5 2 HeE 3 2 8L O B Bk B %
FROEERREZRT,

I, ARITA KT A %, MSIATEE NE RS ERER R O, AEEAN A
BRI s . — M EE N B ARER IR NEFE S e O FIE N B ARIRAS B P2 O
HobH E1ERR LTz,

XGL L I HEIEA XA MV—F EEERE 100mg (— 4 XAT e X7 (B
FHEHLZ))

R ERDREIRE © D3 AALFIHIER I TH R U 72 ARG UIBR AN RE 72 IR I Ry

REEBRHMEROHE - BHE, AL, X7 r ) Xv7 (BeFH#Ez) & LT 1
18] 200 mg 7z 3 3 [ [ FR 313 1 (8] 400 mg % 6 3 [ [H & C 30 2o [#]
2T T RIEFET 2,

B 3E i 78 ¥ # - MSD MRt




2. AHNOFKE. TERBF

XA MU—Z iR 100mg (—i4 XA Ta ) X~7 (B z), LR IR
Al &9 ,) 1E, PD-1 (programmed cell death-1) & Z D U &> K TH 5 PD-L1 LT PD-
L2 L OfEEEEHEET S, & MEIgG4E/ 7 a—F AHiKkTH 5,

PD-1 FRE 1T T I S B MRS 70> KL B 72 D12 28 AR 23R 4 5 = 7 s 5 il 480
AA wF T, PD-1 &, RISV TEER T MifaoMiaRmIcwEL L, B oM
P2 I s % B o AN B SR 7 0 RS 2 95, 370 H, PD-1 XU Ho FEfE
AT 52 LKV HRZRIRICE D v 7P s s AT 2% /I8 TH 5, PD-LI
DIEFAREIZ BT 2 HBUT DTN TH L0, < ORAMIITIE T MiaoE = 28z
DI EEENCHE L TV D, DARIICIS T D PD-L1 OEFEEIL, B, T,
IFAmAaEE, BREE ., FE/INHIRaTE 72 & Ok 2 RIS AU TP HRARR T TH D | IRWAEfFHE
EOMBEERHE S TWD,

BB DOEGRIRIT1% & PD-L1 FELOFBIMED S, PD-1 & PD-L1 O ITEE
DGR IB W TEERREI A D Z LOVRR SN TR . F- 72 ATBIE OFEH) &
LTS5,

AHNZ, PD-1 & PD-L1 X OPD-L2 Ofi U A ROFEAZET S Z L2k v, EE
WU NBREE T O AR ENE T U 2 SER A TEM L &, HUEE s 2 FE (L
T 52 L CHIEEN R AR 5,

AFN O VEFBSFEIC 35 < B DS RURIC L BEIVERS A & &b, B I
L AREMN B D, AFIOE G RO G%ICIE, BEOBIELE 5T, REIHR
BT BFEITIE, FBL LT RIS U7 B 70 ik & R & RO R AT & 3 L Col
GV BRI AT\, SBEE OGRS & B RIER SN S B AIc i, BIBEE AL
LA O 54 OB AT 24T 5 BER D B,



3. BREREE
D PAV AR (T HE IR U 7RIV YIBR RN RE 72 JR B b R J88 O AGREFIZFE M 21T - 7= 72
fifg PR 55 0D RliAE A o g,

[H2h1E]
E PR IL RIS MAHER (KEYNOTE-045 #5#%)
7T FFBE & G LR 2T 5 RPTEIT I ST E O IR | R B
542 ) (HARN 52 il & & de) Zxf812, AAI 200mg 3 @RI (LLTF TQ3W] &9, )
BEG-OAFDME R OV EMEN, Ab2Fk ON7 U 2 X80, RE# % /L vinflunine)
”%ﬂ%&bf@%émkoﬁ%\@@ﬂﬁ?%%@ﬁﬂmw%MK AT, BT
Z R IERDNFRD DAV WV EDEERMICEE LT 5 BE T, KRIBILIRE O Ei{E R C
F%@ﬁ#mbEﬂéiT$ﬂ®E5%ﬂﬁ?é ENFRE L STe, FEFHMEE B IX
AR (0S) KOMEHEAFHIR (PFS) & &, AFNILFEE & i LT, 0S
%ﬁﬁzﬁﬁbt(%lﬁwﬂno
LTI FFEE R BT (IR BICEREITERD T BE, RO T F AR G
LSRRI L BIFAT - AR BB AIRERS 12 0 H DNIC TS L= B8 A AR bz,
* o RKFCIX vinflunine (ZRAGRTH LoD, N7V ZXE VI REZSFRLOWNT N EZERR L
77



#1 KEYNOTE-045 2B D H g

AF 200 mg ==
Q3W
(270 1) (272 1)
ost il [A] 10.3 7.4
(95%(ZHE X 1) (8.0,11.8) (6.1,8.3)
N — Rt 0.73
(95% 15 FE X [H) (0.59,0.91) —
P fii 0.002
PESTl el [A] 2.1 3.3
(95%(ZHE X []) (2.0,2.2) (2.3,3.5)
N — Rt 0.98
(95% 15 HE X [H) (0.81,1.19) -
P fif 0.416
to PR EF DT — % 120164 E9 H T H A v AT
by @Rl Cox el Y — RET T X B b E & o g
S J@Rla T s E
I RECIST HA FF A > 1.1 BUTHEES < Iz i Jef) i
100 7
90
80 7
70 ]
& 60
& 50
8407 \\
30 7 MM—&
20 ] —— smomg W
10 7 PRE
002 a8 8 10 12 14 16 18 20 22 24
at riskE Errm (R)
ZH200mg Q3W 270226194169147131 87 54 27 13 4 0 O
(¥ 272232171138109 89 55 27 14 3 0 0 O

1 OS @ Kaplan-Meier #i%# (KEYNOTE-045 35R)



[Zz 4]
[EIFR e FE S AR ER (KEYNOTE-045 3A5%)
B EREGIIAAIRE 248266 1] (93.2%) K OMLFHIERE 250/255 B (98.0%) 1Z#8H 5
v, BITEHIZENETL 162/266 B (60.9%) K T 230/255 51 (90.2%) (258D BTz, &K
FIHE CHREBLEDN 5% FORWERIZTERD LB Tholz,

#2 EHRN 5% LEORIEA (KEYNOTE-045 3RER) (MM S4ER)

FREBIRS3¥E (SOC: System Organ Class) mfg ﬁﬂg/‘;)
HAGE (PT: Preferred Term)
(MedDRA ver.20.1) 26607
4= Grade Grade 3-4 Grade 5
ERIEN 162 (60.9) 38 (14.3) 4 (1.5)
PN 3 AR 5
FOPR BRFE REAS T 15 (5.6) 0 0
T I PE
T 24 (9.0) 3 (1.1) 0
[ 29 (10.9) 1 0.4) 0
— % - AHEER KOG OMRRE
i 15 (5.6) 1 0.4) 0
9 57 37 (13.9) 3 (1.1 0
FEEA 17 (6.4) 0 0
R L OV E
BN RIS 23 (8.6) 0 0
B ¥ £ OV T ALk R 7
& O PEIE 52 (19.5) 0 0
3 22 (8.3) 1 0.4) 0

72, AR B W CTRIE MRS 10 51 (3.8%) . KB - HEED T 7 41 (2.6%) |
PRREPEE (F7 2« NL—IEREESE) 161 (0.4%) . FPRERERESE 14 61 (5.3%) . FRRIE
FERERE T 23 5] (8.6%) . RIBFHEREREE 1 1] (0.4%) . EHERERRTE (JRADE B M B &
) 141 (0.4%) M ONinfusionreaction 1 f5] (0.4%) 23§D LT, £/, HEDKERE
E(JERIREIRAEGERE . ZICALEE, JERIESE) | P IRHREREE . | AUBEIRIN. BER,
e - BRBCT R ARAE . BRI, (O, MK - BERR . 5 & 9 IR, S i)
D PEERBES R . T MR I S OVRIFERS X788 B Ve o 7o, ARIWEAFEBUIR LR
HEG (BAMAERY 25T 250ERE =T,



[k - HE]

AHENORHEMEYEEET VEZRHA LY I 2 b —va ek b, KA 200 mg %
Q3W, 400 mg # 6 H[MREIE (LLT TQeW) Lo, ) XiF 10 mgkg ((KH) % 2 #HfH
Mk (LLF TQ2W] &9, ) THEE LEBEROARF O MG T EENRF SN, Ok
Ry KA 400 mg & Q6W TH G- LZBEDOARHK O EFIRAEIZ I 1T 2 i iE HiE (LA
T [Cavgssl EWV 9, ) 1F. AFKI200mg 2 Q3W THR L L7-BED Cavess & HELIT 5 & FHI
Ehiz (FF) . 7. AA400mg Z2 QoW TG L7=BROARKN O E HIRBEIC I 1T 5 5%
EEHFIRE (LLF [Chaxss) &VM90 ) X A 200mg % Q3W TH G L7ZFED Cuaxss
L L CTEEEZ R T E TSN OO, HARNBFIZBWO TARMEDR R S LT
LMk - HETH D288 10 mgkg (KE) % Q2W TG L7EFED Chaxss & HlE L TIK
fEErd & PHENE (FR) , S5, EERAOEEE 2 RICARA 400mg %2 Q6W
TG L7/ SRR BR (KEYNOTE-555 385R) X 0 455 7= 32EIC 3 < 3RpEhRe
WRIA=ZT VI ab—ra Al FRILTZEYBIRE NS T A—2 LHRILTE (FR),
Mz T, BEOEEIZIBT 5 RIS D & | AR OgER & & A0 3Lt
& OREZ MG DIRE ST T VDG S, AK) 200 mg 2 Q3W XX 400 mg %
Q6W T L7zBROMRFE R &AM T eM & ORIz OV TRFT S iR, b
FLORE - HEOM CTHIWME R OZ 2RI/ 22 81T v &Pl &z,

R3 AROEMBENT A —F

[ Conax Cave Cnin Crnaxss Cavess Crninss
(ug/mL) (ug/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL)
200 mg Q3W! (582?997) (27i?§gi) (17;?;83) (91%35L4) (49;??L0) (302?214)
400 mg Q6W* (12;??24) (32i5§57) (10;?f53) (14é??49) (SOi?le) (192?509)
4$2$%%gw (Bgé?gdﬂ NA uJ:?;m NA NA NA
10 mg/kg Q2W' (212?223) (14§?T45) (11;}?21) (421?233) (2727282) (19;?300)

T:n=2,993, 100 FID Y I = L— 3 A& 0 B E N2 S FEE O PSRl (2.5%05,97.5%41) | Crmax @ HIEIE
5% O e MG FIREE . Cavg » MIEHR 51 O PR MFFIE, Coin : MIEIFEGHE (FA 702 580 ORARIMTE
FIRIE . Comaxss : EHIRBBICI T DI MIE T IR, Cavgss : EHFIRABIZI T 5 I MIEFIREE . Crminss : EFIRREIC
BT D B i i e

10 56 Bl D RATELE  (95%15 8 X [H])

§ 1 41 BIOKT LI (95%(FHE X 1)

NA : %472 L



4. HERRIZOWT

HGREME L U CHEAAGERA (BFFRE) PO TnD Z b, Yikila 2
NS FEMTE DR THHMLEND D, T D LT, KEIOFEN#EY) 2BE 22w - 5
E L, AFNOEEGIZL Y EEZREWEH 2R LIRSS T2 2 E BBz, LIT
DOO~Q@DFT X TaH =T HRIZBWTHHT 2 XETH D,

D JEERIZOVT

D1 Tt (1) ~ (5) OWVWTNNITEST IR THDH Z L,

(1) BEAFEREDEET 203 AP EERLSR RS (B E RS A2 R B AL SR b |
HUE S AR FOEEERL SR, HUES A BE 72 &)

(2) FrErEREmPL

(3) HEMRINENIEET 203 LBHEGEHEFRE (DS AR EE R ERbL. I ELE
W ITRBE, S AR HERE R 7 L)

(4) ARALFRIEE 2% L, S RAE BN 1 USSR ARIENNE 2 Ol 5L uE
(AR D a2 1T > T 5 itk

(5) PUEMAESAILL T EHINE O fiaa% U AR D 21T > TV D ek

O-2 RIS LR DAL R TE K OVRINE I S B O S SIS 40 70 Jnidk & 8 BR & DR Rl
(FROWTINITEE T DER) 23, BB OARANE T DIROBEEHR & L
THEINTWD Z &,
&

o ERGIFEISE 2 FEOMHIIHE ZE T L2112 5 FELLED D AR ERIHE %
1ToTWBZ e, 95, 24U EIT, BAERYERELZ T & LZRRESZONHE %2
THoTWNDHZ &,

o [ERMFFEUSE 2 FOMMIHEZE T L1412 4 FELL EOWREF ZO G REFHE
FIToTEY, 5bH, 240 R, R RO ASMERE % G T e S ATRIE DI
RWHEEIT>TND T L

@ BEADERMLEHRERDOEHIZONT
Eﬁ%%ﬁmﬁlﬁ$féﬁﬁﬁﬁﬁﬁéﬂ\@%ﬁ%ﬁ%@%ﬁ%ﬂ\ﬁ%i 73
IR OB B ONERSF ISR 2 G iR it A FFRNEE LGS ORE

. FEPRHLDIATON D EHINE>TND Z L,




® EBIER~DOXRIZONT
@-1 HEsAHICEId 2 B4

VMR B O EERBIER R A LB, 24 WFEZEAREIO T, Yzl X
I EE SRR 12 BT, L L ZRIWER IS U CARBEE B O CT O RIWEH ORIz 2
BRMAE ORI Y BRI DIL, BEDHICKHS TR AR 3 > T\ D Z &,

@-2 BERHEFEEICL2AFERNICICETEH

DA HE D D MR e ik L O e &2 A7 2 [BIRIEEE DREHE=4 Y 7/
EEOIERDAY V—= T HITWEIRE LERE LA TE 5T — LERKHHHE
EINTWADZ &, ok, BIHAEHINZOWT, DAERE L ZOFRICH I ms T
WnHZ &,

@-3 BHEROZWroxt B LT

RIWER (FEMEMZERBIC A, KIBK - /MK - BEO TR, BUEFE - A4 - I
MEREREE - 2% - B LPEIRE 2. BREREREE (RN REMEBX%) . WoWEE (F
FEARPEREREE, R EEIE S . RIBHERERETE) | 1 BUBEIRIA. S & IR, Mk - B
rnfRE . BER . HEORERET (hEtEREEAE, RERIEIRIE R, 2 AL
BE, JHRIEIESE) . infusionreaction, AMZE - BEMEEIc, HIAEMEIE, MhfRfEE (7 -
AN U—EERESE) | D2, B2 MRS (SefZ M MR PSR BER | 8 2 i,
AREFEREE . BEFRRIERIES) . MERBEBJEMRE. %) (X LT, Hakhtiak Bz
RSB ORI 2 A3 2 EAN & s U (RIVEH OZEreRISICB U THRE R O SR 4 %
ToNLEMICHDH L) | EHIZHEDRAENTE HEHINESTND Z &,



5. B#EXIBLRDBE

[H2hEIC B3 % F1A]

O 77 FFHB & G TACERIEIE 2 A T 5 RPTEITIE XIS O R R O #
FIZBWTAFOFNEDBEES LTV D,

©@ TRUCEEYS T 5 BEITT 2 ARAN OB G L OE A EIZOWN TR, AFIOA DM
%ﬁémfkgﬁ\ﬁﬁwﬁﬁﬁ%k@%ﬁwo
o I TFFHRHFNE G LALTRIEC X DIEEEDO W EE,
o T OMBRRE,
o fhOHUEMEEER & OO,

(Z&etEicBE§ 2 FH]

O FRACHELY T 2EFICOVWTIEIABIOEE N DL SN TNWDZ LD, #5217
r YA ANGIP
o AFNORIIT KR UIBBUE DRBEERED B % BE

@ TRFEETOFEIC VT FRRICEE T 2 BF IOV T, AHIOHRGIHR S 0
DS, A OIRIRRIUL D 2 WIGEICIRY | HEICAFZEHT 22 2BETE D,
o MIEMMZEEDOEIX i%ﬁ@ﬁ)é B
. %%ﬁ@ﬁﬁfmi% D B B M ONE B O U R ik 2% <0 S G Jili 4%
D it ;/KI“H£221tﬁ>ZfG:%L%i%%%%
o HOMEEBOADE, XIXEMRLRE L IIFEREMEO B OB EE OB D
o BE
o JEEsBRE (EnsMaBiEELET) Ob 5 EHE
o FEMOBYSUIMEEEAT DR
e ECOG Performance Status 3-4 Voo

(D ECOG @ Performance Status (PS)

Score | EF

0 | <ML <IEETE 5, Wl R U HFAEESHIRZ AT D,

PIREICIR LUNEENEHIBR S 228, AMTARE T, BAEECHE - TOMERIITI 2 &N TE D,
AN S NS

BATAHECH G OF ORI O Z X N THEEZEDEEIZTE 7220, A O 50%LL Eid~y R4 Cild 29,

[BONZHSOEDOEY OZ L LTERV, HRO 50%LL EZ2Xy Rl =4,

B RVSE N 5]

E<BT RV, BHOHGOEY O LFaTERY, FBAICSy R#F Tl I J,
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6. MEIZE L THEEITREHFH

O RASCEFITIN R BERTE S D TR 2 B RS 1T D & ARH O Rtk & OV Efif
HOT=OIZ MBI R e+ i L ChoEHT5 2 &,

@ JREBAMAICIESL D BE T OFRICE MR OEREE oA L, FE L&
ThoEETHZ L,

©® FEREWEHD~R T A MMZOWT

MEMEREERH S5 d Z ENH DD T, REOEHGIZHT--> Tk, FIHE
W (EEIdL, PR IRIEE, mkaE) O R O X it D%, Blggs 1
AT H Tk, Fo, BLBEIDSUTHEE CT, g~ — 0 —F D& 2 i+
HIE,

infusion reaction 23 & H oI5 Z £ 23% %, infusionreaction 23788 HALTZH AT
X, EOIRALEZIT S & & BT, RN EIE T 5 £ TREDIREEZ 0 IcBl%
THI L,

FORIRHSBERE S . T RAEEREL ORIBHRERENH L DONDIZ ERHDHD
T, AAFIOFG-BAAERT K O 5B/ R I E WIS N wsae i & (TSH., iz
T3, 5HfE T4, ACTH, M =arF ' —VEORIE) 2Eiid 252 &,

BIERTF I, A4, IFRERE S . PR, SbMIEERDRH OO D Z R D
DT, AHNDOF5-FlhaE M O G-HIE T E BRI TR & (AST. ALT,
y-GTP, AlI-P, B UL E U HDOHE) ZEMTHZ &,

