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KOPD-L2 & OB ZE#EAEFET S, & MEIgG4 £/ 7 v — T AHKTH %,

PD-1 #RF& 1T T AR RIS D & kA 2 72 D203 AVHRIR 23 FI FH 37 2 =5 720 002 il £
AA wF T, PD-1 I, EFEZRREBICH O TEER T MlaoMinRimcHEE L, BO%R
2 SO % & e A AT 72 0% UG 2 dilH 95, 3705, PD-1 13U I R LG
ATDHZEICEIVHEZRIRICL D v 7P VEEEZ AR 2% K TH D, PD-
L1 O EFMICBIT 2RBUIDT N TH DM, Z< ORI T T OB E 250
ZDIEEBPFNCHI L TN D, DAFIBICEIT S PD-L1 OEZEHIT, BHiamm. ek
. MR, INELE. JE/NHIRE R E DA R AT TFHRARK - TH D . K
TR OMBEERRE I TWD,

DDA DEGIRE T & PD-L1 FEELOMBINMED . PD-1 & PD-L1 OfREE (XL D
TR RSB W CEHEEREE 2D Z LAVRBINTEY . #Hiiz/e B AIGEOEN &
LTHIff ST 5,

AFHNE, PD-1 & PD-L1 xONPD-L2 Dffi U Hv ROFEGZET S Z Lok v, EE
W N Th D S SIS ENE T U LS ERATEME (L S 8. FUEIE S 2 BIS ML
T 52 L THEG R AT 5,

KFNOVE RIS BE O GRIERISIC L DEWERSNH bbb, HEIEE
ICEDAREMER ® D, AR O LG R OBE®%IZIT, BEOBILEE +0ICiTV, B
DRD LNTHEITIL, BB L ZHRITS U Mr 22 mmak & 5 2 RS = Ah & i
L Chi bl e 88 R Wi 21T\ B ORE RGN X 2EIER N RO 256101, BIE
FE RN H O GEOMY) LB EIT O LERS 5,



3. BERPRRLAE
PD-L1 [GtE v 2Rzt o b BRI ER 25k 2 (LLT THER2) &

WD, ) EMEDFTANRE XL AR IE T DO AR R 24T o 7 TR BRIRARBR O Rl 2R,

[ 5h]
[ BRI R 2 M AHRER  (KEYNOTE-355 ##k)
Wi - TS TR AT T 2 R PO RHAEIE D 72\ W RV SRR M) HER2 &
PED FIARE UL PRI FLE B8 847 B (AARN 87 filZGEde) ZXIBIT, Al 200 mg
3 EMMIRE (LLF TQ3W]S &9, ) HEHFRIET (Fav v gl (BUF
[(FLhvHEY ] EWD, ) ROANVKRTZF o N7 ) EFEALXI N7 ) X%k
v (TT X URERD) (LUE Tnab--x27 ) Z%tEv) Lo, ) ) OFFRIEIEDOR
MR N BMEDR, 7T B R HEFIRE? (T2 ROINVRT TF o "7
U2 FE/NAXiTnab-"7 ) ZXE)L) XRE L THRET SN, 7236, BN T%R
BT R BNTGAIT, REEIT 2 RO 5N R WEDRRIRAIIZLE L
TWABE T, RIEILIE O B RN CHREMEITNRD Hivd £ TRAIO R 5% ikt
THTENAREE STz, EEFHME B X EEEAAHE (BT TPFS) &9, )
K OVEAFHIR L S, BRI HEFRIEOUREEIL T 7 2R HEFRIEO O L
&bz LT, PD-L1 Btk (CPS®=10) dfEFE 323 f5l (HAN 28 & Ede) I2HBWT
PFS Z#HBICIER Lz (F1EUOXL)
*1 : AKFA 200 mg Q3W & LA b 2gEil: (Y ERTNBRE 2 LRI 20 Lz [F A
A B 1,000 mgim? KON VR T F 2 AUC2mg - min/mL AH4 & (1 =2—A 21 H
i, #=2—20 1, 8HAICEKE) . "7 U ZFE/L90mg/m? (1 =—2 28 HfH, %
a—AD 1, 8, 15 HBIZEYE) XX nab--37 U # %+&/ L 100 mg/m? (1 =— A 28 H
M, £=2—2mD 1, 8, 15 HHIZEE) ]
*2 . 77N Q3W L UL TN O b E (Y EMARBE ZEIC®IN) 20fFH L [Fay
X £ 1,000 mg/m? K ONAVAR 7 ZF > AUC 2 mg - min/mL Y& (1 =—2 21 H
M, F=2—20 1, 8 HAIZEE) | /X7 U ZFE/L90mg/m? (1 =2—R 28 HIH., %
a—AD 1, 8, 15 HBIZEE) XX nab--37 U % %+& /L 100 mg/m? (1 =—Z 28 H
., &#=2—2AD 1, 8, I5HHIZEE) ],
*3: PD-L1 Z %8 L7zfihudt (G, ~ 27 v 77— ROV oRER) % fR g A fa
BB L. 100 %3 U7-1H



#£1 BAZEEAE (KEYNOTE-355 3Bk, PD-L1 M (CPS=10) DAFE)

ARHN+H bk 7T R LR E
(220 1) (103 1)
e [H] 9.7 5.6
(95%CI) (7.6, 11.3) (5.3,7.5)
PFS™ N — R e 0.65
(95%CI) (0.49, 0.86) -
P " 0.0012

Cl: 2#EXM. *1: RECIST A KT A > 1.1 BICES B Pz ouiE. *2 : BRI Cox Lhfl
AP —=RETFT VLD T TR L E O, *3: Ehln 7 77 E, FEkiE (F
{81) 0.00411

100
] — 200 IW+ 7
90 7200mg Q {LF gL

80- e e ' S+ {ERROE
X 701
B 60
& 50
& a0
g 30-

20- ey

AT o et R

10 h"——H-———l

0 T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36
at risk# RIERETHE(A]
FH200mg QWHEEEE 220 173122 96 63 52 44 37 25 12 5 0 O
FSeR+{E¥gE 103 80 41 30 18 15 12 8 8 7 3 1 O

1 PFS @ Kaplan-Meier Hif# (KEYNOTE-355 3Bk, PD-L1 B (CPS=10) DE#F)



[Zrt]

[EIRR A R IIFA#ER  (KEYNOTE-355

AER)

PD-L1 5 (CPS=10) DBFIZIIT HLAMMATRIEH] 219 Flici\ VT, AEFL
IXARKIDFARE 216/219 1] (98.6%) . {b#JREILHE 100/103 51 (97.1%) (23D B L, 1Rk
L DREBEBDRE TERWAFHEGIL, £ 212/219 ] (96.8%) KO 97/103
Bl (94.2%) IZERD BTz, WT N OEETHRIAFIG D 5%LL EORIERHIZ TERO LB