SEIER (MR LI BRE R 25Ty FORERERIREENH L DND
ZENHLHDOT, EMICIRORE ORBLZMEET 52 &, £z, BROEFEN
RO OLNTHEITIR, ENCEREELZZ2 T2 L oBEFELHRET L &,
AENOBHIZ LV | WEDORE IR T 5 &5 2 B Dk~ 72 B E
DHOLONDZERDHDH, BENBOONTHAITIE, BB LZERIIS LT
BE ) 72 sk & BB A RO R Al & s U Cli bl 228 B2 W 217\, 8 O
FOSIZ X DRIWER 2356000 2555 121, AFIORIES T 1L, R OFIE RE A
IWEVHIOERGEEZZETHZ L, ok, BB REARLVEOREGIZIVEIE
FHOYGEDFE D HIRWGEIZIE, BIE R A VE DSOSz Jdil i o8 0
bLEET D&,

BeGHET 1%, BB S5 ARE L T LRIERN BT 22 Enb 5720,
AHN O GHETHRICHEWEH OB SIZEET D2 &,

1 BUpERRI  (BIE 1 BUBEIR IR 2 & te) b bt HERFEMSES 7 R—v &
WCEDLZENHDLOT, AE, El, EHZFEDREROFELCMBEHEDO LA+
DEETHZ &, RN DN EGAIIIESZHIE L, £ 2R Y U
Hl OB HEOBMEI R NEZITH Z &,

@ AAOFRABRI I T, BB D 9 MR, ZALIRITR GGG 1 FMIX
6 WRIRINE, #H-BME G 1 AFLIRRIE 12 MR CAMEOFHMIi 21T > T\ Z
& Z2ZEI, AFBGPITEHRICEGRE THROMER LTI 2 &,
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wEEREETA NI
RA7ul Xv7 (BrFHEBRZ)
(HR7E4 : ¥4 bVv—F KEEHE 100 mg)

~MSI-High ZH 3 5 ERE (EENR2IBRIRERGEICRS) ~
~MSI-High ZF % 5%/ « ERRE~

YR 3 01 2AH (&34 8 AHET)
RS BE



Bk

SN kv -

X C®IC

AFN DK, AEHET

I PR B AR

MiE% 2 DU T
Bhxt G L7 D B
BB L THEETNEFIH

P2
P3
P4
P14
P16
P17



1. [ZC®HIC

RS DOF M - ZRMEDOHER O T2 DI, U SCEZITIES O T2 22 23R D
Bb, 52, IEORARFTOMEANC L0 | FUREIRG 72 & OF B 72 B
FPEIEMPEKRE SN AP T, 26 OEEKMZ BICHEREEICRAET 2 2 &N
FE L 2o TR REMBGEE & RO AR T3 2016 (AL 28 45 6 A 2 H BIRERE)
WCEWThH, EERNEOMHORE(EHEERZ XS Z & L ShTna,

BORVE RS FF R L, KRR 2 7 1 7 7 A VBB EDER S, &I & )M R
RHZENBHD, ZOD, AR OREMEICET S EERS o EET 5 oM.
WMEEEGOBEEMRZIT D ENPRINDBEICH L THERT S & &b, BIE
FMRREL LB Bt i & & D 2 & DS Al RE 7 — 18 OO B % Yi 72 9~ [ S BE < ik
THLIENEETHD,

L7eR o T, RKAFA RFA 2 TiE, BIRERES 2 E TITHE LTV D EFIRF -
BHER RHNC IS & | LUT O E IR Okt 7ol ] 2 Hede 3 28180 & B 31 & %
F RO ERRZRT,

I, RIA RTA 0%, MSIATBOE N E S ERE R O, A FEARAR
BRI e, — AR N B AREER N E S K O FE N B AERR 2 OW )
DY EAER LT,

RfG L IR HEISL XA b —F EEERE 100mg (—fR4L a7 ) X~vT (Eis
THAMRZ))
REERDPENINE 1. DAACTFIRIERITEE LT - BREROEHEE~A 7 a7
74 MZENE (MSI-High) 67 @B (BEER 721G H
YA IRD)
2. IBEYIBRARRER T - HROEMEE~A 70T T4 PRE
EME (MSI-High) %H 3 250 - B
SEERAAERCHEE  EE. RACIE. AT a Y X7 EETHEERL) LT
[6] 200 mg % 3 A REIREIFE 0% 1 [E] 400 mg % 6 3 B[R T 30 45
DT CRTERET D,
¥ & . MSD Hh &t

clf

& i




2. AFIDOFE. ERKRF

XA M—F BIEHE 100mg (—i4 : XA 7 r ) Xv7 BB, DUT TR
Al &£y ,) 1E, PD-1 (programmed cell death-1) & %D U &> K TH 5 PD-L1 LT PD-
L2 L OfAEEHERET S, b MbIgGd £/ 7 n—F A8k TH 5,

PD-1 F&H& 13 T HIA S0 2 B ARKEAE 2> & 2K D 72 OIS AV 2SR A 3 5 32 7 o0 2 il i
AA wF T, PD-1 1%, HEFERIREEICEWCENR T filsoMiaRmc I L, ok
7 S 2 3 Lo AN LB ST 72 0% SO 2 95, 97205, PD-1 (XU o FEfh
AT HZ LKV HURZRIRICE D v 7 sz AICHET 2% 8K Ch %, PD-LI
DIEFARRIZ BT 2HBUT DTN TH L0, Z< ORAMITIT T MiaoE = 28z
DI EEENCHH L TV D, DARIICIS T D PD-L1 OEFEEIEL, B, T,
R . IREE, FE/ NRARTE 72 & Ok 2 B AT THRARARRKE - CTH Y | RWAELFR
EOMBERHE SN TWD,

BEDO D DRI T4 & PD-L1 FEBLOFHEAMEN S, PD-1 & PD-L1 OFRKILIEE
DOFPERRRIZ B W CHEERKREZH S Z LRI TEY | Hiize BN ATEEOER &
LTHIfF ST 5,

AAKNL, PD-1 & PD-L1 XOVPD-L2 Dilj U 7> ROFEEEAEST 52 &I12 Xk JEE
W NBR B OIS R AR ENE T U o ERATEMAL &8, HUlEE G 2 FEE b
T 52 & CHUIEEN R AT 5,

ARFNOVERBE R D W ORI X 2RIEEN & b oh, BESUIELTIC
EDLAREMEDN D D, AANOIGH KR OEERIZIT, BEOBIZEL T0ITIT, BE DR
D BTG EITIE, FH LT FRITE U2 R 2 ik & BB 2 Ff o Rl &g L T
BN BRI W 2 ATV A D RIGIZ K D RWEM N B 258 121E, B BUE RV
FUHNOEGEDOWEY) RALE 24T 5 MR D D,



3. ERIRRHE

[ AACFIIERS I U T2 T - BROEHEE~A 7 a7 74 SALZEME (MSI-
High) Zf 7 5EEHE (BEENZRIEENEEERGEICRD) ) KO HEEYIRAGE /2
1T BROEHE~A 70T 74 SARLZEN (MSI-High) ZH3 2405 - B O
KGRI B 24T o 72 £/ ER R SRBR O i % 7T,

B, EHEE~A 7 aYT 74 SARZEN (LLF [MSI-High W9 ,) #H7 54
F LT, TPCRIEIZE W MSI-High & HE Sh-BF ) #BXT 2546 (k%) (I
% [MSI-High (PCR %) 267 5H8#F ] LFKiLL. DNA I A~ v FEEKIEOMHEN
HDEEZEXTHEE (L#). T/ 5B IPCR JEIC X Y MSI-High Xtk 52 Yy
B (LLFIMHC) &) ) EIZ LY R A~y THEE#IEO KB (LLF [dMMR] &9 )
EHTEESNT-ERE ] BT 585121 IMSI-High 2 H 4 5834 L #iL L7, IHC &
IZ &% MMR #i# & PCR EIC L% MSI A O —ERI1% 96.6~98.7% "V Th D = L%
RS STV 5,

[H2hE]

ISP BT U - 1T - B MSI-High 2 A7 % B (FEAER) 72 15808
N IGEICRD) >
OFEBEHFS TR (KEYNOTE-164 iR, =t4— bk A)

7oA b IV URGUEMEESEA, AX YU ST TF KOS Y T SRR
2 L DAL FRIERE D & DRI UIRABE 72l T - F% D dMMR % MSI-High (PCR i£)
U 2B DR - EAREERE 61 B (AARNTHIEET) X512, AHAI 200 mg 3 i
MR (LT TQ3W] &9 ,) BEDAHNMER VR RET Sz, B, g
i CHEHEITHFE O LN AT, EHREIT 2 R IR RO B IR WEO R ZE
TE LTV B TIL, RIEILLRE O BfG EEAN CHEEEIT 3588 H LD £ TARAI O 5% ik
e D Z ENHREL STz, EEFHMEEHE Th HZE%h= [RECIST A K74 > 1.1 It
WIS S HIVHIEIZ L 5588755 (CR) XU ZE%h (PR) ] 122U\ T, ARekBR I8 6k
SNz 6l BIOFEREIIR 1 DLEBY THoTz,

(1) Lindor Naralane M et al.: J Clin Oncol. 2002; 20: 1043-8, Bertagnoli Monica M. et al.: J Clin Oncol. 2009; 27:
1814-21, Ferguson Sarah E. et al,: Cancer. 2014; 120: 3932-9, Wang Yang et al.: J Mol Diagn. 2017; 19: 57-64,
Smyth Elizabeth C. et al,: JAMA Oncol. 2017; 3: 1197-203

TR gt kb Iz 35\ O THC RIS L0 R A~ » FHEH 2 > /37 Tl D MLHI, MSH2, MSH6 ¥ |3 PMS2
DTN DOFBINRD HIRWEAIZ IMMR, PCRIEIZE D 2 2L ED~A /0T 5 A h~—J—T
RINLIRAG T EED VA XD S 72385412 MSI-High (PCR75) & HIE S,
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£1 BERAPDEKRVOESHE (KEYNOTE-164 RBR, =24H—F A)
(RECIST ver.1.1, AWEMRRATRIRERZE, FRHEE, 2007FE2H 0BT —F v b4 7)

B s A B (%)
i B A R 61 1" 39 42
SE2ZE) (CR) 0 0
#8453 75%h (PR) 17 (27.9) 9 (23.1)
ZE (SD) 14 (23.0) 10 (25.6)
1#47 (PD) 28 (45.9) 18 (46.2)
HEEAHE (NE) 2 (3.3) 2 (5.1)
787 (CR+PR) 17 9
(FZh= [95%EHEXH] (%)) (27.9 [17.1,40.8]) (23.1 [11.1,39.3] )

*1 o FAINERRNT SRR ], %2 ¢ AT IR 4EHI D © B MSI-High (PCR %) & F 7 5 4.
*3 : IEWErE
OQEFEILFEE M AHRER (KEYNOTE-158 ##)

— IR & U TEAERN 72 (L2 O & 2 IR UIBR R AE 21T - TR D dMMR XUZ
MSI-High (PCR %) "2 289 2 EEHEEE ) 25812, AFI 200mg QAW £ 50 F
IER OB R ST, 22k, BRI CREBEITARD b HGAa 1T, FiEdE
T2 RTIERDFRD DAV WEDERKRINCZEE LT 5 B Tl IRIBILARE O W& FEAT
THREBHEITHRO 5D £ TARAIOE G 2k T 5 2 LN AlRE & Shviz, FEFHmE H
T 5% [RECIST A FT A » 1.1 ICEES S FICfEIZ L 57887%8%) (CR) X
135250 (PR)] (22T, MSl-high & ZWF S 72 1% ICARRBRIC 8GR S iz 83 414

(ZNV—TK) OFERITE 2, ARBRICB G S 172 94 Bl 2351 DFEIER] O RI1XF 3
DEBHTHoT,
#2 EBEWRAEDRKVEDER (KEYNOTE-158 RER, 7/ —7K)
(RECIST ver.1.1, AZPEMITXIRERSE, PRYUE, 2017FE4 A 287 —F Iy hA7)

BB s B (%)

i

s}

83 {31! 28 5"
S22 (CR) 4 (4.8) 3 (10.7)
#5r28%h (PR) 25 (30.1) 8 (28.6)
“ZiE (SD) 20 (24.1) 3 (10.7)
1#47 (PD) 24 (28.9) 9 (32.1)
HEEARE (NE) 10 (12.0) 5 (17.9)

7£%h (CR+PR) 29 11

(BhFE [95%EHX "] (%)) (34.9 [24.8,46.2]) (39.3 [21.5,59.4] )

*1 0 AR SRR ], %2 « AWM IR 4EHI D 5 B MSI-High (PCR %) & F 7 %54
*3 . IEWEEE

(E3) ol = 212 A~T 201 7= 2 b—7 R O8 MSL-High OFEFTETA FRE 2L A2 7 L —F K 0 Sl

fEn, Zr—7 A TIRIITME (R LEERE) ., Zv—7 B CliiiE#E (RELOHEOIRE) . =721
77— X —WREER 2R . Z—7 C CIIhl, BRI NG RS, G & OWENR E A O A ER N S WS
5 (BB ST AR N A WAES) . 7L — 7 D IR T E NI (AR K ORI SE MRS 2 B < ) |
I N—7E Tk +ESE (RELEEE ., 7v—7F CidghieiE (R . 7 v—7 G CidvNllaht
Ji, ZV—7 H T EE, Zv—7 1T CIERREE, 70— 7" ] CIMer e (PR SOXR SEPERE S 1
Fr<). Zv—7 K TiZ MSI-High 23 2 E#H (655 - B sk BEMEAAN LN, 71—
7 A~TITBER SN T BE O MSI-High 1IZOW L, b ke AT 7 ¢ T2 @i X 0 HE S vz,

5



# 3 MSI-High BT % BEREOBERN 0ZE$=R (KEYNOTE-158 3E)
(RECIST ver.1.1, APEMBHTXIRERSE, FRHEE, 2017FE4 A 287 —F v hA7)

B (%) %% (CR+PR) Bi% (%) %% (CR+PR)

i 94 " EoE (%) 39 B EE (%)
T B N 24 (25.5) 13 (54.2) 11 (28.2) 6 (54.5)
=F72 13 (13.8) 6 (46.2) 7 (17.9) 4 (57.1)
qN 13 (13.8) 4 (30.8) 6 (15.4) 2 (33.3)
FAE 10 (10.6) 1 (10.0) 1 (2.6) 0
NEIE T 9 (9.6) 2 (22.2) 4 (10.3) 1 (25.0)
Il R 3 (3.2) 1 (33.3) 0 0
Hh Rz e 3 (3.2) 0 1 (2.6) 0
ANl 3 (3.2) 2 (66.7) 0 0
+ ' S 2 (2.1) 1 (50.0) 2 (5.1) 1 (50.0)
PR PN 5 UA R 15 2 (2.1) 0 0 0
FOIR e 2 (2.1) 0 1 (2.6) 0
PR b R 2 (2.1) 1 (50.0) 1 (2.6) 0
AR e 5% 1 (1.1) 0 0 0
P By 1 (1.1) 0 0 0
I ST R 1 (1.1) 0 1 (2.6) 0
% NE NN 1 (1.1) 1 (100) 1 (2.6) 1 (100)
RS 1 (1.1) 1 (100) 1 (2.6) 1 (100)
PR 1 (1.1) 1 (100) 0 0
¥ SR 1 (1.1) 0 1 (2.6) 0
FR Pk 1 (1.1) 1 (100) 1 (2.6) 1 (100)

1 APERRIT RS GAEE %2 - AR REEM O 5 B MSI-High (PCR %) A4 % 84

<IRYIRAREZRHELT - FF3E D MSI-High %A 55505 - ELGRE >
QEBELFIFEMAEER (KEYNOTE-177 #ER)

B2 EHEIE D 72\ R R AEZRIEAT - FF%8> dMMR (I3 MSI-High (PCR i) “?
AT DR - EAREESE 307 B (HAN 22 filzaTe) 251, &K 200 mg Q3W
B G- OB MR V2D, Y EM ORI 252k (vt 7 o (LUF T5-
FU] W) ,) RV F—rInv oy (BUF IRV F—h) EWH,) - FXFHYTFTF
VgL (LN TmFOLFOX6] &9 ), mFOLFOX6 K UMY X< 7 (B 1-HH#L 2)

LT TRV X7 End,) Ty Xo~7 Gz rifez) CLF erydy
*T7] LW ) 5FU R Y F— b AV T SRR L (BLT TFOLFIRLY



&9 ) (FOLFIRI L OMNRNY X~ 7 W db Vo~ 7] 2t L L TRE S,
723, BRI TEREEMEITNRO LNTIGAIT, FEEEITE R TIEIRD RO b
DEFRENCZE LT 5 B3 TIE, IRIBILARE O B R TR BTN O LD £ TA
KO G- % ki35 Z L3R & Siviz, EEFHMMIE B I3 Mg A 1 (LLF TPFS)
VD) ROVRAFHIM L Shu, AANTbS2E L el U C PFS 2 A BICHER L7z (&
4 KO 1),

#4 HPEREE (KEYNOTE-177 RBR)

A F200 mg Q3W (4=t
(15331) (15441)
e [A] 16.5 8.2
(95%f= HE X [H]) (5.4,32.4) (6.1,10.2)
PFS™ | /N — K™ 0.60
(95%fE HE X [H]) (0.45, 0.80) —
P {E" 0.0002

*1 : RECIST A RZ A » LINRIZES ST EfE, #2 @ Cox Wit — RET T X (b5
L LD, 3w T RE. AEKE (A 0.0117

GE) fpsepmib g LU A I TFO LB 0 5 L,
mFOLFOX6 :
F XY U 7 FF 85 mg/m?, B U J— 400 mg/m?> XL LARAR U F— 200 mg/m?, 5-FU 400 mg/m? (U
BE) . 5-FU 2,400 mg/m? (46~ 48HF M FppEERE) 2 20 RIME TR 5 L 7=,
FOLFIRI :
AV T R K FI ) 180 mg/m?, 7R U F— 400 mg/m? X i L AR AR U F— 200 mg/m?, 5-FU
400 mg/m? (EUEERE) . 5-FU 2,400 mg/m? (46~48WF[HFHpiEi ) 2 2k T 5 L7z,
RNV AT
5 mg/kg Z 2R MR THRE LT,
YR wT
#IElE 400 mg/m?2, 2 [A] B BAREIE 250 mg/m? % 1 B RRIRR TG L7z,
7




[ S DR —

10
1] S ————— S—
0 4 8 12 16 20 24 28 32 36 40 44 48
at risksy RIS A]
153 96 77 72 64 60 55 37 20 7 5 0 0O
3 0 0 0O