THoT,
2 WTNWHLOHETREARSD 5% LORIEA (KEYNOTE-355 RER) (Z2MirxigEH)
PREBIRSIFE (SOC: System Organ Class) i (%)
JeAZE (PT: Preferred Term) AFNOF F#E (LERIERE
(MedDRA ver.22.1) 219 4 103 il
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
EIEH 212 (96.8) 155 (708) 2 (0.9) 97 (942) 67 (65.0) 0
Mg LY R kEE
=gl 107 (489) 36  (16.4) 0 48  (466) 13  (12.6) 0
1 BR e i 41 (187) 25 (114 0 22 (214) 11 (10.7) 0
I v BRI 87 (39.7) 68  (3L1) 0 40 (38.8) 31 (301) 0
I/ SRS 41 (187) 19 8.7) 0 22 (21.4) 16 (15.5) 0
PaRA
R BB AE AR T iE 39 (178 2 (0.9) 0 2 (19 0 0
H e
{8 32 (14.6) 1 (0.5) 0 15  (14.6) 0 0
T 48  (219) 2 (0.9) 0 0 07 3 (29 0
HIE R R 11 (5.0) 0 0 6 (5.8) 0 0
D 90 (411 5 (2.3) 0 39 (379 1 (10) 0
Mg 17 (7.8) 0 0 7 (6.8) 0 0
Mg i 44 (201) 6 .7 0 0 7 3 (29 0
— % - EHIEER L OB GEALOIRRE
e )95 31 (142) 1 (0.5) 0 13 (126) 1 (1.0) 0
9 57 64 (292) 6 .7 0 22 (214) 3 (29 0
e Ek 12 (5.5) 1 (0.5) 0 7 (6.8) 0 0
AW T 13 (5.9) 0 0 4 (39 0 0
FEE 22 (100) 1 (0.5) 0 10  (9.7) 1 (10 0
FRIR AR AT
TI=T 2 NT AT 27— BN 47  (215) 16  (7.3) 0 17 (165) 5 (49 0
TARGRURT I/ b TR T =T —EHIN 39 (178 9 4.1) 0 15 (146) 3 (29 0
M7V RAT 7 & —EHn 9 4.2 0 0 7 (6.8) 1 (1.0) 0
I BREGR 52 (23.7) 41 (18.7) 0 20 (194) 15 (14.6) 0
i MR 41 (187) 19 8.7 0 14 (136) 9 8.7) 0
IRE D 12 (5.5) 1 (0.5) 0 3 (2.9) 1 (1.0) 0
1 L BR 3 39 (178) 21 (9.6) 0 20 (194) 13 (126) 0
Rt L O kRS
FARHR 40 (183) 1 (0.5) 0 10 (9.7 0 0




T,
FRERIKRSHE (SOC: System Organ Class) iz 00

JeAZE (PT: Preferred Term) AFNOF FHEE lees) 305 e
(MedDRA ver.22.1) 219 {4 103 #i
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
e #E Rk L O Rk S
BAER 25 (11.4) 4 (1.8) 0 9 8.7) 1 (1.0) 0
PR 15 (6.8) 0 0 9 8.7) 1 (1.0) 0
R R F
S N 21 (9.6) 0 0 1 (1.0) 0 0
BV 18 (8.2 1 (0.5) 0 8 (7.8) 0 0
K= 2 —m 5 — 25 (11.4) 2 (0.9) 0 17 (165 1 (1.0 0
R = 2 — 85— 17 (7.8) 2 (0.9) 0 2 (1.9) 0 0
e, sl L OMEhmRE &
A 14 (6.4) 0 0 1 (1.0) 0 0
FER 3 KO TRk E
BB 76 (34.7) 2 0.9) 0 37  (359) 2 1.9) 0
% O FEIE 16 (7.3) 1 (0.5) 0 8 (7.8) 0 0
B3 36  (16.4) 2 (0.9) 0 1 (10.7) 0 0
BEIR B IR 5 11 (5.0) 2 (0.9) 0 2 1.9 0 0

k. ARIPFRBC IO CRBEMEMZER 3 # (1.4%) . KIBK - /NEK - EEO THI 5 4l
(2.3%) | MRS (X7 0 - NU—JEBERESE) 2561 (11.4%) . BIEHZ% - FAR4 - iFiee
PRy - HFAE - AR LMENRAE % 65 1 (29.7%) . HUIRERBEREREES 43 5] (19.6%) . REIEFFERERE 2
Bl (0.9%) . EHEREMEE (RMEFIEME R, RERIKERE) 2 ] (09%) . FEX 1 4
(0.5%) . gk « BERURRAARAE 1 1 (0.5%) . MMk - Bz 1 61 (0.5%) . S& S 1 f
(0.5%) . g 14 (0.5%) J% 0 infusion reaction10 5] (4.6%) 73388 b, F7-. EFE
Dz JEREE (PR REEERARE . AR R, SIALEE, FEES) | PEE
PRteREE . 1 BOBEPRS ., EUEMEE, EERMEEEE (Gl MBI SRR . i
B, JREFERES . MERERIERIESE) | MERERIEME K ORI bivike oo, REHEH
FHURDUIBIEES (BRRMAMRT 25T 2R RERT,



(ML - HE]

AFNOREMEp BT T V2R L2y I 2 b—a 2k v, A#1200 mga Q3W,
400 mgx 6l MMM (LT TQeW] & 95, ) XIX10 mg/kg ((AEH) Z2EEME (LT
fQ2W) L9, ) TEE LEEBEROARF O MG PIRENS R Sz, TORER. AHAl
400 mg% Q6W TH#E 5 L 72 BE D ARAK O EHIRABIC I 1T 5 MG HIRE (LT [ Cavgss)
EWV 9, ) k. AKHI200 mgE QIW THEL L 7ZBED Cavgss & LT 25 & FHIS L2 (F
#) o F7o. AHI400 mgE QEW THe L L 7=BED AR D & H IR AEIZ 33T 5 foe e IfL T HH i S
(AT [Craxss] £V, ) 1. AFHI200 mgz Q3W TH: 5 L 72RO Craxss & o L Tl
ZRTETFHENTZLOD, BAANBREICBOTEAAENHERESN TS ML - HET
& HAAI0 mglkg (KE) % Q2W TH L L 728D Craxss & Ll L TIREZ R & Pl &
iz (FHR) . S6IC, EHRAEERR A2 X ARK400 mgz QeW TH L L 71/ &1
FHRBR (KEYNOTE-555:51) & v 15 67 ERIMEIZ S < EPdhig 7 A — 2 1%, &
Ralb—ya X PRILEERYERE ST XA —2 LHEPI L (FR) . Iz T, 5
DOFENEIZ I 1T D BRI RBRAAR I D & AHI DOUREE R & ARSI Z et & o BE %
ST ABRESE T LR S, A#I200 mga Q3W X 13400 mgZ Q6W TH 5 L 7= B
DUEFE & L ME TR L OB BEIC S W TR SR, FRoME - AE0R
THMER LRV 2RI T e E TRIS T,

K 3 FHOEMEENT X —F

ﬂﬁ{f . )Eﬁg Cmax Cavg Cmin Cmax,ss Cavg,ss Cmin,ss
= (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
59.1 279 18.1 92.8 50.4 30.9
h
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
h
400 mg Q6W (122, 124) (32.0,327) | (10.4,108) (146, 149) (50.1, 51.3) (19.8, 20.9)
400 mg Q6W 136.0 14.98
(SEHE) (135.6, 136.4) NA (14.4,15.4) NA NA NA
220 144 119 428 279 197
)
10 mg/kg Q2W (218, 223) (143, 145) (117, 121) (424, 433) (276, 282) (193, 200)
t:n=2993, 100 [HD Y I 2 L— 3 K0 B SIS EAEO gl (2.5%5, 97.5%5) | Crmax : HlEIEE 5
% ORGP, Cavg : FIEEEG%OEHMIEH IR, Cmin : FIEIE 5% (A 70 2 FHAD) O HiE

E\ Crmax,ss : ﬁﬁ%%ﬁlﬁﬁféfi%mfﬁtpf}%g\ Cavg,ss : ﬁﬁﬂ(%ﬂ:%ﬁéﬂzi@m{ﬁqj/)%};f\ Chin,ss :

% foc A T P e BE

T 56 O MELfE (95%F X H)
§ : 41 Bl DA EEIME  (95%(FFEIX[H])

NA : %3472 L

TEHIRREIZ B



4. WEEXIZDWNT

AHN OG- B 22 W - FrE L, AAIOEGIZ LY HEREIWEH 2588 L2
(ZXHST D 2 EDBNER T LFDOO~@ D3 T A 7= 3 itk _%b\f{ﬁﬁﬁ‘ﬁ“%’)’\é‘
Th b,

O MHRITOWVT

@1 Fio (1) ~ (B) OWTINIEYT IR THD I L,

(1) EAFEBREDRET 20 AR SRR (FRET RS AR EEIL AR e
HiEeS A RS RGHHERLRRE,  Hgs A BSIRRbE 7R &)

(2) FrERERENRPT

(3) HMESFRINENEET DA BHFCEEE L (DS ASIREEER EmbE, 25 A iasfs
I 1IRbE. B AR HEE R e &)

(4) SRAEFHREERE R L, SRR | U3 ERIRIEINE 2 O sk B 1R
AR ZIT > TN D ik

(5) PUEMAEREATE BN ORE%IEEICLR D Jm H 21T > T D fitiak

D2 LA R OSBRI ORIGIT -5 2k L R % B R (FROL
PRI T B R 35, URESHR ORI BT HIAROHES & L TR Sh T
“e.

%

o [ERMCFFEUSHE 2 FEOYIHIHE ZE T L721412 5 LA EO ) ATBIR DERIRMHE 21T -
TWAHZ L, 96, 24D RIT, BAREMELEZ L LIRS SOMHE 21T - T
WahZ L,

o [EAMEFFEUSE 2 EOMGINHE ZE T LI21RIZ 5 LA E DRI D) A FMRIE 2 & T F
WIEG A OMRIHE 21T > T 5 Z &,

@ BRANOEELBEREHOEHITOVNT

PEIESL G HE PRICAEE T 5 BT DE S, REENEN O OIFREN ., Ak - 28
EHPRITROE I ONEME T D IG R, AEFRPRE LA OmEES, &
DIERNATON D IKHIDTE > TN D Z &,



® BUWER~DOXIGIT2OVWT
@-1 FEREMHICET 5EMH

W PERR BRSSO EIE R RITEA N A L7ZBUC, 24 FERIRHRIRHIO T, Yikhisk X
(RN T, FEEL L 7ZBIERNCIS U CABEEBL O CT S ORINEH OB 4370
A OFERD Y A GBI, E SIS ATRER AR > T D 2 &,

@2 BEFUEFEECLAEFEISICHT 5 EH

IS ARSI B I 2 A O E & T 2 ERIE W DRIER T =4 ) >
EEWIEROA Y ) == T EATOIIRE &l E I T 5 F— AEHRIKH 2
SNTVDZ L, ks, BRI OUNT, BABE L EOFIRHHIAMEN TS
ze,

@-3 BHEROZErexRIZEL T

BIWER (RIEMERRBICIN X . KIBK - /MG - BEO TH, BFEFRE « FAS - IF
WRelEE - R - BEPERRE 28, BRERE S R BB R, RERIEBRE) |
NIRRT (FEARREEREE . FORIEEEREE . RIRMEEREE) | LABERE, 5E 9
B, e - BRBUTHAMARIE , EJe, B OREIEE (hatER W EARIE ., F2 Rk
PERRAEGERE, SRR, B RRIESS) | infusion reaction, MM « BEREAS . FEJEMMESI0E,
R (X7 2« N U—ERIESE) | DR, EEARMEREE (St i s
PESRBLIR ., IAMMER N, ARIFERES, MEFERIERAESS) | MERERIEGERE, %) 1Tkl
T, UM UL BRERER O R EA A3 D EA & #E U (RIVEH O Wroxt i 12 B
LCHELROXEEZZ T ONDEMICHD 2 L) BEHISHEY R AEN TE DG -
TWHZ &,

10



5. BEXRLGLESR

[B2hEIC B3 % ]

O @B - BRIBIIT 52 EORTREED 22 PD-LL Bt (CPS=10) OA/LE
VR RARRENED D HER2 [2MED TN RE UL R ILIE BT IS T, ARAFI &bk
B (AT B ROANVERTZF o, "7 Y ZxE/L nab--327 U ZFE)L)
L DOHFIEGDOFEIMEI RSN TVD,
7238, CPS BT 2 ARA D a =4 ZWidk L LT, K584 : PD-L1 IHC 22C3
pharmDx 4 = | DAEKGRIN TV D,

@ TEICHNST B BETHT B AH OB G R OMAHEC SN T, AR OIS
ST SNTR ST, ARORGHGE 7253,
. OTAFOAEDMENR SN TR O HLEMEIELA & O pF# 5
o IR - ARSI

[ZtEIZ B4 % HIH]
O TRICEZYTLIEECOVTEAFORENERLE SN TS Z b, 5%
Thlnz &,
© ARFIORR LIEBUEDRBEERE O & % 3

@ EBRETOFHIIZB W T FRRICE Y T 2 BF IO TR, AF O GIIHE SR
WA, A OTERR BRI 2 W IGEICIRY | HEICAKIZEHN T2 L4 BETE
D

o HEMEMKEOS O IIBMEDH % 8

o JEEE R A CHRVE R 2580 2 B K OVEENE D FU SRl e o gu it 76 & D
FIZ RIEPEZAL D - I 5 B

o HOREEROEO XTEBMHRZRE L VXD B OB EB OO H
% EE

o s HEE GElEsMBREL Zte) Ob o EE

o FEEORGSUIBEEE AT HEE

+  ECOG Performance Status 3-4 “V m 3

(£1)

ECOG ® Performance Status (PS)

Score

=
EF%

0

2 MR TEECE 2, RBFATL A U B EAENHIRZR ATA D,

PRI LUEENIHIR S D23, AMTAIRE T, BEEE > TOMERITITH 2L TE 5,
Bl VR E, HEENE

HATARECH O OH ORI O Z L 3§ X CTHREEAERITTE R, BHO 50%LL LiF~y MO Tl 2,

Al —

RBONTASOHOEY OZ ELATERY, APD 50%LL L&y K2k Tl 24,

2<BF RV, BOOHOED OZ LI TERY, TRy K2R TiiId,

11




o

BEEICRLTEEIARNETEHE

WA SCEF TN Z . ROEIRTE3EE DRI D ERME 1T -5 & ARHKI O Feik K % 1E
R DT DI B2 WA B R L TR T 5 2 &,

TRIEBIAICESL D, BE XX OFRICAIER OGPt E2 oA L, FE%x
BT L,

ERBIERO~R YA MZHOWT

BIEMEMRBR D Db D ENH DD T, KFIOHKGIZHT- > Tid, VIHER
(BGliv, WRRREE, ukE) OfEE R OWE X Sd oI, BlEs +71T
9z b, Fo, MEIZSE U THRE CT, Mi~—F—F0ORELFEMT 5 L,
infusion reaction 3% 5115 Z £ 23 5, infusion reaction 2338 HALIZHA TR, 1
OB 21T S & & bIT, JERDEIET 5 F TREOREL +75ICBlET 5 2 &,
FOR IR REFE S . T AR E X ORIBRERENH bbb 2 &0 HH DT,
AFI OG- BRbART R OB G- M P I EIRIC N WssRE A (TSH, EHfE T3, bEHE
T4, ACTH, M= F V' —VEDRIE) Z#FEud b2 L,