FF200mg Q3W
{EPRE 154 100 68 43 33 22 18 11 4

1 PFS ® Kaplan-Meier #i#f (KEYNOTE-177 :AB%)



[Zz 4]
<AL\ T U= 81T - 3D MSI-High 289 2 [EER  (FEAERY 22759 A3
K255 1CR D) >
OFEBEHFS TR (KEYNOTE-164 iR, 24— bk A)
HEFELRIT60/61 ] (98.4%) (2, EIWERAIE 35/61 B (57.4%) (Z78®H Hiviz, FEHL=R
2 5%LL EORWERIZTRO EBY THoTz,
#5 FERN 5% EOBIER (KEYNOTE-164 3Bk, =h— k A) (R2MMHTSER)

SRERIRS¥E  (SOC: System Organ Class) B (%)

HEAFE (PT: Preferred Term) 61 171 |
(MedDRA ver.20.1) 4> Grade Grade 3-4 Grade 5
REIEH 35 (57.4) 9 (14.8) 0
B IR E

TR 8 (13.1) 0 0

G 9 (14.8) 0 0

Mg - 5 (8.2) 0 0
—f% - EFEES OGN ORE

flyAEH 7 (11.5) 1 (1.6) 0

957 6  (9.8) 2 (33) 0

A M I 4 (6.6 1 (1.6 0
B R d L O%E A FL Rk

ISR 10 (16.4) 0 0
FERE 3 KO TRk R

% ) FENE 7 (11.5) 0 0

7ok, MVEMEMZER 16 (1.6%), BEORERE (FZERRIREGRE, ZALEE,
FRBIESE) 161 (1.6%) . FTFHEEERET 3 61 (4.9%). HUREREEREREE 2 f] (3.3%). W
%3451 (4.9%) . fise - BERUHRRAE 1 51 (1.6%) . %k - BEEZE 161 (1.6%) 2338 5
iz, o, RIBK - BEO TR, MfREE (F7 2« NU—EBRRES) . T IR
= ORIEREREE, 1 AR, BREREREE (RS MIEMER RS . EEMEE, O
o, S M MR SR BRI I, JRIFEKS . infusionreaction L N5 E 9
ERITFRD IR o7z, AEWERRBURUTREEFSR (BARREERE L EL) &8
THEFHERZ T,

@E BRI EF T AHRER (KEYNOTE-158 #tb5R)
BHEFZIL., 91/94 4] (96.8%) 2. BITERHIE. 58/94 %1 (61.7%) I[Z@RD LT~ FH
KN 5%LL FORERIZITROEBY TH-o T,



#£6 FEHEN %I LOBIER

(KEYNOTE-158 338t (Z&MAT I S4EH)

# BRI 53#0  (SOC: System Organ Class)

%% (%)

HAGE  (PT: Preferred Term) 94 i)
(MedDRA ver.20.1) 4> Grade Grade 3-4 Grade 5
ERIEM 58 (61.7) 12 (12.8) 0
B S
T 9 9.6) 1 (1.1) 0
LD 8 (8.5) 0 0
Mg 5 (5.3) 0 0
—fk - RHEER L OGO RRE
I ) RE 8 (8.5) 1 (1.1) 0
957 11 (11.7) 0 0
BeRH KOV FALAgkRR 55
9 FEIE 11 (11.7) 0 0

k., VEMEMZE 4 B (4.3%), KB -

FHEO TR 3 (3.2%) ., fRpEE (X5

Ve N U IEERESE) 2 41 (2.1%) | TS BERE S 8 1 (8.5%) . HIK I BEREE 8 141 (8.5%) .
1 BUBERIAN 1 6] (1.1%) . infusionreaction 1 5] (1.1%) 23RO Lz, Fi=. BEDOKE
B (RERIEIRIEERE . SZALEE, BOREIES) . T ERAKRERE ., RIS,
EgRelEE RAE BB RS . PR, Mk - BURUTRBARIE, BAEM I IE, O
K. W% - BRI, SR/ NS PR ERBESR . PR IR R ML, JRIFERES KON &9 RS
ITFRO b oo, ARWERZFEBLRUITEE SRS (RAREEET 250) 25048

RHRERZTRT,

<JBERYIBRRREZ2 LT « F3E D MSI-High % A4 55515 - E i >

OE BRI R ZFIMAHFER (KEYNOTE-177 #5#)
HERES T, 149/153 1 (97.4%)
WU DRETIHELED 5%LL ED

10

2. BIMWERIX. 122/153 #] (79.7%) Z5B& BTz,
HWERHIZTEDOELBD THH-T-,



£7 WTNOLOBETREEN 5% EOBIER (KEYNOTE-177 RBR) (R S4EH)

FRE RS (SOC: B (%)
System Organ Class) AFIHE (bR
FEAGFE (PT: Preferred Term) 153 4] 143 14l
(MedDRA ver.22.1) 4 Grade Grade 3-4  Grade 5 4= Grade Grade 3-4 Grade 5
EREIEM 122 (79.7) 33 (216) 0 141 (98.6) 93 (65.0) 1 (0.7)
MKk LY o R kEE
2 1. 9 (5.9) 2 (13) 0 17 (11.9) 7 49 0
i HRERIB E 0 0 0 30 (21.0) 22 (154) 0
R
BRI RE A TE 16 (10.5) 0 0 0 0 0
AP
20 6 (3.9) 0 0 10 (7.0 1 ©7) 0
NIV 8 (5.2) 3 200 0 0 0 0
(X7 2 (1.3) 0 0 10 (7.0) 0 0
T 38 (24.8) 3 20 0 75 (524) 14 (98) 0
1 N RZIS: 11 (7.2) 0 0 6 (4.2) 0 0
TN 19 (12.4) 0 0 79 (55.2) 321 0
A% 8 (5.2) 0 0 43 (30.1) 6 @42 0
I - 5 (3.3) 0 0 40 (28.0) 5 (35 0
— % - RFREER X O G OREE
1 9 11 (7.2) 0 0 25 (17.5) 5 (35 0
957 32 (20.9) 3 20 0 63 (44.1) 13 (91 0
FEE D JE 4 (2.6) 0 0 25 (17.5) 1 (07 0
FEEN 11 (7.2) 1 07) 0 4.9) 0 0
1R EE 25 LA T 0 0 0 (5.6) 0 0
JRYSIESS J OV HUE
TV %% 1 0.7) 0 0 g8 (5.6 1 (7)) 0
i AR A
ALT #40 15 9.8) 3 20 0 10 (7.0) 1 07 0
AST H#4n 17 (11.1) 2 (13) 0 7 (4.9) 1 (07 0
1A ALP #5740 12 (7.8) 1 (07) 0 30 @20 0 0
I HREREE D 1 0.7) 0 0 33 (23.1) 24 (168) 0
AN e e % 2 (1.3) 0 0 (6.3) 1 07 0
LNEEN e 3 (2.0) 0 0 (5.6) 0 0
1 ER AR 1 0.7) 0 0 17 (11.9) 6 (42 0
R L OveshEs
BRI RIS 12 (7.8) 0 0 49  (34.3) 3 @21 0
&H U 7 AfE 3 (2.0) 1 (07) 0 8  (5.6) 4 (28 0
BB R d K OV A FEL R
R EiivR 16 (10.5) 0 0 2 (14 0 0
PR TR P T
FREIED F 4 (2.6) 0 0 15 (10.5) 0 0
TR A 2 (1.3) 0 0 13 (9.1) 0 0
K= 2 —m R F— 1 0.7 0 0 25 (17.5) 1 07 0
R = 2 — 1 N F— 0 0 0 29 (20.3) 3 @21 0
B L ORI R
EASP 2 (1.3) 0 0 10 (7.0) 2 (14 0
MEs . MERES K OVt hm f s
S i 0 0 0 20 (14.0) 0 0
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w8 BB K 4y #H (SOC: BE (%)

System Organ Class) AFITE bR
FEARZE (PT: Preferred Term) 153 451 143 151
(MedDRA ver.22.1) 4> Grade Grade 3-4  Grade 5 4> Grade Grade 3-4 Grade 5
Rk X OV T HRRRRE
it =i 5 (3.3) 0 0 28 (19.6) 0 0
P2 i R 7 (4.6) 0 0 10 (7.0) 0 0
FH  RIEIEARINTE A AL RF 0 0 0 25 (1750 1 (07) 0
% O FENE 21 (13.7) 0 0 7 (4.9 1 (07 0
W% 17 (11.1) 1 (07) 0 11 (7.7 1 07 0
I
i 1 0.7 1 (07) 0 9 (6.3) 6 (42 0

7pde. MVEMERIZRIE 56 (3.3%). KGR - /DR - EEED N 14 6] (9.2%) ., #ifk
B (X7 « NU—JEBERE) 161 (0.7%) . BUERFSR - FFR4 - FFREREREE - AT -
AL PERAE 2% 25 1511 (16.3%) | HR AR RE R 18 451 (11.8%) . T HEMAHERERETE 2 41 (1.3%) |
RIBEREFEE 2 61 (1.3%) . BHkrEREE (RMEREMEBRE) 2061 (1.3%). sk - #f
BUTTREARIE 1 %1 (0.7%) . infusion reaction 2 51 (1.3%) . F5#Z 1 % (0.7%) 2338 H 7=,
Fo, BEOKRERES (TEMEREESLMAE, REAEIRARERRE, AL, BIRKE
JESE) . BBEIRE, BESR. EIEAVIEE, MK - BEEZE, SO MEK, GOk, EHER
Mgk (ot MO D MEEREER . IRIMPER I, JRIFERME, MR ERESS) KON
KRB BIEGREIIR O bR h o 7z, RRWEHAZREBURIUIEEFS (AR EER T 25
te) ZELHEFRERETT,
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[k - HE]

AHNORHEMEYEEET VERHA LY I 2 b —vaick b, KAl 200 mg %
Q3W, 400mg % 6 HEfHHME (LAT TQeW) L9, ) XL 10 mgkeg (KRHE) % 2 fHfH
k@ (LLF TQ2W) &), ) TEE LIZBEOARA O MG FRENRG S iz, ok
Ry KA 400 mg & Q6W TH G- L7=BEDOARHK O EFIRAEIZ I 1T 2 Vi iE HiE (LA
T TCagss] EWVV9, ) X, AAI200mg % Q3W THE LT2BED Cavgss & FEELT 5 & T
Ehi- (F#) . £7-. AH#400mg 2 Q6W THE L IZBROAA D EHIREEIZ BT 5 &%
EMEFIRE (LLF [Chass) &VV96 ) 13X, AHI200mg 2 Q3W THE L L7ZFED Craxss
R L CRELZ T E TSN OO, AARNEE T TEEMENHER ST
oMk - HETH 285 10 mgkg (KE) % Q2W TG L7EFED Chaxss & HolZ L TIK
fEErd TSN (FH) , &5, BEEROHEDE Z R ICAA 400mg 2 Q6W
TG L7/ SRR BR (KEYNOTE-555 #85R) X 0 455 =32EIC I < SRpEhae
WNRIA=ZFZ VI ab—ra Al PRI LIZEYEIRE T A —2 LHEEILT- (TR),
Mz T, BEOREEIZIT 5 ERBREGEIC HED & | ARH OlgEE & &AM U3k
& OB A R 2 BBESOSET A DEE S, AHKI 200 mg 2 Q3W UL 400 mg %
Q6W T L7zBROMRFE R & AT eM & ORIz W TRFT S kiR, b
FLORE - AEOR THEIME R VLI 2RI T v & Tl vz,

£8 FHOEMEEBNT A —F

v - R Cmax Cavg Chin Crnax,ss Cavgss Chnin,ss
(ug/mL) (ng/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL)
200 mg Q3W! <58.55?'519.7> (27.27?.298.1) (17.5'11 83) (91.97?'984.0 (49;(,)? 1.0) (30.35(,)'39 1.4)
400 mg QEW! (12;??24) (32%5;57) (10L?fos) (142??49) (SOi?le) (192?309)
4%%$%%§N (B;E?gﬁﬂ NA “52320 NA NA NA
10 mg/kg QW' (21@?223) (14§?T45) (11;}?21) (423?233) (2727382) (19;?300)

T:n=2,993, 100 B[O I = L—3 3 A &0 R S - SMESEO i (2.5%4,97.5%4%)  Cmax : F1EIFE
AL OB M IR, Cav : FIEHR G5 OGP IREE, Coin : HIEIE G5 (A 712 54 ORARMmE
HIREE, Coaxss : EHARIBIZIT 2 @ MIE HIRE . Cavess 1 EHFIRIBICI T 2 FHIMFHIRE, Cins + EHIRABIC
B D A AR i i
1o 56 Bl R FIME (95%15 48 X [H])
§ 41 FIOKMELE  (95%15 FEK[H])

NA : #3472 L
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4. FEERIZDWLNT
KRR L UTHIERB TSR 2680 - B Z Bk < MSI-High %A 4 2 E#EIC
ﬂTéﬁmﬁﬁﬁﬁﬂ%ﬁ%hfwé ARFEZED, EHREL Y X7 EHEHE (RMP)
(2 HE3 S ARHN D S & VR ARTR B~ D W S IRHIA 8 5 gk Tdb - T, ARFN OB
WY e BRE H W - FFE L, AFIOREIZ L EEARRIER 2388 LI-BIcxhcd 25 2
EMWEEIRTZD . LLFOO~Q@D T XTIz ikl B W TERT XX Th 5,

O HERRIZDOWT

D1 Fied (1) ~ (5) OWVWTNNITES T HETHDH Z L,

(1) JEAEGBRENTEET 203 V2 HEOEHENLSIRPLE GEE R A AR B U Pt
%Wﬁhﬁ‘ﬁﬁmﬁﬁﬁ\%ﬁﬂ IR L)

(2) FrEREREIRL

@)%ﬁﬁ%ﬂ%ﬁ?ﬁ#éﬂhﬁ%@#f&(#hﬁ% HLEFR TETRE. 23 A S
W RbE, S A IEEEEHERE R T 7R &)

(4) IMRALFEEIEE 2% L, AL RN 1 USSR 2 Ok K e
AR D JaH A2 1T > T 5 itk

(5) PUEMIES AL BB Ot s U AR DR H 21T - T D fitiek

®-2 ?@L%é:fcf:Zoﬁﬂi“(“OMI:?%?%&U‘E'H’WH%ﬁE#@ﬂFE gy Tk & R ER 2 FF
DERT (FROWTNMNITHEY T DIERM) 2, UZZRBOKRANE T DIROEE
HELTRESLTWS Z L,

K DAEFRIER ITHE LT - BEOSHE~ A 7 a3 T T4 FARZENE (MSI-
High) A3 5E Pk (FEENRIBRNPINERGEIZRD)

o [ERNCFFHUSE 2 FOYMINHEZE T L712RIC 5 FLLEO D ATRE DR RIHE %
IToTWBHZ L, 96, 2L R, BASEYEEZ £ & LRSS OHE 2
ITHoTWBHZ &,

o [ERIRFFISER 2 FOMWHEZE T L72RIC 4 FLL EORKERZA L T
Tl b 3FLRIE. AR L 7 DEMEHET D2 A EWIRIE A S e ATRIRD
FRIRIHE 21T > T D Z &,

X IREYIRARERETT - B OEBE~ A 7 va YT T4 FARLEM (MSI-High) #F
ERAY L RNIEN

o [EENGCFFHUEL 2 FOPIMINHE ZE T L7211 5 4ELLEO D ATREDEIRIHE %
IToTWABZ L, 9B, 24 RIX, NAERYEEZ T L LEKREBEESONHE %
IToTWBHZ &,

o [ERIGRFFISER 2 FOMPINHE 2 T LTI, {HEZHmO N ABMIRIEEZ &1 5
FELLEDOHELEAE F DR ZIT > TND Z &,
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o [EERFFEAFER 2 FOPHIWHEZE T L72RIC 4 FULORKRREREZA L T D
Zl. by 3FLIRIE, WR L 7 DR T DN A EWIRIE A S e D ATRIRD
BRARMHE 21T > TN D Z &,

@ BRENOERLBFHREROMEHIZONT

R I T 2 B N E S, BERB¥EN D OFRE D, Aok - 2
APEESHTAON RO E H N ONERSE ST 2 15 Wi, AEFLNRBE LG E0WE
¥, EPRESIITON D IRHINESTHND 2 b,

@ BIER~OXRITONT
@-1 A B9 2 B

PR B O TG A BRI 289 A LT Bis . 24 WERTBIR bRl O0 T, 4 i X
R 35U T, B LI ENEANCIE U C B B R OF CT S IR O i &
BRI R A PO SN, B HICHIS TR HIAE > TS 2 &,

@-2 BRUEEICLIAEEERMIGICETIES

P AIRIHE D D M7 i O RE 2 AT 5 Rt R B B EERE =2 ) v 7
EEWIHEIROA 7 V== T ZATOEIRE LHWE A TE DT — AERIEH
BENTNDZ L, 2B, BHIEHIZONT, BABE EZOFKRICHHEH ST
WHZ b,

@-3 BIERHOZE-CHISICBE LT

AIVER (FREMEREICIN A, RBR - DG - BEO TR, BUEFR « FFA4 - BT
PERERRTE - AT4¢ - BLPENRAE &, BHEERRE RAEREMERS) . AomwmEE (T
TEARPRAERETE . HLIRIRPERERSTE . BIBPRRERETE) . 1| BUMEIRIN. S & O R%. Mgk - B
REIRIE . TR, B OREIES (TR EIEMARAE, BRREIRARE e, 24D
PE, JHRMIESF) ., infusionreaction, 7% « BRI, EAEMIESAE, fhfgfEE (7 -
AN RIS | D, EIE R M RE T (SR f MRS PSRN A L I
PRIFERES, BEMERIERIESF) . MERERIEGAE, ML) IOx LT, Sl TRz
PRI ORI 2479 2 il & U (RIEA ORBr-exhsic B L THRE R Ok & 52
FONLR/MFCHDZ &) EBITHYIRLENTE HEHNE->TWD Z &,
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5. EXNRELGLHER
[H2hEiC B3 % F1A]
O TROBEIZBONTAFOAIEN RSN TND,

o DBALERIERICHE LT - BROBHEE~A 7 2T 74 MRZEMSE
(MSI-High) # A3 2 EHE 5 (EHERRIBRS R #5512 R %)

o JRIEUIBRARERENT - IREOEHE~ A 7 2T T4 MAZEME (MSI-High)
AT D8N - B

728, MSI-High (BT B ARHKID o =AWk & LT, I5E4  MSI AL & v

k' (FALCO) K OM5844 : FoundationOne CDx /NA T J L7707 7 A LINHKER ST

W5,

@  FRLICRZNE T 2 TR 2 AH D55 K O TIEIZ DWW TR AAI DA 27

WL SNTE LT, AFIOBGXISRE 72570,
o FifromiBhEE
o fhOPrEEMEREEAI S OFH L TG SN BHE

[kl B 4]
O FRICEYT B EHICONTRARORE AR E SKTNE D Ehb, #5417

gz &,
o ARANDRITITK LiBBUE DB FIED & 5 B

BT ORI IC BV T FREICHE S T 2 BE IOV T, AAIORGIIHEE S0

D3, MOIRFERINE DN R WNIGEIZIR Y, HEICAKZEHT 52 L 2B ETE D,

o  MEMMEROAI UIBHED & 5 BE

o E R A CRIE R 2R 2 B K ONE B ME 0 K R it 2 <0 e M it 2%
FEOMMIZRIEMEZE N A B D B

o  HCOMEEEBEOEDE UTEMHERZRE L IXFERBMED B O 7R OB TR D
b 5B

o EEEBAE (EeMaBiELSi) ObHEBEHE

o FEEEOBGL IR EE AT L RBRE

e ECOG Performance Status 3-4 *¢ 0 34

2

() MSI-High 9 5 B EE O—IX Y o FHEFERETH S Z &P HE SN T 5 (Latham Alicia etal.: J Clin Oncol.
2018; JCO1800283)