BIERTIc. P4, AFHERERREE . TR, BEMERERDH b Z LN H DD T,
AHN D5 BRbART M O G-I X E I s eeR & (AST, ALT. y-GTP, Al-P,
EUAEEORIE) AFEMT DL &,

SEIER MR KEILEEBRERE GT) FOEERIREENHLOND Z &
WHHDOT, EHHICIROBRFOFEZHRT L2 L, £, IROBRFEXHEDO N
et i, BeNICEREME A2 T2 L) BF2EE T2 L,

AR OEGIZ IV | WEORERISIZERNT 5 LE X DI DA REBWREDN H
bbb Z b d, BEVPRDOLNTHEITIE, BB LZFERITS C-HEMM R
G & BB A Rr O AT & s U CE ) 2 R M A AT O E SO S K B FE
TERM LN A HEITIE, ABRIOKRE T I, R ORIE RE R VE CFl DR 5%
EEETLHI L, B, BIRRERNVEOREICL Y BWEN OSEEDTED b7
W AT, BB EE AR VE DS OREIRIFIOBMbZE T2 2 &,
BT, BRI ARE L T SRIERNEIT 2 Z RN 5720, K
FOBEHETRICHBER ORI FITEET D &,

1 RUREIR (BE 1 BUBEIR I 2 &) b Hbiv, BERBEMES 87V R— RCED
ZERBHLOT, Al FEl, EHFEOIEROFBILMBEHEO EFIC+0EET S
Z&, VBRERB DRSOV G AIIEE G2 TIE L, A R Y UBAIO B D5#Y)
IRAILEZAT SO T &,

AFIDERARRERIZ I T, KEYNOTE-355 B ClI e 5-BHAhR7 5 24 3 F Tl% 8 M
T LB BRAIO LAERNIT 9 Z LT, £o®%IE 12 B I L ICHMED R &
ToTWeZ Ea2BEIZ, AKFIERGTIXEICTEGEHRE CHROBEREITI Z &,
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EFERHEETA N7
Rh7u ) X<w7 (EisFHBZ)
(BR5E4 : ¥4 h—F EE#E 100 mg)
~ /[N e i ~

T2 92 (¥ 34 8 AWET)
B4 BE




SR/

XL HIZ

AHNOFFE, (ERET

i IR RS

)i 4 el ANE
BhHxtG L 70 D A
BHIZER L TEET & $HH

o s 0N

P2
P3
P4
P20
P22
P24



1. IXT®ic

RIS DB  ZEMEOMERO T2 DITIE, WS SCEEITIES W2 7 AR D
BND, 6T, IEOREHRFOEARIZ LY | FUREIRS 72 & OHHN 72 5 R MR
FFREEGENARINDLH T, 2D DEKTZ BN E B TR 2 2 L BB
ML 2o TR Y RFEMEBGER & AT #2016 CFAL 28 4 6 A 2 HEERE)
ICBWThH, HEHNERLEOMHORE(LHEEZX S Z & L ShTna,

AR AR ESR S, EE RS R 27 0 7 7 A VBB FEOES L & B S MR
RHZENRDD, ZOD, HIWELROEEMICET 2 HERN+0ERT 5 £ TOR,
MHEEGLOBELEZT D ERIREEINDBHICH L THEAT D & &bz, BlfE
FMREE LTI LB 2t e & D 2 & AN A fE e — 8 O B 24 7= 3 EE R B ¢ A
THILENWEETH D,

LR o T, ATA RT4 0 TlE, BIRBEESSINE TITHE LN TV A EFIRFR -
BHER R EED & | LU O E IR O feii 708 2 HEE 3 2 8LA & B 2 g B %
F RO EFREERT,

RE. RHA BT A 0%, MSIATBAE NESR G ERE R O, 28BN AR
BRARIEE . —MAEE N B ARBRRNEHE S FREdEFITEENE AN B RIS 72 KO
— it EE N B AR P O Db EERR LTz,

KfGr L I DEIEN A M —F STEERE 100mg (— % AT e X~vT (Eis
THAHLZ))

REERDMEUTNE « BIBRAREZRHEST - FE3E O I/ INHE R fitiyea

MNEERDRMEROHE - W@, RAIE, 2a7nl) X~7 (Erlfkz) LT 1
[0] 200 mg % 3 3 H][FE MR XX 1 2] 400 mg % 6 3 [H[E R T 30 47[H
DT CTRIEFET %,

B 3E IR 58 ¥ #F  MSD Rt




2. AHN DK, 1ERBF

XA M—F JIEEE 100mg (—#4 : _AaT7nr ) Xv7 BB, LT TR
Al EvyH,) 1X, PD-1 (programmed cell death-1) &% VU 4> KT % PD-L1 KON PD-
L2 L OfEEZEHERET S, B MEIgG4 £/ 7 v —F AFURTH 5,

PD-1 #8813 T MR S B AR 2> Dk 2 72 D12 23 AR 23 R 9= 2 T2 70 S e il 4
AA »F T, PD-1 (&, fEFEZREBICEWDCEER T MildoMiaRmicgE L, 3%
P s % B o AR LB TR R 7o S0 E SO il 35, 37eb B, PD-1 (XU H o REfE
ATHZ LK VIURZRIRCE S v 7P vBEZ BICHIET 2% 8K CThH 5, PD-LI
DIEFMHEMIZIB T 2HBUT DTN TH LD, ZLOBAMIETIE T Mlao@s 2Mmz
HIF EWENCFHBLL TS, DAFIBICEIT D PD-L1 OEFEIIL, B, el
A . SO, FE/ NI ATE 72 & DA Ze WA TTRARK 7 TH Y | KW AfFE
& OFHBAMENHE STV D,

BED D/ DEGRI T4 & PD-L1 FEBLOFEEAMEN S, PD-1 & PD-L1 OFfREILEE
DEPEEREC BN T HEERZEZI ) Z LR ENTEY | Hiim R RN ATRRORER &
LTHIfF ST 5,

AANE, PD-1 & PD-L1 X ONPD-L2 Ofi U > ROFEGEREST 52 &2k v, i
W INBRBE Th D RS OO HIE EE T U o SERATEMAL S8, HUEE IS 2 FEE(L
T 52 & THEGIR BT D,

AFIOVEFRSFFIC 3 < BE DS RURIC £ BRIER %M & &b, BT
L AREMN DD, AFIOEE DR OB GBI, BEOBEE ST/, BHERH
5V HAIT I, FEHL L7 ST U7 S A A 0tk & R A B O [T & S L
G122 BRI 24T\, B D SIERURIC K B RIWER N B DB, BB B AR L
£ RO 55 DY) R IE 54T 5 LN D B,



3. EEPRARE
YIBRASRE 72 1T « & D FE/ N AT itiJes D AGREFIZ 3l 2 17 - 72 B 72 B R B O il &
ZNE IR

(B 2]
OEBILFEFH IR (KEYNOTE-024 #5R)