(1£6))

ECOG ® Performance Status (PS)

Score

0

A< AR TEBTE %, FERET L [ U A FAEESHIRZ <ATZ 2,

PIARIIZI LWVEBNEHIR S 702 28, BTARE T, BIEESE - COMEEIFITS LR TE 2,
Bl BOFE, R

BATARECTHYOH DRI Y O Z L33 X CTAHEREMERIZTE RV, B D 50%LL EiZ~y K9Gl 29,

RONTZEASOFOEY D L L TERN, AHD 50%L EE2~y R+ Tl 24,

1
2
3
4

E<#HT 2, AFOHFOEY D LA TERY, BRIy FORFT#EIT,
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6.
@
@
®

BEICIRLTEEIARNEEIE

I SCGERETIN 2, ROEIREER DRI 2 BB T FE D & ARA| O FeM: I O E
HOT= DB/ E HoIZB i L T AT 2 &,

TRIEBRLAIZ e B . B U OFIEITHIINE R OEEMEE i L, [FE 215
ThoEETHZ L,

FREWERO~R Y AL MZoOWT

MEMEEENH LN D ZENHDHD T, KAIOEGIZHT- > Tk, FIHE
e CEEIAL, MEURIREE, k) ORERE OME X Mkt o Fhn s, Biggs+
FWATH 2k, F7o, HEITS U THIES CT, g~ — 7 —FOMR&E % I
HTl,

infusion reaction 23 H i1 5 Z £ 23% %, infusionreaction 2358 HILIZHE T
I, BB AT O & BT, IERBEIET S F TREOWREZ I B
T5HI L,

R Re iR . T ERAEEREST X CRIEEREREN O LN 2 ERH LD
T, AAN O H-BRLAHT L O G- HIM X E RIS N g RERR A (TSH., ERfE
T3. #HfE T4, ACTH, 2Ty —VEOHIE) #FEhid 52 &,

BIERF 2%, A4, HgReREE . &, B{EHEIRERD L DbND Z E03H D
DT, AAIO¥H-FALERT R OB G-I I3E IR P ee & (AST. ALT,
y-GTP, Al-P, B U LB HEDOHE) ZFEETHI &,

SEIER (MR O BREREET) FOERERIREEND HbILD
ZEWBHLOT, EMMICIRORE OFEEZMERT 52 &, £, ROEFN
RO LNTHEITIT, HONCEREEL 2T L0 BEZE2EET L2 &,
AFNOBHAZ XV | WEDRIERINTER T 5 &5 2 DDk 2 72BN E
DHOLLNDZ ERDHDH, BENPRD ONTHEITIE, BB LEFRIILS U
BEFIR 72 ik & BB A Fe o R AN & s U Cl bl 72 8 B2 W A 170 IR o 5E
FOSMZ X2 RWERI D o 2355121 AFIORFEST IR, K OFEIE B
IWEVHIORGEEZZET DL, B, BIEEERLVE L OREIZEYREIE
FHOUCENFRD B2 WIGEIZIE, BB BE R VE LSO s i #l o8 0
bLEET DL,

BT 1% B0 O AR L COLRIERDBRELT 22 b 5729,
AHNOBEHFE T %I HRWERH ORBBUZHDITERET D 2 &,

1 BUFEIRIA (BIE 1 AR IB 2 &) b bbb, #ERBEMES 7 R—v R
IZEDLHZENRHLHOT, OB, Bl R DR OFBLCIMBEE O FA-12+
DIEETHZ &, 1 RBERBN RN ST GERIE L, AR il
RO 5% ORY R EZ1T 5 2 &,

ARAENOEERFBRIZ BT, KEYNOTE-177 iR Cix 9 i = &, F7-. KEYNOTE-
158 55k & N KEYNOTE-164 ik (24—~ A) TIZEGHLENS 141X 9 @M
TEL 1D 12 B8 I S ICHEIMEOF R AT o TWE 2 E R B EIC, KEI#E
H X @RI B RA COROMERREITO Z L,
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REEREET A K71
Ra7nl) XA<w7 (BoFHEEEZ)
(B - A | ob— ¥ FHE 100 mg)
~ R e ~

FHTEL 2 A (FF 34 8 AWET)
BREFEE




Bk

AR e

L C®IZ

ARANORFE, TERITER
e PR Bl
4ol ANE
BERRLIRDEE

BEICER L TRET NS HIH

P2
P3
P4
P9
P11
P12



1. IXC®IT

RS DB « ZRVEDOHER D T2 DIIE, WA SCEEIC SO 2l B2 AR D
HND, E5IC, IHEOREFIFOMEANC L0 | FUREIR S 72 & OFHH) 72 Bk Ve R
FERLPARINDHT T, 2D OERMLZ B LE B IR 5 2 L BRED
BB L 2o TR Y RFMBOEE & R0 AT #2016 CERL 28 4F 6 A 2 B BFERE)
B WTH, EHNERNEOHERAORE(LHEZXSE Z L L ShTWnd,

LR RSP IR T, SRS et 7 0 7 7 A U RBEEDEIE S, & B 5 R
RHZENDD, DD, AEROEEMEICET DIEHRN+0EET 5 F TOM,
U EEKG OB EEZRZIT D RSN BEICRH L THERT 2 & &bz, BIE
R LTI B e kit & & 5 2 & DNARE /R — E O B - 7= 9~ [ SR A% B ¢t
THIENEETH D,

L7eo T, KA RTA Tl BIBEESCZNE TIIHE LTV D EFLIREN) -
B RN RS & | DUT O S O B 72 8 2 HetE 3~ 2 8L O B Bk & %
RO EFHERT,

I, RITA KT A %, MSIATEE N E S ERES R G, AREEAN AR
BRI oy, —MAbRE N B ARER R N B E 2 K O AR A B ARWRERFH 2 O 1
b E1ERR LTz,

KGR E T2 BHEIS A M—Z SEEHE 100mg (— k4 XA T7 e X~vT (Bis
THAHLZ))

KR ERDMEIHE + RIGVIBRARESUT IR O B

MEERDRMEROVHE : 73> F =7 LOPHHICBWT, @, RAIKE, a7 el X<
7 (B Z) & LT, 18200 mg % 3 J# kST 1 [
400 mg % 6 HEIEFE T 30 232 T CTAEERET 5,

i R o ¥ F - MSD &t

(%)

AT 4 25 1 mg, FEESmg (—% : TR F =) ORREIIDE. HiEKOH

=

==N

SHRE ST AL « MR UIBRANRE U TSR 0 Bl g

FER O & @, lANZIE T F =7 L LT 1ESmg% 1 H 20K 535,
7k, B OREBIZ L VEEHEET 52, 18 10mg1 H 2 [AE THET
X2,




2. AHIOFE. TERAKRF

XA F—F EEEHE 100mg (—f%% a7 n ) X< GEE B Z) . LT TR
Al EvvH,) 1, PD-1 (programmed cell death-1) & 2DV > R Th % PD-L1 & T* PD-
L2 L OfEAE#E#EEET S, & MEIgG4E/ 7 o —F AHKTH 5.

PD-1 #&& 13 T e oo 27 B A% 2~ & 8 5 72 DI D3 AR 2SR 3 2 = 7 S i i
AA wF T, PD-1 1%, fEFEZRDIRREICIWDTEMER T HifaoMiaRmIc B L, B O
P G % B e R TR R 2 e RS & H 9%, 3725, PD-1 (XU T2 NEfk
BT D LK VPUESRIRICE DV I VBERAICHIEIT 2% RIKTH D, PD-LI
DOIEFEMKICIB T 2HBUIDOT N TH LN, < OB AMTIE THIROB X 2z %
FERBBENCHEBL TV D, AAMBRIZET 2 PD-L1 O ERBIE, BN, W, I
AR, OB, FE/ANMIREME 7 E O A e MATTRARKNTTHY | IRWVEFRL
OMBMERRE STV D,

BELD D A DEGRIRH) T & PD-L1 FBLOEBEM: 5, PD-1 & PD-L1 OFRIITIEEZ D
FE AR B W CEHEEREE 2D Z EAURBRINTE Y | il BN AIRROER L L
TH/HIN TV D,

AAZ, PD-1 & PD-L1 X O'PD-L2 Oij U H > ROFEEZLET 22 2180, HEE
N B T O S R AR T U o SER A TR ML &8 HFUEE 0% & FE R L
L2 L TR AR D,

ARFNOVEE IS B OGE SO X 2RIESEN & b o, BESUIETIC
ELREMEND D, ARNOFTEG TR URGRITIE, BHEOBIEL T7IATV, BEDH
D BN AITIE, FEH LT HRITIE U2 R 2 gk & BB 2 FF O BE Rl & L i
B2 8RR I 2 ATV T DGR RORIT X D RIER 23 B 581 1d, Bl BB AR L
T A OFGE DGR RLE 24T O BENH D,



3. EEFRRE
RIBEIBRANHE AT R M 0D BB el fig D AR FRIRF I R 2 4T 72 1 72 B IR 5RR D iliig &

R

[HzhE]

[EBRIL RS MARFER (KEYNOTE-426 #tk)

(BB IEIE O 72 O RIBYIBRASRE SUTHAREME™ D1 W I 2 B M s B8 861 51 (H AR
N9 filzEte) #XG02, A=F =7V oAl (LT [R=F=7] L), ) ?%
KE LT, AKA TR TF=7 L OB CLT IRB/ TR F=71 05, ) 3
DA N WLEMED G S iz, FEFHMlE B IX2AEFE (CLF ToS) &vo, )
R OMESSEA WM (BLT TPFS) &9, ) &N, KF/THRF =713, A=F=
7L HEE LT, OS OV PFS & A EIIER L=,

*1

American Joint Committee on Cancer J%5 H 23 ¥A 12 J-3 < SR IV

*2:50mg 1 B 1[8] 4 8 5-1% 2 B REIREE
*3 0 A 200 mg 3FEMMEIE (LLF TQ3W) &9, ) THIRNEKEE L, 7% F=7%5
mgl H2[E (BLF IBIDJ &9, ) OEH L, 7THFF=7 058X, S5mgl
H2BEITEREdT S 2a—A (68E]) LEARMENDHY ., Grade 2 2257 FF=
T ORIWERNRD BT, 23 OIfEA 150/90 mm He LA FICFEE S L2354, 7 mg BID
~OMEEAHEE Uiz, FFBEORELZHV, 10mgBID ~O®E S A[REE Lz, 7
X oF =7, BWEH OER, BAEES IS U ORI SUIHEE (3 mg BID, KRIZ 2 mg
BID) & A[AE& L7=,
#1 AMEERE (KEYNOTE-426 3ER)
AH/ T R F =T RE A=F =Tt
(43261) (429%1)
aefi (H) NE NE
[ (95%CI] [NE, NE] [NE, NE]
OS™ | NH— Rik™ 0.53
[95%C1] [0.38, 0.74] —
P g™ 0.00005
e (H) 15.1 11.0
[95%CI] [12.6,17.7] [8.7,12.5]
PFS™ ™| /\H— RE™ 0.69
[95%CI] [0.56, 0.84] —
P " 0.00012

Cl: {ZHEX[E, NE : HEERAT, *1 : REENTEREOT — % (Q018548H24H I v FA7) | *2: &
B Cox LEBI NP — RET VLD A=F =T REE DL, *3: J@hla 7 Z 7 K. *4: RECIST
HA BT A LIS < B FAT e &



AF200 mgQ3WR UV T X F=T
/

0 4 8 12 16 20

at risk#g 7R A]

AH1200mg Q3W RV
ey it 432 417 378 256 136 18

e e 429 401 341 211 110 20
X1 OSDFEfENTREDKaplan-MeierfifR (KEYNOTE-42635%)

24

100 -
90 -
80 1
& 70 1
B 60 -
£ 50
& 307
20-
10-

0 LR LAY R LA

0 4 8 12 16 20

1=z]
at risk2y EEEAFHIRR]

ZA#I200mg Q3W 432 357 251 140 42 3
RUO7FF=7
A=F=J 429 302 193 89 29 1

2 PFSO HRE#EHTE O Kaplan-Meieri#i (KEYNOTE-4263R5%)



[Zz421%]
[EBRIL RS MAEFER (KEYNOTE-426 #t%)
BERGUIARR/ T X F =T 422/429 il (98.4%) KONA=F =7 423/425 {4
(99.5%) 2RO H AL, IR L ORI EEBENEE T RWAEERIL, TEh 413/429
Bl (96.3%) J TN 415/425 5] (97.6%) (ZiB8 HiLiz, WTNMNDORETHRIERN 5%LL E
OEWERITTED BV THoT2,
£2 WTHUOOBETREEN 5% EOBIER (KEYNOTE-426 3R8Y)  (ZZ2MEfEirstS4EM)

BRI B (%)
(SOC: System Organ Class) AHN T F > F =Tt A=F =T R
FEAGEE (PT: Preferred Term) 429 151 425 151
(MedDRA ver.21.0) 4 Grade Grades 3-4 Grade 5 4= Grade Grades 3-4 Grade 5
EIEH 413 (963) 269 (62.7) 4 (0.9) 415 (97.6) 244 (574) 7 (1.6)
MEEs KOV R EE
1. 12 (2.8) 1 (02 0 69 (162) 13 (3.1) 0
1 BR e S 5 (1.2) 0 0 37 (87) 6 (1.4) 0
I FRERIE 6 (1.4) 1 0.2) 0 79 (18.6) 28 (6.6) 0
1 NSBE 8 (1.9) 0 0 94 (22.1) 22 (5.2) 0
W Wk
FAR s RE TUEE 52 (12.1) 4 (0.9) 0 14 (33) 0 0
R I REAR 135 (31.5) 1 (0.2) 0 119  (28.0) 0 0
B
i) 23 (5.4) 3 (0.7) 0 16 (3.8) 0 0
5% 31 (7.2) 0 0 29 (6.8) 0 0
i 210 (49.00 31 (72) 0 175 (412) 19 4.5) 0
F Az A 17 (4.0) 0 0 2 (52 0 0
EE (= 12 (2.8) 0 0 48 (11.3) 1 0.2) 0
A E TR 6 (1.4) 0 0 34 (8.0) 3 0.7) 0
1IN 91  (21.2) 2 (0.5 0 111 (26.1) 4 0.9) 0
A2 61  (14.2) 307 0 86  (20.2) 9 .1 0
M- 34 (7.9) 1 (02 0 56 (13.2) 3 0.7 0
—f% - 2EEEFR L OGN OREE
A7) 50 (11.7) 6 (1.4) 0 54 (12.7) 12 (2.8) 0
i 130 (303) 10 (2.3) 0 142 (334) 21 4.9) 0
FEIE D JEIE 55 (12.8) 4 (0.9) 0 9  (21.2) 7 (1.6) 0
FEEN 16 3.7 0 0 24 (5.6) 0 0
R R AR AT
ALT #40 102 (23.8) 52 (12.1) 0 54 (1277) 11 (2.6) 0
AST Hn 97  (22.6) 29  (6.8) 0 59 (13.9) 7 (1.6) 0
fd 7 L7 =80 24 (5.6) 0 0 30 (7.1) 1 0.2) 0
1 H R ARSI AR L N 22 (5.1) 0 0 2 (52) 0 0
I FRERE R 3 0.7) 1 (02) 0 48  (11.3) 29 (6.8) 0
M IR 14 (3.3) 1 0.2) 0 76 (179) 31 (7.3) 0
RE D 41 9.6) 6 (14 0 36 (8.5) 0 0
A ifn Bk S 1 0.2) 0 0 37 (8.7) 11 (2.6) 0
Rtk L O E
AR 94  (21.9) 9 (2.1) 0 106 (24.9) 2 (0.5) 0
1R ERIMLAE 6 (1.4) 2 (0.5) 0 26 6.1) 11 (2.6) 0
FhEAE RIS L O HLRk R
RAEH 52 (12.1) 3 (0.7 0 15 (3.5) 2 (0.5) 0
73 AR 23 (5.4) 0 0 16 (3.8 0 0
PR R PR E
R S 40 (9.3) 1 (02 0 129 (30.4) 0 0
GV 35 (8.2) 3 (0.7) 0 33 (7.8) 1 0.2) 0
B L ORI R
EASPR 66  (154) 11 (2.6) 0 39 (9.2) 6 (1.4) 0



Y IPNG | B%k (%)

(SOC: System Organ Class) KRN T X F=THE A=F =T Rt
JEAFE (PT: Preferred Term) 429 Hi| 425 15
(MedDRA ver.21.0) 4= Grade Grades 3-4 Grade 5 4= Grade Grades 3-4 Grade 5
PR, MERas K OVERR R
AU 32 (7.5) 1 (02) 0 12 (2.8 0 0
8 98 (22.8) 1 (0.2) 0 12 (28 0 0
g% ] 28 (6.5) 2 (0.5) 0 16 (3.8) 2 (0.5) 0
I 19 (4.4) 0 0 32 (7.5) 0 0
g ¥ X O T fRbEE
s 27 (6.3) 1 0.2) 0 35 (8.2) 0 0
FE - QRN ASIEERE 119 (27.7) 22 (5.0) 0 168  (39.5) 15 (3.5) 0
& D PEIE 53 (124) 1 0.2) 0 18 (4.2) 0 0
% 46 (10.7) 1 (02) 0 38 (8.9) 1 0.2) 0
A PR
& I E 179 (417) 91 (21.2) 0 184  (433) 78  (184) 0

¥, KB/ T X TF =T RUCB W CRIE MR 1261 (2.8%) . KK - /MEK -
HEO TR 40 ] (9.3%) . REEE (T2« NLU—JEERES) 2461 (0.5%) . ITHRE
FEE (ALT &KUY AST #8072 & O AT EERBR A E B 23 de) 150 5] (35.0%) . FUIRIREE
REFESE 165 5] (38.5%) . TIEMHERERSE 561 (1.2%) . BIEHEREREE 1061 (2.3%) .
1 AUBEIR 16 (0.2%) . BHREREE (RMEMEMEERE) 9 2.1%) . ik - B
SHRMEIE 4 1 (0.9%) . FIERIEE 4 6511 (0.9%) | AR 261 (0.5%) . SE 9
K16 (0.2%) KON infusionreaction2 il (0.5%) MR HLT-, 7=, HEDZEREE
(BEREIEARIEERE . ZIEALEE, BOREIES) | WK, Ik - Bk, EE 2R ikl E
(G s M i INRRD M SEBEI . PR IR I, AREFERSS . MEYRRIERAE ) | MERE AW
BE L OVERZITRR D DI e hy o 7o, REIVEFAZBUIRILIT B S F 5 (R A i L 2 5 1)
rE TR R E T,



(A - AE]

AR OREREDEREET A ZRHA LY 22— 3 102k KA 200 mg %
Q3W. 400 mg % 6 @MIMKE (LLF TQ6W) &5, ) XIE 10 mgkg (KE) % 2iHEfH
Mk (LLF TQ2W] &9, ) THEE LEBEOAFI O MG T EENRT SN, Ok
He. AHA 400 mg &2 QOW THe G- L TZBROAAI D E FAREBIZ 31T 2 FHMIE H IR E (BLT

[Cavgss] EVVD, ) 1. AHI 200mg 2 Q3W TG L7ZBRD Cavgss & HLIT 5 & TS
iz (F#) ., 72, KA 400 mg 2 Q6W THH- L 7= FBEOARKI O EFIRREIZ BT 2 e
MIEFRE (BLF [Craxss) EV¥9, ) 1, KAl 200mg 2 Q3W TH G- L72FED Conaxss &
g L CEfEZ R T & THISNTZb 00, BAANBEIZEB W TARENHR I N TN D
ik - HETHDAA 10 mgkg ((RE) % QW THG L7ZFED Cuaxss & HlE L CTIEAE
Tl TSN (THR) . 510, EERAHEBE 2 XRICARA 400mg 2 Q6W T
B U 7cish s T EER (KEYNOTE-555 #tliR) & 0 15 6 i 72 FERIE I IS < Sy e <
TA=HF VI ab—a Al PRILZERYERE T A —& LELILT (FF£),
Mz T, BEOFEEIZ BT 2 R IS & | AFI DR &E & A e et
& OBEZ MG DIRE ST T VDHEEE S, AH) 200 mg 2 Q3W XX 400 mg %
Q6W TH#H Lo BEONgER B & AR UL et & OBEIZO W TIRFT S /bR, E
SR - HEOM TR 222 2RI 0 & PRl Sz,

£33 FAOEYER T A —F

B - Crnax Cavg Chmin Crnax.ss Cavgss Conin,ss
(ug/mL) (ug/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL)
200 mg Q3W! (58.55?'519.7) (27.27?298.1) (17.511 8.3) (91 .97?'984.1) (49;?? 1.0) (30.35(,)'39 1.4)
400 mg QOW (12;,2?24) (32.3)??2.7) (10.11(,)'160.8) (142?49) (50.51(,)'57 13) (19.28?30.9)
4$22%%gw (m;;?gaa NA uﬁ:??m NA NA NA
10 mg/kg Q2W (21§?gz3) (14§?T45) (11;}?21) (421??33) (27@?282) (19§?;00)

T:0n=2,993, 100D I = b — 3 UK FH SIS EHEO P IE (2.5%4,97.5%4) « Crmax @ FlIEIHE
Bt DR MG T IREE . Cave @ MG OFEIMAE T IR Couin - AR GE (A 70 2 5 ORARMLIE
FIRIE . Crmaxss : EHIRBBIZI T DI MG FHREE . Cavgss © EHFIRABIZI T 5 FHIMIEFIREE . Crminss : EFIRREIC
U B i o i B

1 56 BT FIEME  (95% 5 X M)

§ : 41 FIOTELIE (95%IFHEIX )

NA : %472 L



4. HERRIZOWT

PR3 Y R 7 EEEHE (RMP) (ZHD & | ARHI OB 2 PSS B~ i /14l
NdHHEH TH > T, AFN OGN 72 BEEZBW - FrE L, AFIOFEGICXL ) HE
7REWER 2R BL L2 BRI ST 5 2 EBRER T2 LT OO~@D T & /=3 I
RICBWTHEHT o _X&ETH D,

D HERRIZDOVT

D1 Tred (1) ~ (5) OVWTINICHEYTHMEXTHDHZ &,

() BEAFEKEGET D03 AFaEERLSURBESE BB IR 23 A2 R SRR
HiE A3 ARSI RS, HUES AU BSIRIE 72 &)

(2) FrEHHEIPL

(3) FEFIRENFE DG E T D03 AU HREEERRT (D3 ARSI BT, 03 AL
gk, DS A REEEEHEE R R &)

(4) ARACFRIERE TR E L, SSREFREINE 1 USSR HRIEINER 2 O ek FEYE
[Z£R D Jm 217> TV D ik

(5) HUENMEREE A AL & BN O fifi s L UEICAR D JE & 1T > TV D fit%

O-2 B O LT HE K ORIVE TS BLRE O et i |2 +53 72 Fnk & fRBR 2 R olEff (T
RONWTIDITEE T DERM) 23, YRR OARFNZET HERORMEE & L ThE
INTWDHZ L,

<

o [ERNEFFEUS 2FOYHINHE 2E T L7212 SELLEDO D AIEIR OERIRHE 217
STWBHZ E, 95, 2L EIX, BASEYEEE & UTRRRIER > ONHE 217
STWAZ &,

o [ERNREFEUSE 2 FEOYMINHE ZE T L721212 4 FELL_ EOWIRESEHF O BRIRHE 21T
STEBY., 55, 2800 BiX., BN O AL %25 e ATRIEDRIRHIHE 21T
STWNWAHZ L,

@ BEANOEERLFREBOMEHIZOVNT

R E R IS T 2 LA N E S, BERAEN D OFmE D, Aot - &
MR EROEBLE OERZIC T 2 Rt A EFL0BAE LGS 0o#RE
HH, BEDRESOIITON D IEH RS> TWNWD Z &,




@ BHWER~OXIRIZONT
@-1 HERREHICEEd % B

MV ME IR R DO B 2R BIWE A 2338 48 U 72 BRIC, 24 BEIR2HRIAHI O F | MUikhik X
SRRV, B LZEWEAICS U CABRREHE L O CT 20 BIVEA ORI 75
IR DOREFR N Y B HICE G, EHITRHGATRERAEHI N> TWnWDE Z L,

@2 BERUEEEICLLIAEFEFSAICICET HES

N ASIRIZHE D 5 BEPIR 72 Fnk M OB BE 2 3 D IR IEFE D EWEH T =42 U v 7
EEDIEROA T ) — =2 T E2ATOEIRE L F a4 TE 2 F — LEREH 235
SN TS Z &, 2B, BlfIEHIZOWT, BDABRE L ZOFIRIZ I mINnT
WwWnHZ &,

@-3 BIEHOZWCRIGITEE LT

RIVER (MVEMERIZEEICINZ . KBE - /DK - BEO TR, BUEMK - A2 - i
FEREREE - 2% - BEALPENRE 25, BfrelEE (RS IEMEBRSE) . WowES (F
MAEERE S, FUIRIMREERE S, RIBHERERETE) . 1 BRI, 5 & DR, Ahdk - B
ArARE . BER . BHEORKEES (PR ESRAE, RERIEIRIE R, 2 AL
BE, BRIEIESE) . infusionreaction, AMZ - BERIE, EIEMMEIE, MhfkfEE (7 -
N U—EGEREE) | Dk, BEERMKRES (Gt MRS MEERBER | Fa mE= i,
TREFERES . BERERIERAESE) . MERERIEMRE, FES) (T LT, Makhis b=
RSB ORI 2 A3 2 AN & s U (RIEH ORZEr-eXIcICB L THRE R OSSR 2 5%
ToNAEMICHDH L) | EHIZHEURAEN TE HEHINESTND Z &,

10



5. BREMGLRDBE
(APt B9 % FraH]
O AL O 72\ MRIBEIBR A BE

TERRBAE O B BE IC B W T, AAIL T v

F =7 L OHRBEGOFEIMENTREN TV,

@ TREICEEY T HHEE

XD ARHN DB G- K O IR W TR ARIOF RN

LI TR LT, REIOEGXR LRG0,

o INRRMIBIRIE
o AHOHEMEL

o DOTAEHFNDAZMEI TR S TN ML o H

B9 5 HIH]

2L

[Ze 4tk
@© TR
o

Pl

RN b

CIZE Y A BREFIZHOWTIEAF O #1322

MRS & DO G-

EEINTNDLZ LN, AT

o ARNIORGTIxE UISBOE O BAER O & % B4

C){Aﬁmmh¥ﬁ

o [HH
o MoEREGsRA CRIE R

BWTFRRICHEET 2 BF T HOWTE, AFoHRGIFHIE IR0
VM OTEREIREL A 22 WG EIZIR Y |

BEEICAAZHENT LI L 2BETE D,

%mrﬁ@A%Xi%ﬁ®%é$%
SR B HBFE M ONE B ME 0D i St it i

JQD

Gt fidi 2%

DM RIAENEZAL A3 A %h%ﬁ) BE
o HOREREOEHR UXBMERRFE L ITEREMEO B SRk 8O BT~ O

oo BAE

o lESBRE GEhesMiaBiiEEZET) Ob 5 EE
« WO E AT S E8E
*  Karnofsky Performance Status 70%Afi 5V o BF#H

ED Karnofsky Performance Status (PS)

Score | EFE

100 [IE5, FEICxHT 2 BEOF A2, BBHRERZ L,
EH OIREIAN AT RE, RERI 7R BN LB, 90 |BRWERAAEIR TS B3, IEHIEE) Al HE

80 |72 0 ERHAEIR A B B8, B3 H L CIEH OTFEh nlfE
T H 2 LIEAARE, HETEETET, FH| 70 |B0BHOMZHITE AN, EWOIEHE - 5@3 5 Z S I3 R AlhE
HITIEE AP ANRERICE D LDOTHD, | 60 |HDICHERZ LT TEE0, LEPENNLE
xR RO A LE LT 5, 50 |k AEEIE LB X OE N 7 ERRL T 4 DS LB

40 (BT, MU RS LOEEN L
HOEY DO EEANTTERN, HEHAV| 30 [E<ENTP, ABRAKLEEREITS LEE > TN
WD GH# L RSO BH#A VL35, YR 20 [FEFICERE. ARSI TR IR 72183 3
NEGEICHEIT L CW A ATREMEN S 5, 10 |FEMI B> TV D

0 |3

11




6. MEICE L CTHEBEITREHE

O  IRSCEEION A, BEIRTEER DT 5 BB IC 2D & ARAI O REE K& O%E 1IE 4
HDOT=DIZ B2 A2+ 3B LTI Z &,

@ IBRBRMAICENL G B T OFBEICAIER a2 o L, RE 25
ThoEET5HZ L,

@ EREMWEHDO~RT AL MO T

MBEMIREEN D HbND ZENHDHDT, KFOEEIZH = - TiE, PIHE
W (B8, PRULIREE, ENREE) O O X A o FEhess, #leis +
TWATH T b, Fo, BEIDSUTHE CT, i~ — " —S5 D&% I+
HZ &,

infusion reaction 23 & H 1L 5 Z L3 & 5, infusion reaction 23Fd & HILTZHHE T
X, WURAEZIT O & & BIT, SERBEIET 5 £ TEEOIREZ +43 108152
THZ L,

R RE RS TRAEEREE X ORIBHERESEN b b2 ERH LD
T, ARFNOF 5Bk & OF 53R X E RS N W REMR A (TSH., b
T3, T4, ACTH, I =2 /vF Y — NV 2EORE) 2Fhd 52 &,

BIERF 2, A2, IFEEES . TR, {EHRERN L ONDL Z 03 H D
DT, AAHIOEE-FAGHT R O G- M S e BRI TR RERMR A (AST. ALT,
y-GTP, Al-P, BV /LEVEOME) Z2EfT5Z &,

SEI R (IR I BRAEREZ 1) FOEERIREENS LD
ZERHLOT, EMHICIROBE OFRAMET 52 L, 72, BOBRFEMN
O BTG EITIL, EONCEREE L2 T2 L0 BELHFET L &,
AFNOFELGIZ XY BEOREISIZER T 5 &5 2 b dikx e R BORRE
NHLONDZENH D, RENRD LNZHAIIE, BELEZFRIILS L
REFF) 70 ak & R A REO R AN & HE U CE DI RSN W ATV W D%
FOSZ X 2 RWER BB DN 2561213, RFIORIETH I, K OFEIE E AR
IWEVRIOBRGEEZZETHZ L, ok, BIERERLVE L OREIZEYAIE
HOYUGEDFED BILRWIEEIZIE, BIE BE AR VE LSO 5 Bl o8 0
LEETDH L,

R TH, FORABMN S0 ARB L T LEWERN BT ERNH 57290,
KRN OB G THRIZHEWERORBUZ I EET L2 &,

1 BUHEPR I (BE 1 BUHE SRR 2 & de) & B, HERFES, 72 R—v &
WZEDZENRBHLDOT, A, EL, RHEOTEROFEHRC M ED LA+
MEETDHZ L, 1 ABERBE DN EA IR EEFIE L, A A 8l
H OB HHEDOMY R EEITH Z &,

@ AARNOEFERERIZBWT, HERENS RBEH, DEIIM4BEEEToRTE, 20
#% 12 B LAl ZIT > TV Z & 25 # (2, AFIERETIXESEIZHE
GBRE CHHROMEREZITH Z L,

12



wEEREETA NI
RA7ul Xv7 (BrFHEBRZ)
(HR7E4 : ¥4 bVv—F KEEHE 100 mg)
~ SRR ~

SxE1 2 (5Ff0 348 A%ET)
BT BE




Bk

SN kv -

X C®IC

AFN DK, AEHET

I PR B AR

MiE% 2 DU T
Bhxt G L7 D B
BB L THEETNEFIH

P2
P3
P4
P12
P14
P16



1. IXC®IT

OGN - ZEVEORERO T2 OIZIE, U SCELE I IS\ 258 1E 226 3k 6
5D, 52, IEORARRTOMEANC L0 | FUREIR 72 & OF B 72 B e
FFIEHELDPKRB I NS T, 2o OEEL A2 BICHLEREBFICRMT 5 Z &N
FE L 2o TR Y REMBGE R & SO AT 2016 O 28 4 6 A 2 H MERE)
ICBWTh, EHREELEOHHORBEHEZXS Z LS TWD,

AR AR P E SR L T, SRR LM T 0 7 7 A IV RBEFEDOEIR S, & SR
RHZENHD, ZOD, AR OLEMEICET 2 EERS 0BT 5 oM.
WMEEEGOBEEMRZIT D ENPRHINDBEEICH U THERT S & &b, BIE
FRREL LTI Bt & & D 2 & DS AT RE 7 — 18 O B % Yi 7= 9~ [ S B BE < ik
THLIENEETHD,

L7z oT, RIFA FT A Tl BARBRERL ZNE TIZELN TV D EFIHTFHY -
BHER RHNC IS & | LUT O EIEG Okt 7ol 2 HEdE 3 2 8180 & B 31 & %
F RO ERRZRT,

I, ARATA KT A %, MNTATEGE N E SRR O, AEEEAN AR
BRI s . —MAbRE N B RERIRINEHES . —BRAEENEAN B AR H SFEER 72 g O
NasftHEN AR OBEARI 2O 106 LR LT,

XL IR D EIRG - A M — S EE 100mg (—#%4 : XA 7nl X~v7 (#iE
FHAHR))

R ERDMEIHR « TR TR & A T 2 SHSEHE

MNEEROMEROHE @, BRAIZIE, a7 e X~7 (BEFHEEL) & LT, 1
[B] 200 mg % 3 WA HIFE XX 1 (5] 400 mg 2 6 3 [H AR T 30 5[
T TRIEFRET %,

B 3% R 58 3 K MSD Rt




2. AHNORKE. TERABF

XA M—FSEE 100mg (— 4 XA Tr ) XA~ T (BEEFHEEZ) DU TR
Al &£y ,) 1E, PD-1 (programmed cell death-1) & Z D U &> K TH 5 PD-L1 LT PD-
L2 L OfAEEHERET S, b MbIgGd £/ 7 n—FAHiikThH 5,

PD-1 fREIE T AR o0 122 B BB 2> & kA D 72 2 08 AV S FI A 3 2 =5 70 002 il £
AA wF T, PD-1 1%, HEERIREICEWCENR T flsoMiaRmc gL, BHoh
7 S % e AN LB S TR R 7 0 SOS 2 95, 72 H, PD-1 (XU H o REfk
AT HZ LKV HURZRIRICE D v 7P sz AT 2% 8K CTh 5, PD-LI
DIEFAREIZ BT 2FBUT DTN TH LD, Z< ORAMTIE T Miao@s 2z
DI EEENCHE L TV D, DAFIICIS T D PD-L1 OEFEEIL, B, T,
R . JREE. FE/ NRaTE 72 & Ok 2 B A TTHARK - TH Y | ARWERFSE
EOMBERHE S TWD,

BELD D A DEGIRH) T & PD-L1 BELOMEAMEN S | PD-1 & PD-L1 OFREE IIMEE D
TR AR B W CEEARRE 24 ) Z EAURBR SN TR Y BB ARIROER & L
THIFfF STV 5,

AAKNL, PD-1 & PD-L1 X OXPD-L2 OV # o ROFEGEAETHZ LIk v, H5
W NBREE T OIS R A EME T U o BRAEMAL &8, HUlEE G 2 FiE (b
T 52 L CHIEEN R AT D,

ARFNOVERBE R I W OGRS X 2RIEEN & boh, BESUIELTIC
EDOAREMEDN D D, AANOEGH R OEERIZIT, BEOBIEL T0ITIT, BE DR
D BT HEITIE, FH LT FRITE U R 2 ik & BB 2 Ff O PRl &g L Tl
G2 BERIR2 I 2 ATV P DO K D BITER 2N B 5551213, Bl BB ARV
FUHNOEGEDOWEY) RLE 21T 5 MR D D,