(L IERE D 72 EGFR B1n 1A S patt | ALK @A B 5 B2t & O PD-L1 Btk (PD-
L1 2388l U7 fEEAas S %G (LLF TTPS) W9 ,) =50%) OUIBRAEEZRiE
1T« B O IE IR it B 305 B (HASA 40 Bl & de) Z BT, A 200 mg 3 18
kR (CAF TQ3W] &9, ) HHEDH R OLRMEN, 7T F 8K 2 & T
b=k (LLF [SOCT &), ) ZRHRE L TRET SN, 7eds. RN TR A
HEITFRO BT GAT, BT 2 R TR D3GR 8 B IR WSRO EFIRIZZEE LTV
% B CIE, RIBILARE OB REAR TR BT RS DD £ TARAIOER G 2kt § 25 2
ENATRE L ST, EEEEETE B XM EE IR (LLF TPFS) S o, ) | EIREE
I EIE A I (BAF T0S) &), ) & Eiv, RJNET 7 F 8K % & T b
R LC, PFS, KUNOS (FHfEfiENT) A EITIER LTz,

*:24 ) H FE THRESNERBAEAROREZHIE L, Z0%, KEETHIRD bREA
CBEHBTE S L L EANT,

#1 FiHRE (KEYNOTE-024 3RE)

A 200 mg Q3W 777 TR
(154 1) ALtk
(151 1)
R (A ] 10.3 6.0
(95%CI) (6.7, NE) (4.2,6.2)
PFS™ INH— R 0.50
(95%CI) (0.37,0.68) —
P " <0.001
FoviE [H] NE NE
(95%CI) (NE, NE) (9.4, NE)
0s™ NP R 0.60
(95%CI) (0.41, 0.89) —
P fE" 0.005

Cl: XM, NE: #&ERHA, *1 : RECIST A FT7A > 1.1 UCES S MSr e, *2
JE@5I] Cox BNV — RET WML DT T FFHRAI STl PRI L Ok, *3: @hln s 7 v
T RRE. *4: MR OT — % 201645 H 9 ANy AT



100 psc
90 - ™ — EFFI00mE QIW
80 - T5FFHAESOIAEE
&£ 70 -
.ESI-I- 60
50
gﬁé 40 - l-‘
§E 301 v,
20 4 (R Yy
10 - "l——|__*____|
0 3 6 9 12 15 18
at riski HIaBEFHE A]
ZFAI200mg Q3W 154 104 89 44 22 3 1
TSFIRAERCIERE 151 99 70 18 9 1 0

M1 i & B PFSOEKAENTE D Kaplan-Meieri#i (KEYNOTE-0243R5%)
(PD-L1BEM: (TPS=50%) D BHHEM)

100 :
90 ] ‘-\1_1\"\.
80 | '"‘x.\._
70 T
—_ ]
£ 60" Wi
ﬁ'!’ 50 . -'."n.m..." o e e ]
L
b 40
30
20 1 —— #m00mg Qaw
10 - TS5 BRSO SRS
0 3 6 9 12 15 18 21
at risk%y EFRRLA]
AE200mg Q3W 154 136 121 82 39 11 0
ISFrEREZOIEELE 151 123 106 64 34 7 1 0

X2 OShHEfEHTI: D Kaplan-Meiergh#t (KEYNOTE-02435%)
(PD-L1BgM: (TPS=50%) D BHER)



@IEBEILE S 1 /MRS (KEYNOTE-010 #5)

7T F TR ST EFRIERET 2895 PD-L1 B (TPS=1%) OUIBRAHE/2 i
1T - R OIE/NRIEEE 1,033 6 (HAN 91 filxETe) ZX5102, AH) 2 mg/kg
Q3W 5 T 10 mg/kg Q3W 5O A MR VL2 MN, ReZ XKy (LIF
DOC] &9 ,) XL L TREIENTZ, Zed. BGRHE TR EETHRD btz
BAIT, BT 2R TIER DD R WEDRRRANI L E LTV 5 A TIE, KE
LI ORI TR ABEIT AR B D £ TAAIO B Gk &2 flE & Sz, TERT
B H 1% OS L OV PFS & &4, AAIX DOC & LT, 0S #HEICHERE L=,

*] : EGFR & fn 12 RGME T ALK A BG5BT, 77 F 8K %2 Gk
VLI L 21K IEICIN 2. £ E 4 EGFR FHEIEA X% ALK FHEMER 269 2 fuEtt
TEIGANC X DI RIELZ G 2 BEPHAAN LN,

¥ .24 WA ETHREENZHAIARORE G E2HIE L, 0%, FEEETHRD bhi-g
BlIcEEGERTE L &N,

#2 FiMERE (KEYNOTE-010 3{E)

AHAl| 2 mg/kg AFAl 10 mg/kg DOC
Q3W Q3W
(344 1) (346 1) (343 #)
rhoefl (A ] 10.4 12.7 8.5
(95%CI) (9.4,11.9) (10.0, 17.3) (7.5,9.8)
0S | ~HF— R 0.71 0.61
(95%CI) (0.58, 0.88) (0.49, 0.75) —
P " <0.001 <0.001

Cl: 2. *1: B3 Cox bl Y — FEF T LD DOC & DL, *2: @hla 75 7k

E

100 f=
hE Y ——— &3 2 mg/kg Q3W
80 F310mg/kg Q3W
70 1 — REFFEIL
& 601
E 50 1
40 ] b ‘lHII (L ] N
30 1
201
10"
U LUAGARLLULALALLLLLLALELAL) AL LI LA LA LLLLAL LA LR LAL IR L LLE) LLALLLLLLLLE LA LLL) LA LLLLLLJ
5 10 15 20 25
at risk# EFEmMA]
F# 2 mg/kg Q3W 344 259 115 49 12 0
FH10mg/kg Q3W 346 255 124 56 6 0
FEFZFEIL 343 212 79 33 1 0

M3 OS DE#MMITED Kaplan-Meier i (KEYNOTE-010 3R5%)
(PD-L1 BBt (TPS=1%) DHBRELER)




QEFE LR MRS (KEYNOTE-189 #ER)

{EEFIERE D720 EGFR 815 4 Bt L O ALK @SB s -t UIBR R hE e itk
17 « H3E ORI LRI N mn i BE 616 6] (HAN 10 iz &te) ZXI5Ic, AH
200mg (Q3W) | XX hL-FE KF RU UK (LI =X MLXEFR] £, )
FOTZFFHHF (AT TF o UNIHNAVRTTF ) OUFAKS CRFIGHHAEE) 1o
BIER OZEVER, 7T R, XX L%t REOT T FF A OHAES (LR
TERE) 2aktie L —EHEMRABR ORI SN, Mte b, 777 F AT Y EAH
DREEZTEIGRIRL, BE5IIHRK4 a3 —AFETE L, 2B, B CHREETFR
D HNTEHEIT R REIT E R TIER DR O LR WEDRRIKRMIINCEE L TV D EBET
. RIEILAE O EfGEHN CHREETHRD G D ETERA L AX MLt ROJFHES
ZAkREST D Z EFREE IS, EEFHMIEEE L OS K UVPFS & S, AHl, <A b
Lt REOT 7 FFRBOMAZE G177 R, XX Xt REOT T F A 0
DFREEE- L e LT, OS K OVPFS # HEIZHER LT,

*1 0 ARHI200mg, Ak LFE R 500mg/im2, AT F 75 mgim2 XXV T T F
AUC5 (mg+ mL/min) ®DJEIZ Q3W (% =—=2d 1 HBIZH&YE) T4 a—x#EhE#%, K
#1200 mg x M2 A kL%t K 500 mg/m?2 78 Q3W T4 &z,

*2: 7 TR, LA M LFE R 500mg/m2, AT T F 2 15mgim2 xR T T F 2 AUC
5 (mg + mL/min) DIEIZ QAW (%F=—=2m 1 HHIC#KSE) T4a—2FEE5#%, FI+¢
AREOANA R L& R 500 mg/m? A3 Q3W T h- &z,

*3:24 W H EFTELEINTZHEEIARFORGE T IEL, T0%, REETHRD LY
AlcEGHHETELZ L E T,

#3 AR (KEYNOTE-189 35)

AHKIOFH#E (bR iLRE
(410 1) (206 1)
R (A ] NE 11.3
(95%CI) (NE, NE) (8.7, 15.1)
0s™ NP — R 0.49
(95%CI) (0.38, 0.64) —
P " <0.00001
HhoefiE (A ] 8.8 4.9
(95%CI) (7.6,9.2) (4.7,5.5)
PES™ ™ NP — K™ 0.52
(95%CI) (0.43, 0.64) —
P " <0.00001

Cl: {FHEX R, NE: #EEARA], *1 : FRBIREOT —% (2017 11 A8y AT, *2: )8
B Cox WHINY—RET ML DT TR, XA MLFt REOT T FFRIAGEALFEED
OERRE L oL, *3: @Rlla 7' Z 7 BiE, *4 : RECIST A4 KT A4 > 1.1 USRS ERT
HRNT H Y]



at risk#g
AF1200mg Q3W, N

— A200mg Q3W, RXRUFERRUTSFFRAIGRILZRE
——— TSR, RXNFERRUTSFFRAHBIEERE

T T T T T

0 3 6 9 12 15 18 21
SFHIR (8]

AVFERRUTS5F 410 377 347 278 163 71 18 0

FEAIHRILERE
T3tk AXPUFE

RRUTS5F FREIG#A 206 183 149 104 59 25 8 0

{L2BE
X4 OS OHEfENTED Kaplan-Meier fh## (KEYNOTE-189 3X5%)
100
90 - — ARG QIW, AXMARET IO LKEMRTT S TR
80 - \Hﬁ e TR, RANLFURS MIDLKIORRY T 55+ 50
$ 70 1
4 60
i 50 |
v 50
g 40
£ 39 .
& 20 "
20 i S
10 i 1—0—-——1—-0—-——1
0 3 6 9 12 15 18 21
at riske% RIgREFNN(A]
AR200mg Q3W, ~
ARLFERFPIDL 410 322 25 148 60 17 5 0
KRRUT57+ER
75tk RANFE
K+ MO LKRBRY 206 140 80 40 16 3 1 0
757+ 8M

M5 SHTPRHEREIZES PFS OfEf#ENTEO Kaplan-Meier iR

(KEYNOTE-189 35%)



@IE BRI A MAEFER (KEYNOTE-407 ##)

{LFHERED 720 UIBRARRE 72 AT - TR O BRI/ N fifies B 559 51l (AA
AN 50 Bl & ETe) xR, A 200mg (Q3W) . HAVRTTF L ROV Y X ¥t )L
XiF 7 U 2t (A7 I ER) (LT Thab-PTX) & 9,) OPFH#ES (K
BIGEHEE) "N OENER NEZERWN, TR, IVKRTTF KON T Y 21X
1% nab-PTX OO G ((b59RERE) 2 2xtie Lz “EHERABR CHRET S, Mt
Eh, N7 ) Z XA NIT nab-PTX (%, #HYERIVBEE ZEI0ERL, B513HK4 =
—ZAFETE LT, 7ok, HEFHE CRAEMEITHRD LATGAEIT, REETZ 70K
DR BV NWEDEFIRIIZZEE LT 5 B T, RIBILLUE O B FEAL T EET N
RO LD FETARANOKG 2kt T2 2 ERAHREE S, FEFHMEEE X 0S XY
PFS & &L, KA, WNKRT T F 2 RO Y &2 X8 /L (T nab-PTX OOF B E1X 75
YR, DNVRTZF U RORT U Z X80 L nab-PTX OFFHEEE- & i LT, 0S &
O'PFS # 4 BITIER L7z,

*1: ARAI 200mg, 237 U 2t L 200 mg/m? X i nab-PTX 100 mg/m?, 7 /LR ~7Z F > AUC
6 (mg+ mL/min) DNAIZ Q3W (KA, 7 U EZXENLKRANVKT TF 35 a—RA
»O1HBICES, nab-PTX Z%4a2—AD 1, 8, 15 HAILEKE) T4 a—xLhH%, K
#1200 mg 2% Q3W T G- =h -,

*2:. 7Tk AR, N7 U HFXE/L 200 mg/m? XiE nab-PTX 100 mg/m?, VR 7 T F 2 AUCG
(mg - mL/min) DJIEIZ Q3W (KK, 7 VXXV NV K RINVRT T F 3% a—AD
1 HEIZHES, nab-PTX (3Fa2—AD 1, 8, 15 HEIZHKE) T4 a—2xEh5%, 77
TR Q3W TR E STz,

*3:24 WA ETEREENTEGAEIIASORGEEZRIEL, D%,
BlCREHEATEZ Z L& I,

TREEIT SR b

#4 BB (KEYNOTE-407 35&)

AHKIDF L (b i E R
(278 1) (281 1)
HhoefiE (A ] 15.9 11.3
(95%CI) (13.2,NE) (9.5, 14.8)
os™ AN R 0.64
(95%CI) (0.49, 0.85) —
P fE" 0.0008
R (A ] 6.4 4.8
(95%CI) (6.2, 8.3) (4.2,5.7)
PFS™ ™ N — R 0.56
(95%CI) (0.45, 0.70) —
P " <0.0001

Cl: fZHEX[H. NE : HEEAR A, *1 . FREESTREO T —% 1201844 A3 Ay AT, *2: 8
Bl Cox I NY— REFT VL DT TR, WIVRTTF U RO U X FE/L T nab-PTX
OOFREIEE Oz, *3: J@hle 72 > 7 E, *4 : RECIST A4 K74 > 1.1 fIZE S ER
RS A Y] E



100 7
90 - N
80 :
70
X 60 - k“‘tq
B 50 .
N_| 4
30 1 P
20 1 — EMmg QIW. AETSFYRYIIUIF LI dnab/ U LI
18 1 ——— TSt HKTSFYRTIIUIF LR nab-IT7U 9+ Ll
0 3 6 9 12 15 18 21
at risk#§ EFELA]
FE200mg Q3W, Ak
T3FIRGINIVIFEI 278 256 188 124 62 17 2 0
Rdnab-It7U 9%
TS5tk AR T5FY
RUNIUIF IR 281 246 175 93 45 16 4 0
nab-N7U 5%t

X 6 OS DH IR D Kaplan-Meier gi#R (KEYNOTE-407 3RER)

— FH200mg Q3W, AVKT5FYRUIN7UT+ IR Enab-I17 U 95N
\‘L-\v_ ——— T3tk ARTSFI/RUITYIF IR IEnab-117Y9F I
"-«1
\
“l;\‘
k‘;\“‘_‘_ "
DR )
e e e o
T T T T