3. ERPRRE
B3 Tz RER RS & A 5 2 BASAT I O G R I G AN 2 17 o 7= 3= 72 il R 5 BR oD ilei 2
N N

[ 5hiE]
FE B IE R MAHRER (KEYNOTE-048 #5#)
LFERIERE D72 JRFEEAL S A, - FHRBE M ONEER O 138 ST fRiAE 2 A5
5 UHSHE T E RO R 882 5l (AAAN 67 fla&Te) ZxENIC, ¥VFv~7 (&
B z) UUT eEYyFo~7) Lnd,), ZrdryIior (BIF [5-FU) &
2.) KOTZFFRAOHHEE ((LFFRIER) 225 e LT, 5-FU & 77 F#l
FIOPER T CAAN G CRAIDE B G-RE) 3 K OURH] 200 mg % 3 IR (LT TQ3W
EV 9 ,) BE CRAIEME 58 OFMELONLEEER G Sz, EEFHMELEE O
=L INTAEFHE (BLT TOS) &Wv9,) 12T, ITT £RICBW T, KAEIGF
ﬁﬁ‘%??zt HMEFIRIE L I L CTHRICIER Lo, £70, ARFIBIRETE I L5015 & ik L
T, ITT EHIZHBWT, OS 1EFELMEZL R L, combined positive score™ (LLF TCPS) &
AP ) 2N 1 LLEDBEEMIZBWT, 0S D EREENED b,
D RPTIRZE ST DI & UL FRIE 2 S IR I S TWE BE Tl Yikin
BHORKIEEA L6 ALLERIE L WA 5EAIT. A ANAREE Sz (72720
MELIRIRSE T 60 H AWNICIRIBEIT L7285 8135R <),
¥ YR~ T (PIE400 mgm?, 208 H LAE250 mg/m?) . ¥ AT T F 100 mg/m? XL A
VAT ZF 2 AUC 5 (mg * min/mL) K ON5-FU 1000 mg/m?/day (4 H [5Gt i 5-)
DIEIZ Q3W (Y F v ~T DA UAMER) ThR6=—AEH#%, &Y F v ~7250
mg/m*Z LA FIRE TG L7,
#3 0 AKF200mg, > A7 T F 100 mg/m? XX VART T F 2 AUCS (mg * min/mL) & TY5-
FU 1,000 mg/m?%/day (4 H [FFpeA0# & 5) OIEIC Q3W Thk6 = — A ¥ H4 . K200
mg Z Q3W THH L7,
*4 : PD-L1 & 381 Lo fifad (BB, ~27 v 77—V RO V)8R ZREEHia e
BrL. 100% 3 U 7= 24,

#£1 FAAPAEEOFWMESRE (KEYNOTE-048 35%)

AHNOF P 57 (bR ibRE
(28141) (278%1)
o (H) 13.0 10.7
[95% CI] [10.9, 14.7] [9.3, 11.7]
0s™ AN — R 0.77
[95% CI] [0.63, 0.93] —
P fli* 0.00335

Cl: EEXME. *1 : PEEITRFO T —% (Q018F6HI3E D v b4 7). *2 : @5 Cox LEB NV —
RET I LD FIRERE L Ok, *3: @llle /5 o 7 HE



AF200mg Q3W, 7 T FF B} U5-FU

AR (%)
5

04 ©vxv~7, FIFF AR OSFU HﬂMMF

Ay,
o P
0—— T T T T T T T T
0 5 10 15 20 25 30 35 40
AR (A

at risk%%
AFI200mg Q3W,
70'33:—)_§Q§U&US-FU 281 227 169 122 75 40 10 1 0
YR wT,

7 5 FFHH| Jy O5-FU 278 227 147 100 51 20 5 1 0

1 AHFIPEREE D 0S O FEIENTR: O Kaplan-Meier B (KEYNOTE-048 38%)

#£2 AFEMBEEDOHMESE (KEYNOTE-048 3ER)

A AR 5 {bPRibRE
%5 30141 30041
e (H) 11.6 10.7
‘ w | [95%CI] [10.5, 13.6] [9.3,11.7]
ITT e 08 N — R 0.85
[95% CI] [0.71, 1.03] —
P " 0.00014
il 2574 25545
e (H) 12.3 10.3
CPS=1D | (oo [95% CI] [10.8, 14.9] [9.0, 11.5]
B AN R 0.78
[95% CI] [0.64, 0.96] —
P fE™ 0.0086

Cl: {EfEXM, *1 : PEMEITIREOT —4% QOISFF6HI13H I v bA 7)., *2: @5l Cox fil ¥ —
RET W L DLEFREREE DL, *3: Bhln 77 7 E GELMEP ). *4: Ehin 7 <
VURRE (EERE P H)



A F#1200mg Q3W

L (%)
2

7

20| ﬁy4y77‘73%+%%&0&n1lmmﬂﬂﬂﬂﬂTﬂbﬁ

o R
0 \ \ \ \ \ \ \ \
0 5 10 15 20 25 30 35 40
AR [H]
at risk#
AF5200mg Q3W 301 225 172 125 81 37 18 2 0
N AN
300 245 158 107 57 26 10 1 0

7' Z FF B L O5-FU

AF1200mg Q3W

AR (%)
5

/;»“‘~~~~-ﬂ‘|l||‘ t

m -
7 Fllly
2 Y Xy~ T T TFF IR US-FU 'hlH""ﬂ’r"i»-ﬂ,,,lw|L o
10 ITﬂﬂi 77777 |
(e \ \ \ T ‘ : | ‘
0 5 10 15 2 25 30 35 20
ALEHIR (A ]

at risk%%
AF200mg Q3W 257 196 152 110 74 4 17 2 0
Y XwT, 255 207 131 89 47 21 9 1 0

7' Z FF A & O5-FU

X2 AFIBEMBEE D OS O FRMENTRD Kaplan-Meier Bt (KEYNOTE-0483R5%)
(EX : ITT £, THE : CPS= 1D BEEM)



(PD-L1 ZEBURILA D A 2 )

[EI B L[] 25 AR AR (KEYNOTE-048 3U5R) ITHHAAN DT BE DT —FITHAD X
CPS BINZFRNT 2 AT o To 2 (BREBR R 2 5 1) M OZAEMEORERIZLLT D L1
ThHoT,

AFE LG O A NMEICES LT, CPS 23 1 Rl OSA AL FIRIERE & 1 TIFREED
WRTh-oT (3, K3),

AF B 5 O ZIMEICEI LT, CPS AMEUME EAL SRR o3 2 ASH Hh £ 5-1¢
DAY — RN R E < 2 BB AAFED HAL, CPS 2 1 KiiOHEITIT AP — R 1 %
kRS (R4 KD 4),

728, PD-LIOFIRIUZ L 6T, AKROLEMET 07 7 A VIEFRERTH - 7=,

# 3 KEYNOTE-048 BRERIZ BT 3 RFULFRESAREED CPS BIITD 08!

PD-LI %5 FE B g L e
CPS<1 Kig;i;ﬁ 22 iéi Ezz 1:2% 1.07 [0.66, 1.74] "

1=CPS<20 K?gg;;i;ﬁ 32 l;; [[:2’11]5.'53]] 0.75 [0.57,1.01] ™2 0.25
csn  POIEE B o e maes

Cl: X, *1 : FEEEITRE O T —% (201846 A 13 Bl » hA7) *2: JEJEHI Cox bl ¥ — K&
Fv (PRREYIEAT) . *3 : ECOGPS (0. 1) MUVHPV &Y (k. [atk) Z@RIKF & L7- Cox Hufil
— RET L

100 007 o
90 90
80 80
—~ 70 . . o W ko PSSl N
~° A F1200mg Q3W, 77 F A KUSFU <3 Y Xv~T . 7T FHREIROSFU
N2 60 | S e
-F\a— 50 1\\7"-._,‘ E\'ﬁ- 50
& w0 . & o
€ /“‘*“m Sl
20 HH“HL"HJ[ 20
o] EYFYIT ITTFFRARCSFU }'H"}mf"|~1m|w.§ 1 104
0 T T T T T T T T T 0 T T T T T T T
0 5 10 15 20 2 30 35 40 0 5 10 15 20 2 0
AETEHIR (A — AEAEHIR (A
A F200mg Q3 W, A 11 200mg Q3 W,
ijfﬁ!ﬁﬂ&ﬁsw 242 197 144 109 67 36 9 1 o 57 %‘rg%%l&o‘s-m 39 30 25 13 8 4 1
ey X~ T, YR T,
5 o osay 20 191 122 83 42 16 5 1 0 S AR A 43 36 25 17 9 4 0

X 3 KEYNOTE-048 3BRICI1T 5 AFBEHZEERED CPS BITD 08 O FiEfENTH D Kaplan-Meier B
(K : cpsz1 BFEHEE. AKX : CPS< 1 DEEELMH)



# 4 KEYNOTE-048 RABRIZIS 1T 5 AF| B 5.0 CPS B TD 0S™

PD-L1 5L B gy TR DeCH e s
crs<t M s s lorias M 08620 7

1=CPS<20 z'xfgii;ji;ﬁ ii: 18? Ezg: 1;?% 0.90 [0.68,1.18] ™2 0.028
cpsz20  * f{iiﬁigﬁ 3; 133 E;;élg? 0.61 [0.45,0.83]

CI: fFHEX M, *1 : PRGN TRE O T — 4 (201846138 B » hA7) *2 : FEERHICox LBl N — RET L (F
SREOMENT) . *3 1 ECOGPS (0, 1) RUHPVIERG: (Btk, Batk) ZJEhlRF & L7Coxtbfil ¥ — FE7 L

100 107 ey
90 90
80-| 8-

70

Y X v~T | 7T FHUH KOSFU
A #1200mg Q3W

EIFR (%)
3

S
— S
- ) -
4\+| / H“’Lf“ P 11T s AR [T T
2 \ . Iy . 2 It 1
o) EYERYT L TIFTMAROSFU it H'»fﬂrmﬂ o
0 T T T T T T T T T 0 T T T T T T T T
0 5 10 15 20 2% 0 3% 40 0 5 10 15 20 ) 30 35
B HEAESIR (] N AR (]
at risk ¢ at risk %%
5 71 200mg Q3W 27 1% 12 M0 74 X 17 2 0 A 71200mg Q3W 4 % 2 15 7 3 1 0
EYEy~T. %5 a7 130 8 a7 21 9 1 o EYET~T 3 2 18 10 5 1 0

75 S AR US-FU R

X 4 KEYNOTE-048 3BRICIB1T 5 AR BB ER#ED CPS B TD 0S D H AT D Kaplan-Meier B
(2K : cpsz1 0BEFELE. AKX : CPS< 1 DBEEEF)



[Zz 4]
OEFEILFR AR (KEYNOTE-048 #5#)

B ERHRIIAFIGE A GRE 271/276 61 (98.2%) . AHKIEM B 5-7E 290/300 1 (96.7%)
R Ob AR 286/287 1l (99.7%) 1258 HAL, 1RERIE & ORI REEARNEE TE 7220
HEERIT, 221 263/276 B (95.3%) . 175/300 51| (58.3%) K& TN 278/287 i (96.9%)
RO BT, WIT IO DORETHREEBIE DN 5% L EORIERIZTRO LB THoT-,

#£5 DWFNLOBEETERBEED 5% EOBHEH (KEYNOTE-048 3RE2) (MMt S4EMH)

Z8 B BIK43¥ (SOC: System B (%)
Organ Class) AN OF G- AT HA P G- A b e
JEARGE (PT: Preferred Term) 276 14 300 £ 287 14
(MedDRA ver.21.0) 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4  Grade 5 4> Grade Grade 3-4  Grade 5
2EIEH 263 (95.3) 196 (71.0) 10 (3.6) 175 (583) 49 (163) 3 (1.0) 278 (96.9) 195 (67.9) 8 (82)
MigFR LY 23R EE
2 1. 133 (482) 52 (18.8) 0 12 40 2 (0.7 0 118 (41.1) 42 (146) 0
FEENE LT BR R 21 (7.6) 21 (7.6) 0 0 0 0 12 (42 12 42 0
i Bk 34 (123) 8 (2.9) 0 2 (0.7) 0 0 38 (132) 16 (5.6) 0
I FRERIBVE 91 (33.0) 50 (18.1) 0 3 (1.0 0 0 90 (314) 59 (20.6) 0
1SRRI 75 (27.2) 24 (8.7) 0 4 (13 1 (03) 0 63 (22.0) 24 (8.4) 0
HiB L OBkKkEEE
Hg 15 (5.4) 0 0 0 0 0 16 (5.6) 0 0
P IR
R IR BE AR IR T RE 35 (12.7) 0 0 39 (13.0) 0 0 1 (03) 0 0
H b
(27 28 (10.1) 0 0 9  (3.0) 0 0 31 (10.8) 0 0
il 49 (17.8) 3 (1.1) 0 16 (53 1 (03) 0 75 26.1) 5 (1.7) 0
L 124 (449) 15 (5.4 0 12 (4.0 0 0 131 (456) 16 (5.6 0
AN 67 (243) 22 (8.0) 0 0.7 0 0 69 (24.0) 10 (3.5 0
AR 75 (272) T (25) 0 7 (23) 0 0 64 (223) 5 (1.7 0
—f% - BHEEL L OB GEMORKE
M) 33 (120) 8 (2.9) 0 7 23 1 (03) 0 30 (105 6 (2.1) 0
I 5 84 (304) 19 (6.9 0 43 (143) 3 (1.0) 0 83 (28.9) 11 (3.8 0
TR 18 (6.5) 0 0 4 (1.3) 0 0 9 (3.1 0 0
D JENE 77 (27.9) 26 (9.4) 0 8 @27 2 (0.7) 0 76 (26.5) 14 (4.9) 0
FE A 16 (5.8) 0 0 10 (3.3) 0 0 12 (42) 0 0
JRYIE RS L OV A HUE
NGRS 0 0 0 0 0 0 33 (11.5) 0 0
BE, hER L OWEAHE
HEANITPE D SO 2 (0.7) 0 0 1 (03) 0 0 16 (5.6) 3 (1.0) 0
R A A
ALT #4/0 10 (3.6) 2 (0.7) 0 7 (23) 0 0 15 (5.2) 2 (0.7) 0
Mz V7 F =8 30 (10.9) 1 (0.4) 0 2 (0.7) 0 0 15 (5.2) 0 0
I R AR 46 (16.7) 28  (10.1) 0 1 (0.3) 0 0 54 (18.8) 35 (12.2) 0
ifi N 51 (185) 14  (5.1) 0 1 (03) 0 0 46 (16.0) 9 (3.1 0
IR 21 (7.6) 2 (0.7) 0 9 (3.0 1 (03 0 30 (105) 1 (0.3) 0
1 BRI 36 (13.0) 15  (5.4) 0 2 (0.7) 0 0 43 (1500 22 (1.7) 0
R L OsaEREE
fex el Bl 62 (22.5) 12 (43) 0 16 (53 1 (03) 0 62 (21.6) 8 (2.8 0
&H Y 7 AlfgE 16 (5.8) 8 (2.9 0 4 (13) 1 (03) 0 36 (125) 11 (3.8) 0
K~ 7 %y 7 AlSE 20 (10.5) 4 (1.4) 0 3 (1.0) 0 0 95 (33.1) 11 (3.8) 0
K b Y 7 AdfiE 23 (83) 10 (3.6) 0 9 (3.0) 6 (2.0 0 20 (7.0) 9 (3.1 0
1KY g 6 (2.2 2 (0.7) 0 1 (0.3) 0 0 19  (6.6) 5 (1.7 0
PR R P
NG Y 16 (5.8) 0 0 6 (2.0) 0 0 15 (5.2) 0 0
KR =2—m3F— 15 (5.4) 3 (D 0 1 (03) 0 0 6 (2.1 2 (0.7) 0



FHEBI KRS8 (SOC: System

Bt (%)

Organ Class) AANGF G- AK B B (bR IETE
JLARGE (PT: Preferred Term) 276 i 300 131 287 Hil
(MedDRA ver.21.0) 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4  Grade 5 4= Grade Grade 3-4  Grade 5
B L OURBKE B
AR 15 (5.4) 4 (14) 0 4 (13) 1 (0.3) 0 6 (2.1) 1 (0.3) 0
R 8 X O Pk
SIERRR G 5% 1 (0.4 0 0 6 (2.0 0 0 82 (28.6) 6 (2.1) 0
B2 R HE 5 (1.8) 0 0 6 (2.0 0 0 27 (9.4) 2 (0.7) 0
fiﬁi " RERAAEA RIE 4 (14 0 0 1 (03) 0 0 20 (7.0) 2 (0.7) 0
& D PEIE 14 (5.1 0 0 21 (7.0 0 0 24 (8.4) 1 (0.3) 0
W% 22 (8.0) 1 (04) 0 25 (83) 2 (0.7) 0 101 (352) 17 (5.9) 0
Bz gt 2 (0.7 0 0 0 0 0 36 (12.5) 0 0

72k, ARFIOFHAEZEGRHCB W TRBE MRS 13 6] (4.7%) . KIBE - /MK - BED
THI9 B (3.3%) ., MRFEE (X7 v - NU—JEBEREE) 96 (3.3%) . IFHREREE 27 4
(9.8%) . HIKIMEEERESE 40 B (14.5%) . THEEMARHERERESE 1 61 (0.4%) . BH#EREE (R
A TEVEMER %) 21 B (7.6%) . Oyinde 1 41 (0.4%) KON infusion reaction3 41 (1.1%)
WRD Oz, £z, EEOKEEE (FREMBEIRIEGER, 20, EREES) .
RIBBEREIR . | BUBEPRIA . SR, % - R RARIE . EREAN I J)E, A - Bl
SE D SR, mEEAR MRS ot/ MR/ EERBER ., AR, JRIFERE,
PRIERIESS) . MBKRE AIEBERE X O EZITER D b v o7,

ARFN B BRI B W TRV B MR R 16 1] (5.3%) . KRIB%K - /NG - EEEO T 4
B (1.3%) . EEO R ERE (RERBEIREGRE, 28, BUOEES) 161 (0.3%) .
FFREREREEE 15 1] (5.0%) . FRARFERERS 2 42 1] (14.0%) . T HEMAHERERE 1 1] (0.3%) .
RIEHEREFEE 1 61 (0.3%) . BHERERES (RMEREEBRE) 56 (1.7%). Bk -
B 141 (0.3%) . 5 & DR 1] (0.3%). MK 24 (0.7%) K TN infusion reaction] 4l
(0.3%) BBDO BN, Fiz, MRRkEE (X7 « SU—EBERS) . 1 AR RBE., W
K- BRAUTIRIARE, BEAEREENE, Ok, BEERMERES (g M MR 2R BT
. WMLPEE L, REFERES . EERRRIERIESE) | MERE BIEMREE K OWEZITRE O B /e s
-7,

AREWERZEBRDLIIPE RS (RAREERE 2aT) 230G RE=T,

10



[k - HE]

AHNORHEMEYEEET VERHALZY I 2 b —vaick b, KAl 200 mg %
Q3W, 400 mg % 6 WMl (LT QoW &5, ) XL 10 mgkg (KRHE) % 2 EfH]
k@ (LLF TQ2W) &), ) TEE LIZBEOARA O MG FRENRGT S iz, T Ok
Ry KA 400 mg & Q6W TH G- L7ZBEDOARK O EFIRAEIZ I 1T 2 Vi iE HiE (A
T TCagss] V9, ) X, AAI200mg 2 Q3W THE LT2BED Cavgss & FEELT 5 & T
Ehi- (F#) . £7-. AH#I400mg % Q6W THE L IZBROAA D EHIREEIZ BT 5 %
EME IR (LLF [Chass) &VV96 ) 13X AHI200mg 2 Q3W THE L L7ZFED Craxss
L L CTEEEZ R T E TRISNTZ OO, HARNBEIZBWO TARMEDR R S LT
oMk - HETH 285 10 mgkg (KE) % Q2W TG L7EFED Chaxss & HolZ L TIK
fEZrd TSN (FR) , S5, EERAEEE 2 RICAHA 400mg % Q6W
TG L7/ S HERBR (KEYNOTE-555 #85R) X 0 455 7=32EIC I < 3RpEhhe
WNRIA=ZFZ I ab—ra Al PRI LIZEYBIRE T A—2 LHEEILT- (TR,
Mz T, BEOREEIZIBIT 5 ERBREGEIC D & | ARAOlgEE & &AM TRk
& OB A R 2 BBESOSET AEE S, A 200 mg 2 Q3W UL 400 mg %
Q6W T L7zBROMRFE R & AT eM & ORIz W TIRFT S kiR, b
FLO L - AEOR THEIME R VLI 2RI T v & Tl vz,