100 1
90 g
80 1
X 70 ]
% 60
§ 50
g’é 40 §
g 30
20 ]
10 ]
0
0
at risk#x
A#|200mg Q3W. Ak
T5FIRTINIUIFE) 278
Rignab-N7U 9%
T73tm, hbRTS5FY
RUNTUIFEIVRIG 281
nab-N7U 9% 4l

3 6 9 12 15 18

HEREFHRA]
223 142 57 23 5 0
190 90 26 12 4 0

X7 BERTHPRHEEIZLD PFS OHEIFEMTED Kaplan-Meier Hig

(KEYNOTE-407 35%)

10



GE BRI A MAEFER (KEYNOTE-042 ##)

{LFIERE D 72 EGFR A6 T A RFaM, ALK BhE B 5 1M & OV PD-L1 B3t (TPS
=1%) OYIRARERMELT « FROIE/ NIt B 1,274 B (HARN 93 Bl Ete) %
RFGT, AH 200 mg Q3W & 5- DA MK Ok, 7T FF A& & e fb k%
X & L TRET S 7z, 7eds, BN CHREBEITT RO SN0, REEIT2 R
FIEIRAZED SR WVEDFERANCZEE LT 5 BE T, WRIEILLRE O B 3T TR
HEITRRO LN D E TAANOE G 2k 5 2 LN ATHE & S, EEFHEE H 1L 0S
&St ARENLT T F R E ST REE L iR LT, OS #HRICIER LTz,

*:24 WA FETEREG INTEGEIIARAORG2ZH 1L L, 0%, EEEITHZED b Ga
CEGEBATES L L ENT,

#5 A& (KEYNOTE-042 3ER) (PD-L1EEME (TPS=1%) DBELEM)
77 FF W EE T
AF 200 mg Q3W (s
%k 637 131 637 1]
el [H] 16.7 12.1
TPS=1% .
S 05" (9§A,C{) § (13.9,19.7) (11.3,13.3)
(95%CI) (0.71, 0.93) —
P ffi™ 0.002
%k 299 % 300 f1
o e [H] 20.0 12.2
OT)PQS_;;Z 0s™ (95%CI) (15.4,24.9) (10.4, 14.2)
- NP — R 0.69 B
(95%CI) (0.56, 0.85)
il 338 4] 337 $
o thfefiE LA 13.4 12.1
Sgiggzgéf 0S™ (95%CI) (10.7, 18.2) (11.0, 14.0)
- NP — REE™ 0.92 B
(95%CI) (0.77, 1.11)

Cl: {Z3EXE, *1 : FRENTRF DT — & 1201842 A 26 B > b4 7, *2: @5 Cox Ll W
— RETNWIZE D77 FH A 2 ETALFHRIE L O, *3 . Bhln 77 v 7 RE

11




90 1 \- — &HAI200mg Q3W
80 - N ——— TSFIEAERIIEE

10 i
0 T T T . . T
0 6 12 18 24 30 36 42
at risk#g EFHRELA]
AEI200mg Q3W 637 463 365 214 11.2 35 2 0
I5FFRAESOILEELE 637 485 316 166 88 24 1 0

X8 OS D RIENTE D Kaplan-Meier Bi#f (KEYNOTE-042 3{5%)
(PD-L1 B (TPS=1%) DERELEM)

12



[Z4xtt]

OFE BRI R NS (KEYNOTE-024 ##)
HERGIIAFIRE 148/154 5] (96.1%) F O SOC #f 145/150 ] (96.7%) (258D B, 14
B & ORI RBIR NG E T WA FRHRIL, £ 113/154 41 (73.4%) K O 135/150 )
(90.0%) ITFH BNz, WTNDORETHILERD 5%LL EORIEMIEITERD LB ThHh-o

776

K6 WTNHORETHERED 5%LL LOREIEA (KEYNOTE-024 3Bk (ZEMEMIre S E£H)
FRERIKIHE (SOC: System B (%)
Organ Class) AFHIHE SOC B
JEAZE (PT: Preferred Term) 154 4] 150 31
(MedDRA ver.20.1) 4= Grade Grade 3-4  Grade 5 4> Grade  Grade 3-4 Grade 5
LRIEH 113 (734) 40 (26.0) 1 (0.6) 135 (90.0) 77 (51.3) 3 (2.0)
MmEFs LY >R fmE

2L 8 (52) 3 (L9 0 66 (44.0) 29 (19.3) 0

A 1 BRI A E 1 (0.6) 0 0 8 (53) 2 (13) 0

i R ERIRA E 1 (0.6) 0 0 34 (227) 20 (13.3) 0

IR i 0 0 0 17 (11.3) 8 (5.3) 0
Ny Wk

FFR B RE TUME R 1 (7.2) 0 0 0 0

R B RE AR T iE 12 (7.8) 0 0 1 (0.7) 0 0
B GRS

(XA 6 (3.9 0 0 17 (11.3) 0 0

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

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

A% 4 (2.6) 0 0 18 (120) 2 (1.3) 0

Mg i 4 (26) 1 (0.6) 0 30 (2000 1 (0.7) 0
— % - AHEEER L OB G OREE

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

TR 1 (0.6) 0 0 9 (6.0 0 0

FE L 16 (10.4) 0 0 8 (5.3) 0 0
HRPR IR A

ALT H5/0 10 (6.5) 0 0 7 @47 0 0

AST #4n 8 (52) 2 (1.3 0 5 (3.3) 0 0

7 v F = 3 (19 0 0 15 (10.0) 1 (0.7 0

I HEREOR D 0 0 0 20 (13.3) 6 (4.0) 0

M IR E R 0 0 0 18 (120) 9 (6.0 0

3 1 BR AR 1 (0.6) 0 0 16 (107) 3 (2.0 0
R L O E

BRI 14 (9.) 0 0 39 (26.0) 4 (27) 0

K~ 7' x>0 A 1 (0.6) 0 0 9 (6.0 0 0
AR X O ARk R

BA &Y 13 (8.4) 0 0 4 (2.7) 0 0
TR R P

W L 1 (0.6) 0 0 15 (10.0) 0 0

KM= 2 — R — 2 (13) 0 0 9 (6.0) 1 (0.7) 0
PR g, MERFs X OMERR b

filifig 2% 8 (52) 4 (26) 0 1 (07 1 (07 0
B R ¥ & OV TRk R 75

BB E 0 0 0 12 (8.0) 0 0

B iz d 8 (5.2) 0 0 1 (0.7) 0 0

% D FERE 12 (7.8) 0 0 3 (2.0 0 0

Wz 1 (7)) 1 (0.6) 0 3 (20) 0 0

13



7ok, ARFBEZ BV CRIEMEMMZEE 9 5] (5.8%) . KIGK - BHEE D T 8 il (5.2%) |
FRRRRRETE (7 2« NU—RERESE) 261 (1.3%) . AFiaERES 22 1 (14.3%) . HUIR
PRiRERESE 21 5] (13.6%) . T EE(REERERETE 161 (0.6%) . 1 AUHESRE 161 (0.6%) .
REREREE (R TEMER 2258) 141 (0.6%) . WEAK 141 (0.6%) . f54 « Ak
fisiEi % 1 B (0.6%) K U infusionreaction5 i (3.2%) i bHiiz, 7=, BEOKE
[ (REREEIREGERE, SR, HRRIES) | BIRHSRER S, EEMEIE, M
%K BEIEEA . S OREA. DB, SaEEVEM RO PESEEER . TR L K OREFER
BRI Do T, REWEARBLURDUIEER S (FEREMER T 2E5T) 25T
HEFFERERT,