£ 6 FHOEMEEBNT A —F

v - R Cmax Cavg Chin Crnax,ss Cavgss Chnin,ss
(ug/mL) (ng/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL)
200 mg Q3W! <58.55?'519.7> (27.27?.298.1) (17.5'11 83) (91.97?'984.0 (49;(,)? 1.0) (30.35(,)'39 1.4)
400 mg QEW! (12;??24) (32%5;57) (10L?fos) (142??49) (SOi?le) (192?509)
4%%$%%§N (B;E?gﬁﬂ NA “52320 NA NA NA
10 mg/kg QW' (21@?223) (14§?T45) (11;}?21) (423?233) (2727382) (19;?300)

T:n=2,993, 100 B[O I = L—3 3 &0 R S SMESEO i (2.5%4,97.5%4%)  Cmax : F1EIFE
B OB M PR, Cave : FIEHR 55 OGP IREE . Coin : HIEIR G5 (A 71 2 854 ORARMmE
HIREE . Coaxss : EHRIBIZIT 2 @ MIE HIRE . Cavess 1 EHFIRIBICI T 2 FHIMFFIRE, Cins « EHIRAEIC
B D A AR i
1o 56 Bl R TFIME (95%15 48 X [H])
§ 41 BFIOKMELE  (95%15 K [H])

NA : #3472 L

11




4. FEHIZHOUWNT

AFN OG- WY 2 BEEZZW - FFE L, AFIOBRGIC XY BEERBERZRI L
BRICINT D 2 EBMBERTH, LLFOO~@D 3T X T 27 sk iz WTEHT 5
RETHh 5,

O HMERITOWVT

D1 Tt (1) ~ (5) OWVWTNNIIEST IR THD Z L,

(1) FEAEFEKREDEET 20 A ZREEEIL RS GERE N 23 A2 L SR BT
Hils S A RSB ML SR, His ARSI 72 &)

(2) FrErEREmEpL

(3) FEFIREIFE DG E T D03 AU HREEERRT (D3 AR ERbE, 03 AL
W EbE, DS A FGEEEHEE R R e L)

(4) S RACERIERE 5 3% E L, SR FREINE 1| ISR FREINE 2 Ok 5
AR D Ja 24T > TV DR

(5) PrEVEIEEAIAL S & BN O it s% FUE MR D | 21T > TV D iR

O-2  SHSAERE DAL IRIE K OVRIE 38 BURF O SIS 2 43 70 Nk & #EBR & R D R AT 3L
(TERHERT (FROWTNNITREY T D EMSUIERER) 25, Uik OAANZ B
TOWREOEME L LTREIATNDZ &,

e

o [ERIFEEE 2 FOMIAHEAZE T LI2%IC 5 FELL O ATBRDEEFRIHE %
fTHoTWBZ &, 96, 28 EiX. DNARMRELY & LRSS OMHE %2
IToTnHZ L,

o ERIRFFIISE 2 FOMMWHE ZE T LRI 4 FLL Lo B SRR E N o B R
WHEZAT-> TRV 25, 2L T, 2SA SRR Z & oSS EENEE 2 O
BRHEZIT>TWD Z &,

o ERIRFFUTEFHERM LR IGE OYIIHE ZE T L712&RIZ 5 FLL Lo s
DERRIHEZAT> TR, 25, 2L LT BDAFEMIREZET OEAE OB A
BROBRIRIHE 21T > T D Z &,
fot:lb‘ AFNZ X DIHREIZB W CIIEWEREOSGWER L BT 5720, BEDIRE

CHT D FRHEMIZ EDORDWNF NI S A 7oA (BESHHE DL 5%
/iE&U\ VEFFEBLR OIS 53 7o ek & #EBR A R D ERT) & DEBERHEEDE &
(T D &,
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@ FBENOERLFEHREHROMEHNZONT

PRI IEHE PRICHE T 2 B DL E S v, BERBEN D OBFRE D, Ao - L
EMHEIFREROE B L OERS ISR 2 B R, AEEFSNRE LG EO®RE
W, SERESDIATONDIRFINESTND Z &,

® BMEA~DOXRIZ2ONT
@-1  HRR AR B 2 B

VMR B FEOBEEREWEM I LB, 24 FFRIEZEIAHIO T, 2Hikiiax X
TEHEEE I IV T, FEEL L 7ZRIERNOIG U CABRE B OF CT S O RIVEH O @RI 4
BRMADORR Y B PICREO, EOISHISTRER KRN E->TnD 2 &y

®-2 ERUFEICLOIAFERMNISICET BN

ARSI D 2 B e fi e OB e 2 A9 D R FE DPRIER =4 ) > 7
EFOIZERMOAY U —=2 T 2ATOEIRE L fFHE A TE D F— LEFEAH 5
SN TNDZ &, 22, BHERICOWVWT, BABRE L ZOFRICHMEmI T
[AY- Pt

@-3 EHEROZErexHMIE LT

BWER (FEMEMREIZ . RIBK - /DGR - BEO TR, BUEFR - A4 - iT
BERERETE - ¢ - mE(LMENRAE &, BT (URMEREMBRSE) . NowES (T
MERPREEMRE S . FURIRIEREREE . RIBAEREREE) . 1 BUBEIRIA. 5 & DR, sk - B
FRMIEAE . BES, B O ERETE (PErERZBIERAIE, FRERIEIRIEERE. A
BE, JHRJEIESE) . infusionreaction, AMZ - B, EIEMEE, MhfRfEE (7 -
AN U—SERRESE) | O oe . B2 MRS (SefZ M/ MRS BER | i e i,
REFERES . MERERIERAES) . MERERIEMEE, MBS (T LT, Makhis b=
RSB OB PIVEL AT 5 AT & L (RIEH ORZBr-ox S I B L THRE R O & %
ToNLEMICHD L), EHITHEYIRLED TE G0N E>TnD 2 b,

13



5. BEXIBL R DBE

[H2hEIC B3 % F1A]

O ALFHRIEE O 72 VI TR RIS 2 A 3 5 SRS R BRI AE 2BV T AA
Bl e 530 NEAH, 5-FU L OV 7 FFH B OO 5 OGN RSN TV 5D,

©@ AFNZERILFEFE IR (KEYNOTE-04835) 2B\ T, &fFEMICBWTE
VX Tw T 5FU KO T FHRAIOHE G L g LT, KA 5-FU KO Z
F K OO L OARFI BRSO F NI RS L TWD, 72720, PD-L1%
TR (CPS) IZ X W AMEN R DN RE S NAEENEONTVWDEZ L (p7
~8Z M) 126 CPS" bR L7 L CARKIFZ GO HEOYEA T 5 Z ENLEFE LV,
CPS IR TH D Z L PR SN BEIZB O TE, AFILSOIREEIE S5

B35,
¥ KK OZWEK L LC, PD-L1IHC 22C3 pharmDx [ % =] (WR5E4) MAGR ST

%,

@ TRLICEZE T 2 BE KT D ARAN OB G K O TIEC SV TIE, AFIOALMED
MESLSNTE LT, AFOHREGIR LB,
o iR
o OTHIMENR STV RWOHEEMEREE A & OOF 5

14



[ZatEicfE9 2% FH]

O TRICEY T EFICOVTIEAFORE R LR E SNTWDH I b, B5 %217
PR &,
o ARHIDRATIT R LIRBUE DBEERED & 5 B3
@ BEATOFHIIZIB VT FRAUCEEY T2 BEIZ OV T, AFN OB IFHERE S u7e
. MOIBFEIRE N 2 WIGAICRY  BEICAFHZHEHT L2 2B ETE D,
o [HEMNMERDOEOEX iE)EE@Zbé'%%A
o JROER IR AR A CRIE S & SR D FBE N ONE B O i i fige 28 o S e 14 it ¢
LHEDRICRIEVEZALD 2 B D BB
o HOMEERBOEGOE UIEBMER 7 L IIHERMED B CAE R B OBEERED
b 5HEE
o e GEMEMMIBAEIE 2 S te) O b D EBE
o FERIOBYIIEE AT HHRE
e ECOG Performance Status 3-4 "V o H3#
WED ECOG ™ Performance Status (PS)
Score EFe
0 MR IERTE S, BhaiLF U EAENHIER AT 5,
1 AMRETIZ L L WDIEENEHIR S5 23, HATARE T, RIEESME - COEEIIITH 2 &N TE D,
] NG, R
2 BATAHECH G OF ORI O Z X T N THEEZEDEEIZTE 7220, A O 50%LL Eid~y R Cild 29,
3 RONTZHSOEORY OZ L LnTER0, HFO 50%LL E&2 Xy Rk Cilt 27,
4 ELENT RV, BOOFORY OZ Li3e TER, By ROFFTciiId,
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6.
@
@
®
@

BEICELTEETREEH

A SCEFITIN 2 EIRGE R DR HET D BBV 2D & ARH O Rt M OV 16
RO DI ERERE T+ L ThOERTHZ &,

TREBARIZYES D | BB UTZE DFEIRITHE MR OfEEZ 5 L, [FEZ2 15
Tho5T5HZ L,

CPS bl L7z LT, AR OG- H2HWrd 5 Z LN E LAY, CPS 23R T
TRWGAITIE, REIOMEHOBEE 2@ HE L ECiET5Z &,
FEREWERH O~ XY A2 MZDOWT

MR EBN D 5D Z ENH LD T, ARNOKGIZHT--> Tk, FIHE
W (BB, MR, IMREE) ORERE &R OWIES X #R i O Ehiss, Bz +
FATH 2k, Flo, BLEIDSUTHE CT, MG~ —F —%0O& % FEhid
HZ &,

infusion reaction 73 & 5115 Z & 23& 5, infusionreaction 358D HALZH AT
I, EYIRAE Z1T O & &b, JERAEET S E TREOREL /I BIE
T52 L,

FOR RS RERE S | T RAHREREE X ORITHERERH b Z EBH DD
T, ARBNO#GBIART R O 53 M H IX @I N re A (TSH, b
T3. EHE T4, ACTH, ML =5 —VEOHIE) 2FEhd 52 &,
BIEFS, A4, FmeiEE ., TR, B{bERERDH OO Z LR d D
DT, AFNOFGBRbGE & O G- H I 3E I IR RE R & (AST. ALT,
y-GTP, Al-P, BV LEVZHOWE) #EiEd 52 &,

SE IR (MR L OILE BHREREET) FOEERBEENS HbILD
ZENRBLOT, EHICIROBRFE OREAZHRT S22 L, £z, IROEFEN
R NG EITIE, HONCEREREA 2T 5 L) BELRET L L,
ARFNOFEHAZ XY | BE ORISR T 5 £ 3& 2 b ik~ 7R B0 R
NHLDONDZ ENb D, BEPBRDONTLEIIE, BELEFLRIIL L
B 22 0tk & R BR & RO R AT & s U Cil bl 2 R W A ATV B o5 E
B & B RWER D S 2355101%, ARFIORIE T H 1L, K ORIE E A
NEVRIOEBRGEREBERTHZ L, 2B, BIBRERLVEYOHEGIZIVEIE
A OYGEENFRD IR WA IZIL, B RE R VE LSO i &l oEm
LBEETDHZ L,

LT, AP OB ARB L COLENERANERT L RNH D720,
AR OF G THICHBEWER ORI DITERTDH 2 &,

1 BOBEPRI (BIE 1 BUBEIR G 2 &de) b Db, FERBIES T v R—v A
IZEDZENRBHLDOT, A, El, TRH-EOTEROFEERC M ED LA+
SEETDHZ L, | BBEREN b AIER G ERIEL, A2 3l
FOF G5 E DM LB EITH Z &,

FANDBHRRIC BT, B EHIEN5 9 BH . UMIZ 1 ERET6EIE, 20
% 93 = LA BIMED I A T » TV e 2 & A BT AR 5P I3 E 1 FifR

16



A CHEROMREITH Z &,



REFERAHEET A N7 A4
~ATBY XvT (RBTHEBEZ)
(BR5E4 @ %A bV—& KE#EE 100 mg)
~EIERE~

SH288A (HFf 348 AED)
A FEE




B

AN e

X LI

KB O, 1EMEET
R IR AR

54 elANE
BhxtG L 72 BB

BEICER L TRET & HIH

P2
P3
P4
P9
P11
P12



1. IXC®IT

EE L OGN - ZEVEORERO T2 OIZIE, TS SCELEIZ IS\ 2588 1E 226 23k 6
Bib, 52, IEORAHRTOMEANC L0 | FUREIRS 72 & OFH 72 BriR /e %
FEERLPARINDHT T, 2D OEREMLZEICLERBH IR 5 2 LR
FUE L 2o TR RIFMBGEE & QR0 KA #2016 CEEK 28 4F 6 A 2 H MFERE)
IZBWThH, EHMERLEOFHORKE(EEEZNL Z L LS Tn5,

LR RSP EER L T, SRS M T 0 7 7 A U RBEEDEI S, L 5 R
BRHZENDD, Db, BAEROREMEICET DIEHRN 0S5 E ToM,
WMHEEELOBEEMRZIT D N INDBEICH L THERT 2 & &b, BIE
FARREL L 7B LB et & & D 2 & DS Al RE 7 — 18 O B %3 7= 3~ [ e RS <
THZLENEETH D,

L7 oT, KRAA RT7A4 2 TliE, BRBEMEOZINE TIZELN TV D EFI PR -
BRI RN S & | DUT O RS O i 72 5 2 HeE 3 2 8L O B Bk B %
FROEERREZRT,

I, ARITA RTA %, MSTATEE N E RS ERER R O, AREEAN A
AR s | — M FE N B ARERIR NEFE S R O E IR FNEENE N A ARRIE TS O
Wb EAER LT,

X & IR HEIRG A hA—F R RE 100mg (— k4% AT e X~ T (BB

Tz )
K ERDBIREUIBIR « 28 AALFIRIER TG U 72 PD-L1 IGPEORIGUIBR AN RE 20 AT - 7
FE D RIE V- bRk

REERDAERCHE « W%, BRAIZIE, R2a7nr ) X~v7 (@arHaz) LT, 1
8] 200 mg Z 3 FH [ AIRR 1L 1 18] 400 mg % 6 3@ [#][HIFRE T 30 7 fH
T T RIEFET D,

B3 R e & - MSD BRIt




2. AHNOFKE. TERBF

XA M—F BSEHE 100mg (—#4 : XA 7 n ) X~7 BBz, DUT TR
Al EvvH,) 1X, PD-1 (programmed cell death-1) & Z DY > R T&H 5 PD-L1 L T} PD-
L2 L OfEEEE#EEET S, B MEIgG4E/ 7 o —F AHiKTH 5.

PD-1 B IE T Hl i S B ARAAE 7> D kAL B 72 D12 28 AR 23R 4 5 = 7 s 5 il 480
AA wF T, PD-1 1%, fEFEZRDIRRBIZIWDTEMER T HifaoMiaLmic BB L, B oM
P I % B Lo AR LB ST R e S RS & il %, 3725, PD-1 XY T R EfE
AT5Z LKV HRZRIRICE D v 7P vsEE BT 2% /I8 TH S, PD-LI
DIEFHMEIZB T 2EBUID TN TH L0, 2L OB M TIX THMROBE 282 5
F OB LTV D, NAMKIZEHIT S PD-L1 OE BT, B, W@, iT
Mg, SREE . FE/ NI 2 & O 2 e A TTHRARIKFTH Y | RWAEFRE
OBMERHE STV 5,

BEDON DGR T4 & PD-L1 ZBLOFEBEINEN S | PD-1 & PD-L1 O#RREE XI5 D
TR AREC BV CEHEARRE 2 ) Z EAURBENTEY i ARROERN L L
TS T D,

AHNZ, PD-1 & PD-L1 XKO'PD-L2 Offi Y > ROfEGELET S Z Lk,
1 INBR A R D NI AR ENE T U o RER A TEME (L & 8, FUEE 0% 2 FE M L
52 & CHUEE SR AT S,

AFN OIS 365 < L O Sl SUSIC & 5 BITERIS 8% b b, | UISEL IS
B RN b %, AAOREHROBE%IIT, BEOBEE T, BENR
W BB AITIE, B LT FRUTIG U e BP0 72 ik & B 2 R [EAT & s L C il
Y7228 B2 24T\ 1B OB e X ARIWEA NS A 58121%. B E RV
EUHI OB GO RINE 21T 5 LB D B,



3. BREREE
D AACFHRIEZ IR U2 PD-L1 GMEORIGUIBRARE 2 61T « O BE R B2
5 00 TR AT 217 > 72 AR BRIR BRI DA 2 1T,

[G5h1]
[E BRI R S IFH SR (KEYNOTE-181 7R#%)
— IR & U RN 2L BRI O & 5 ARTRUIBR A RE 72 AT - R O BB R FJ
iR M OV e AR 628 1l (AR 152 il & &de) ZAxtgic, A4l 200 mg 3 JEHIHI
(LT TQ3W L9, ) BHOAIER R ENED, ALS¥RE (87 ) % FEn, B
BHXRANUIAN )T HY) HRBE LTREFT SN, 728, B EHE CREBEIT A
R BN AIC, BT 2R TR bR VEOBRRIICRE LTV 5 B%
T, WEILAE O B FEM TR BETIRD D £ TAAIOEG 2kt + 25 2 & 3]
RE L SN7o, FERHIHEEIIRAEAHE CUT ToS) LvH, ) &S, Eftrese
LCRESNZ () PD-L1BGME (CPS*=10) 4. (i) RV EREEM LY Gi) ITT
HEHIZHIT 2 OS DFRFRIFR 1D EBY THY . WIFROEMITIWTHHFATNTHE S
N B 7= S o Tz,
*: PD-L1 % %8 Lz Mifutk (S, ~27 n 77— ROV v /8ER) AR iEgsiiad ¢
BRL. 100 % % U 7=,

#z1 EEFHRE SNEBELEFICEIT 5 08 DE (KEYNOTE-181 FRE)

. y A .
. v AN K AP — R p &
AR RS K . [95%CT1] .
(%) (1) [95%CI] ChHa)
ﬁﬁgiggmg 107 (8282) 9.3 [6.6,12.5]
CPS=10 10‘3 0.70 [0.52,0.94] "' 0.00855™
byl 115 (89.6) 6.7 [5.1,8.2]
A 200mg oo 166 <5 167.103]
B b W (?38'5) 0.77 [0.63,0.96] “  0.00894"
b5 203 (89.7) 7.1 [6.1,8.2]
A 200mg 5y, 271 7.1 [6.2.8.1]
ITT Q3W (822‘:) 0.89 [0.75,1.05] " 0.08431%
{b59E 314 (90.4) 7.1 [6.3,8.0]

ClL: BHEXM. *1: #lk (77, Zoft) RO (R B8, ) ZEnlR T & L7f@hl Cox B,
il (7T Fofh) KOREMS (R B, W) ZRERIET- & Lz E@R log-rank M2, A EKE
8) 0.00853, *3: Ml (77, o) ZJEHINTE LiZER Cox [BIF, *4: Mk (77, Z0fth) %&E
BT & L72J@51 logrank B7E, A EAKME (F{l) 0.00766, *5: Hulik (727, ZOfh) KO¥REAE (R L
. IE) ZJERIA T & U725 maximum weighted log-rank B E. 75 /K% (A 0.00772



—J5. PD-L1 Bt (CPS=10) 7o FF EReE D BE 1676 (HAN 77 6% 5T 1T
BWTLTOAEMMERENEONT- (2K 1) , 2B, Uik EHITFRTHE
SN TR R REN T3 /e < . RBWRBTHERTH S,

#£2 AiMRE (KEYNOTE-181 3R5)

(PD-L1 Bt (CPS=10) 2 oRFEEEEDRE ., BROZBITER)

AF200 mg lo==-375
Q3W
(85 ) (82 )
e () 10.3 6.7
0s [95%CI] [7.0,13.5] (4.8, 8.6]
YRR 0.64 -
[95%CI] [0.46, 0.90]
Cl: 38K, * : J85 Cox el N — RET IV X DILFRE & O Lk
110
100 - e
90 Fd‘}»
AN
Q i \ .“
-§ 70 - L"ﬂ \\\H\
g B0 \\\ “ AA 200 mg Q3W
D \ /
3 S h
o .
5" \ L\,j
< L 7 LL'\_
20 =% ‘L‘,_L F AT
. il |
10 4 e
r—t
0 | | | | | | | | | | | I | | | |

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Number at risk Time in Months
AA200mgQ3W 85 79 70 56 51 43 40 30 27 2111 7 4 3 1 0

o) FS 82 74 54 42 34 23 18 14 10 8 4 4 3 2 2 1

1 OS ® Kaplan-Meier Biff (KEYNOTE-181 35%)
(PD-L1 BBt (CPS=10) 2 ORI EREOBE., BREWRMBHTESR)



[Z4att]

[E B IR F ISR (KEYNOTE-181
PD-L1 B (CPS=10) 7o FRFEOBREIZHB T, AEESITAKIEE 81/85 i

(95.3%) . ALFEVERE 78/82 15 (95.1%) ZE88 Hil. 18BRIE L O K EEGEN G E T

Al R)

IRWAEFRIT, 1558561 (64.7%) TN 67/82 41 (81.7%) 2D HNTZ, W
TN ORETIHRBEIEN 5% FORWERIZTEDOEEBY THoT-,

#F3 VTNLOHETRELEGN 5% EORIWER (KEYNOTE-181 R8B) (ZatfEiri&4£M)
RERIRSH (SOC: B (%)
System Organ Class) AFTE (bRt
HAGE  (PT: Preferred Term) 85 14 82 14
(MedDRA ver.21.0) 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
EFEIEN 55 (647) 19  (22.4) (12) 67 (817 32  (39.00 2 (24)
Mg LY R REE
SN 4 @7 2 (2.4) 0 22 (26.8) 7 (8.5) 0
FEENIE AT BRI 0 0 0 8 (9.8) 8 (9.8) 0
U ER DA E 0 0 0 (7.3) 5 (6.1) 0
E R A
R REAK T i 7 (8.2) 0 0 0 0 0
IR
T 4 4.7 0 0 13 (15.9) 0 0
TN 5 (5.9) 0 0 17 (20.7) 1 (1.2) 0
A% 3 (3.5) 0 0 11 (13.4) 0 0
—f - EEREER X OGO RRE
1 9 5 (5.9) 0 0 9 (11.0) 1 (1.2) 0
57 10 (11.8) 0 0 16 (19.5) 0 0
T R RS 7 (8.2) 0 0 5 (6.1) 0 0
FEEN 5 (5.9) 0 0 9 (11.0) 0 0
BRI I AT
I HREREE D 1 (1.2) 1 (1.2) 0 17 (20.7) 7 85 0
i R Fe 0 0 0 22 (268) 10  (122) ©
R L Oveskhns
BARE 10 (118 1 (1.2) 0 16  (19.5) 0 0
B R d L O & LRk
3 PR 0 0 0 8 9.8) 0 0
PR TR R 7
TR L 0 0 0 6 (7.3) 0 0
K= 2 — R F— 1 (1.2) 0 0 5 (6.1) 1 (1.2) 0
R = 22— 8 F— 0 0 0 22 (26.8) 1 (1.2) 0
MR, HELES K OMithR R
Jitifigi e 7 (8.2) 0 (1.2) 0 0 0
R X OV T HARREE
it B 1 (1.2) 0 0 28 (34.1) 0 0
% 4.7) 0 0 6 (7.3) 0 0
FIRINTRZIIN 2 2 (2.4) 0 0 6 (7.3) 0 0

B, AHFEZ RO THREMEMRE 861 (9.4%) . HEDKERE (hattR L

6



FMARE . R FGREBERAE GERE, SRR, FRIEIES) 141 (12%) | MiEE (X7 -
N U—EEREEE) 2 651 (2.4%) | ATRERERRSE 9 6l (10.6%) . FIRIRFSREREE 7 61 (8.2%) |
1 BUBEIRIA 161 (1.2%) A28 « ROt AiE 1 61 (1.2%) X T infusion reaction 1 {5
(12%) BRD NIz, Fio, K%k - Mgk - BEO TH, T ERAKERE, BIEH
REFETE, BREREREE (RMEMEMEBRE) | MR, EIEMEME, MK - #EE. 5
E g, D, MERERIEMGRE, EERMKESE (o i/ MO D PSR BER, A
MR, RIFERES, MERERIERIESS) K OVERZIEGERD b o7, REIERFBURN
B EHES (BRREERTE 2 E0) 250EMERZ2 R,



[ - HE]

AHNORHEMEDTBREET NV EFH LY I 2 b—va ik b, A 200 mg %
Q3W, 400 mg % 6 M (LA TQeW) L5, ) UL 10 mgke ((AHE) % 2@
Mk (LLF TQ2W] &9, ) THEE LEEBEROARF O MG T EENRF SN, Ok
R, KA 400 mg & QoW THH- L7 BEOAA O E FIRBIZIS 1T D F MG IRE (LT

[Cavgss) EVVD, ) 1. AHI 200mg 2 Q3W TG LIZBRD Cavgss & HALIT 5 & TS
iz (FF) ., 72, KA 400 mg 2 Q6W THH- L 7= BEOARAI D EFIRREIZ BT 2 i
MIEFIEE (BLF [Craxss) EV¥9, ) 1, AAI 200mg 2 Q3W TH G- L72FED Coaxss &
L CEEZ R T E RIS OO, HRANBEIZBO CHEERHERIN TV
Mk - AR TH LA 10 mgkg (IKE) % QW THH L72BED Couxss & HlE L CTEfE
T ETHENT (FR) . S5, EEREARERE 25U A 400 mg 2 Q6W T
B Lo gsh TR (KEYNOTE-555 #tBR) & 0 15 & i 7= SEIE I 35 < SR Ehfie <
TA=HFI V22— a k) PHILZRYENEE T A —& LHLL L2 (T5),
MMz T, BEOFBIEICRT 2 WERRB BT S-S & | RFIORE & & A0 32 et
& OBEZ MG DIRE ST T LV DHEEE S, AK) 200 mg 2 Q3W XX 400 mg %
Q6W TH# 5 L 7o B OMgeE & & Ao 3 Z et & OB EIZ O W TRFT S /%, k
FEOFYE - RO THMER O Z IR 2R IT 0 & PRl S i,

R4 FRORYEE T A —F

[ Conax Cave Cnin Crnaxss Cavess Crninss
(ug/mL) (ug/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL)
200 mg Q3W! (58.55?.519.7) (27.27?298.1) (17;;,5'11 8.3) (91.97?'984.1) (49.?;(,)';1 1.0) (30.35(,)'39 1.4)
400 mg Q6W* (12;,2?24) (32%??2.7) (10.11(,).160.8) (142?49) (50.51(,)'57 1.3) (19.28(,);0.9)
40(0%%?156)\;\[ (1351.2,6'10 3+6.4) NA (14.1:?2.4) NA NA NA
10 mg/kg Q2W' (212,2(2)23) (14;?‘:45) (1 1;1 ?21) (4212233) (272,7282) (19;,9300)

T:n=2,993, 100ED Y I = b— a3 ALY B SR EEEO P Il (2.5%5,97.5%40)  Cmax : FIEIE
Bt DR MG P IREE . Cave @ ARG OFEIMAE T IRE . Coin - A GE (A 70 2 HBHH) ORARMLIE
IR Crmaxss 1 EFAIRTBIZIS T 2 Fe @ MIE FIRE | Cavgss : EFIRIEIZIST 2 FHIMIFFIREE . Coinss « EHIRAEIS
BT D B i i e

1 56 Bl EE  (95%(E X )

§ 41 BIOKATEEIE  (95%(FH X [H)

NA : #4732 L




4. FERRIZOWT

AEN OB G- Y 72 BE 22 W - FrE L, KA OB GIZ XY EERRIERZRBL LT
BRICKHET D Z ENRERTD, LLFOO~Q@DFT N T &Gz T sl W TR 5
REThbD,

O HMERITOWVT

D1 Tt (1) ~ (5) OWVWTNNIIEST IR THD Z L,

(1) JEAEFBRENEET 20 V2 HGEENL SRS AE TR A REEEIL A UR P
HiE A3 ARSI SRS, HUES AU BSIRIE 72 &)

(2) FrErEREmEpL

(3) HEMRENFENFEE T 20 AR (DA EWPL. 23 A2
W IREBE, S AR IEEEHEE R 7 L)

(4) ARALFREEEARE L, AR HRIEINE 1| ISR REINR 2 Ok F e
AR D Ja 24T > TV DR

(5) PUEMIEBAIL T EENE O IR D mHEIT > TV D ftiek

O-2 il O LT RE R ORIWER R B O XS+ 72 50k & B8R & Fro Rl (R
DWFIINTFEE T HERD 25, GEZEREBOAFICET LIBROBMES & L TRES
nNTnsHZ e,

*

o [EMMAEIHFEISEZ2EDOHMINHE ZE T L72%IZSELL LD D ATER O EIRHE %
IToTWBHZ L, 96, 28 T, BWAEWERELY T & LIRS ZOME %
1ToTWAHZ &,

o [ERIRIFEUSH2EDPIMIHHE ZE T L7-%I12, LI DD ASEYRE 2 515
FLL FE ORI FDOE I T TN D Z &y,

o [ERMMEFEISEZ2EOIMMHEZE T L-RICAELL LORRIKRREBREH LT\ 5
Z &, 9B, ELLEI. TBILERIEE DD AR PRIE & G e E b g i S D IR HE %
TToTWNWAHZ L,

© BRHNOERMLEFHREEDOEHIZONT

R A 1 R BRICAE 9 2 BEE DS E S v, BRSO OIFHRE D, A - &
EVEFERREAE IR OE B ONERISF ST D et AESERNBE LG OWmE
B, FEDHESNIATONDIEHINE->TWDH 2 &,



® EBIER~DOXRIZONT
®-1 FEeR A H I B4 5 Bk

VMR RO EERRIWER NI AE LTBRIT, 24 FRRIFZIFRAEH| O T Yekhisk XX
RGBT, I L7ZBWERIZIL U CABEE L O CT ZE O RIWEH ORI 23
TR ORER Y HHIZE O, B ORGSR KH B> TWnWDH Z L,

@-2 ERUEEEICLDHEFFSICCET 5 E M

DA HE D D M e Jik k OB e 2 A 2 BIRIEEE DREHE=2 Y 7/
EEOIERDOAY V—= T HITOWEIRIE L HRE LA TE 2 F— LERKH A
HEINTWDZ &, ok, BIHEHNZOWT, DAERE L ZOFERICH I ms T
WnHZ &,

@-3 BHWEA DOBBrox I c B LT

RIWER (MEMEMZERIC A, KIBK - /MK - EEO TR, BUEFE - A4 - I
PMEREREE - 2% - B LPEIRE 2. BREREREE (R EMEBX%) . WoWEE (F
BEARPERERE S, FRIPRRERE S, IR HREREE) . 1 BUBEIRIA, 5 & DR, Ak - Bk
frnfRE . BER, HEOKERET (PR EESRAE, RERIEIRIE R, AL
BE, JHRIEIESE) . infusionreaction, M7 - BEEEIc, HAEMEE, MhfRfEE (7 -
AN U—EERESE) | D2, B2 MRS (SafZ i MRS SR BER | i e i,
AREFEREE . BEFRRIERIES) . MERBEBJEMRE. %) (X LT, Hakhtiak ST BE
RSB ORI 2 A3 2 EAN & s U (RIVEH OB ICB U THRE M OSSR 2 5%
ToNLEMHICHLH L) | EHIZHEURLEN TE HEHINESTNDZ &,

10



5. REMBLRDOBE

(GBI 3 2 95o]

O AbFEEEE AT 2 PD-L1GE (CPS=10) OIRIEUIBRAREZRHETT « TR O RIE R
e BB D BB B TARAI DA LMENR STV D,
B, CPSIINLT Y X~vT (BinH#az) Oar =423 (kg4 :
PD-L1 IHC 22C3 pharmDx [# =)) ZHWTHIET 5 Z &,

@ TRCICEZYS T 2 BEIT T D ARAN OB G L O H HIEIZ DN T, RKFIOAFZNED
N SN TEOLT, REOEGXGL 725720,
o ALFHER OV EE
o TIROMBEL
o fhoPUEMEELA & OO

(“ZatEicB 4 2% F])

O TRICEYTIRBFIZOVTUIAFOEGENER L SN TNWD 2 Enb, 5 Z21T
oY AN ANG
o KAIOS IR LIBUE OBEEIED & % B

@ TRIFEFTOFHMIZIB W T FRRIZE Y T 2 BF I HOW TR, AAORGITHELE I 7w

Dy, A OIRPERPUL D 2 WIGEICIRY | HEICAFZEHT 22 2BETE D,

o [HEMMEROEH I EDH 5 EE

o MoEBE A CHIE R 238 0 L B K OTEB)ME O HUR B g 2 S0 e it ¢
FEOMMIZRIEMEER A BN D EE

o HOMEREOAD, XUTBMEMZRE L IXERIED B O kB OB ED
o¥ay e

o JEEBHE (EmMaBREL5T) Ob b EH

o EEOBYSUIBEEA T HBE

e ECOG Performance Status 3-4 "™ HEE

(ED ECOG @ Performance Status (PS)

Score | EF

0 | e<MERIEETE 5, Wl R U HFHAEESHIRZ AT D,

PIRRIICIR LUEENTHIBR S 2 28, AMTARE T, BIEECHE - TOMERIITI 2N TE 5,
AN S NS

RONTZHSOEDOREY OZ L LNTER0, HF O 50%L Ea~<y R Tl 21,

B RVSE N 9]

LT RV, BOOHFDOEY OZ L3 TEARVY, BRIy R+l 4,

11

BATRHRECH D OH OEY O 2 ST T X CTHEEZIMEREILTE 20, B O 50%LL By FAcild =9,




6. MEIZE L THEEITREHFH

O RASCEFITIN R BERTE S D TR 2 B RS 1T D & ARH O Rtk & OV Efif
HOT=OIZ MBI R e+ i L ChoEHT5 2 &,

@ JREBAMAICIESL D BE T OFRICE IR OYEREE2 oA L, FEE &
ThoEETHZ L,

©® FEREWEHDO~RT A MMZOWNT

MEMEREERH S5 d Z ENH DD T, REOEHGIZHT--> Tk, FIHE
W CEEAL, PRI, WmkE) O K O X SR 0 E s, BlEx 1+
AT H Tk, Fo, BBEIDSUTHEE CT, g~ — 0 —F D& % i+
HZ ok,

infusion reaction 23& H 415 Z & 23% 5., infusion reaction 23788 HALTZ AT
X, EOIRALEZIT S & & BT, IERBEIE T 5 £ TREDIREEZ +0ICBl%
T5Z &,

FORIRHSBERE S . T RAHERELR OCRIBHRERENH L DONDIZ ERHDHD
T, AAFIOFG-BAAERT K O 5B/ R I E MRS N wgae i & (TSH.,  E#f
T3. 78 T4, ACTH, M =5 —VEORE) ZEmET 52 &,

BIERF 25, A4, IFREREE . IR, i EEEERDH DONLHZ ENHHD
T, AAIOFG-BIAGERT R O G- HIR I E MR ATeE e A (AST. ALT. v-
GTP, Al-P, BV VB HDOHIE) ZFEMT 5 &,

SEIER (MR LI BRER 25T FORERERIREENH L DNLD
ZENHLDOT, EMICIRORE ORBLZMEET 52 &, £z, ROEFEN
WO BLNTGEITIR, EONCEREE L2 T2 L oBEFELRET L &,
AENOBFIZ LV | WEDORE IR T 5 &5 2 i Dk~ 7R B RE
DHOLOLNDZERDHD, BENBOONTHAITIE, BB LZERIIS L
BEF R 70 sk & BB A RO R Al & s UGl bl 2288 B2 W 217\, 1\ o
FOSIZ X DRIWER 2356000 2555121, AFIORIES T 1L, R OFIB RE A
IWEVHIOERGEZZETHZ L, B, BB EREARLVE S ORGIZIYREIE
FOYGEDFE D LR WGEEIZIE, BIE R A VE DSOSz Jiil o8 0
bLEET D&,

B HH&THR, BRI BE AR L COBRWERADNRBBLT 5 2 E0n3H D720,
AHN O GHETZRICHEWEH OB SIZEET D2 &,

1 BUpEpRR (BE 1 BUBEIR IR 2 & te) b bt HERFEMES 7 R—v &
WZEDLZENRHDLOT, AfE, El, EHEDEROFELCMEEO LA+
DIEETHZ &, AR N DN EGA IS ZHIE L, £ 2R Y U
Hl OB HEDOBMEYI R NEZITH Z &,

@  AFNOERABRIZ BN T, & EGBLA 5 9 B H Mk TH IO 217> T\ Z
&2 BE T, AFEG PITEMRIBEHGRAE TOIROMEGRZ1T 5 2 &,
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