OIE BEIL[F 2 /M FHEER (KEYNOTE-010 #5#)
HEFERIT 2mg/kg Q3W ¥ 331/339 4] (97.6%) . 10 mg/kg Q3W ¥ 330/343 f51] (96.2%)
J O DOC #£ 297/309 i (96.1%) IZ78& H AL, {RBRK & ORREBMENGE TE WA E
FRIL, TNE 215/339 B (63.4%) . 226/343 il (65.9%) TN 251/309 i (81.2%)
IR BTz, WT I DORETIHELZED 5% L EORIWERIZ TEDO LB ThHh o7,
K7 DTN ORTREEN 5%LL EOBIWEA (KEYNOTE-010 3RER)  (REMARNTXIRE)

FEIRSHE (SOC: System BilE (%)
Organ Class) 2 mg/kg Q3W ¥ 10 mg/kg Q3W DOC ##
JEAEE (PT: Preferred Term) 339 44 343 f 309 i
(MedDRA ver.20.1) 4> Grade Grade 3-4 Grade5 4 Grade Grade 3-4 Grade5 4= Grade Grade 3-4 Grade 5
EREIEH 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)
Mg LY /R fEE

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

IR E 1 (0.3) 0 0 1 (0.3) 0 0 44 (14.2) 38(123) O
PN 7 AR 7

FR IR AR AR T 25 (74) 0 0 23 (6.7) 0 0 1 (0.3) 0 0
B IEREE

i 24 (71) 2 (06) O 22 (6.4) 0 0 56 (18.1) 7 (23) O

L 37(109) 1 (03) 0 31 90) 2 (06) © 45 (146) 1 (03) O

N 13 38) 0 0 7 (20) 1 (03) O 43 (139) 3 (1.0) ©

Mg 12 (35 0 0 13 (38) 1 (03) 0O 24 (78) 2 (06) O
—fik - AEEEL L OB GEM O RRE

1 9 20 5.9) 1 (03 0 19 (55) 2 (06 0 35(113) 6 (1.99 ©

i 46 (136) 4 (1.2) 0O 49 (143) 6 (1.7) 0 76 (246) 11 (36) O

RN P 5 (15 0 0 4 (1.2) 0 0 21 (6.8) 0 0

FEEN 10 290 1 (©03) 0 14 (4.1) 0 0 17 (655) 1 (03) 0
BRI AL

i ER A 0 0 0 2 (0.6) 0 0 24 (78) 19 (6.1) O
PR SRR

PR 3 (09 o0 0 3 (0.9) 0 0 17 (5.5) 0 0
B2 & OVEE T ALk R 7

B 3 (0.9) 0 0 2 (0.6) 0 0 101(327) 2 (0.6) ©

Z 9 FEE 25 (74) 0 0 32 (9.3) 0 0 5 (16) 1 (03) 0

% 29 86) 1 (03) O 44 (128) 1 (03) 0 14 (4.5) 0 0

728, 2 mg/kg Q3W BE & TN 10 mg/kg Q3W BEIZ B W CENZEH., RV MMz & 15 4
(4.4%) K146 (4.1%) . Kigs - EEO RIS H] (1.5%) KO 2 4 (0.6%) . =
FE D Rz [ I (B2 R RERREARAE e . 22T ALBE, FH RIEIESE) 1 41 (0.3%) K& O 1 41 (0.3%) .
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PRI (X7 2« N U—IEERES) 2 61 (0.6%) L ON3 B (0.9%) . AFH§RERES 23 51

(6.8%) K&Ur22 #] (6.4%) . HUIRIRHERERE T 32 5] (9.4%) M UN35 41 (10.2%) . T
RBEREREE 1 41 (0.3%) KON 1 5] (0.3%) | FIIFEHERERR S 2 1 (0.6%) & O* 1 fi (0.3%) .
1 AUBERRIE 1 B (0.3%) KON 2 f5l (0.6%) . BHERERETE (RMEREMBRSE) 4 4
(1.2%) KO0, WK 161 (0.3%) KO0 B, sk - BEEUmaAEE 161 (0.3%) KO
0 #1, infusion reaction 2 f5] (0.6%) MK ON6 5 (1.7%) NEDH NI, £-. HIEAHES
SE, W% - B, SE DMK, Ok, i/ MR PESREER . FE iR e OY
IREFEREEILGR D DR D o T2, ARRIVEAZSBUR DX B E F5 (BRARMR AT 2 5 Tr)
D ERRER A TR,

OEBEIL R MAHFER (KEYNOTE-189 #f#)

HEELIIARKIOFHRE 404/405 5] (99.8%) K USkEHE 200/202 5] (99.0%) (Z#8®H &
AL, TREREE & DR RBIRNEE TERWEEFEFRIT. Z4E4 372/405 # (91.9%) K&
0r 183/202 f5i] (90.6%) (ZFB® HALIZ, W ORETIBLRAN 5% EORIMEAIT TR
DEEBH THoT,

K8 VTN DRETREED 5% EOBIWER (KEYNOTE-189 3RER) (MM REM)

8B BIK ¥ (SOC: System % (%)
Organ Class) AFIGE AR b H R
FEAGE (PT: Preferred Term) 405 5] 202 131
(MedDRA ver.20.1) 4 Grade Grade 3-4  Grade5 4 Grade  Grade3-4 Grade5
SEIEA 372 (919) 193 (47.7) 9 (22) 183 (90.6) 80 (39.6) 2 (1.0)
MEE LY RS
E=yiil 154 (38.0) 55 (13.6) 0 77 (38.1) 27 (13.4) 0
FEENEAT P BRI 25 (62) 24 (5.9 0 4 (20 4 (20 0
i Bk iE 22 (5.4) 8 (20 0 12 (59 1 (05) 0
T A ER R i 101 (24.9) 59 (14.6) 0 45 (22.3) 22 (10.9) 0
M/ A iE 69 (17.00 31 (7.7) 0 27 (13.4) 13 (6.4) 0
N paRlA e
FR I R AR T RE 22 (54 2 (05) 0 3 (15) 0 0
AR i
VRGN 51 (12.6) 0 0 14 (6.9) 0 0
e
(LA 67 (16.5) 0 0 24 (11.9) 0 0
i 78 (19.3) 15 (3.7) 0 22 (109) 4 (2.0 0
TN 187 (46.2) 12 (3.0 0 90 (446) 4 (2.0) 0
A% 26 (64) 2 (05) 0 15 (74) 1 (05) 0
Mg 74 (183) 7 (L7) 0 39 (193) 4 (2.0 0
—f - A EER L OB G ORE
T E 53 (13.1) 16 (4.0) 0 31 (153) 3 (15) 0
57 134 (33.1) 20 (4.9 0 62 (307) 3 (15 0
I D 4 SiE 30 (74 3 (0.7) 0 14 (69 1 (05) 0
RAG PRI 27 (6.7) 0 0 12 (5.9 0 0
FEEN 24 (5.9) 1 (0.2 0 4 (2.0 0 0
JEYE RS £ OV HUE
FENE S 20 (4.9 1 (0.2 0 10 (5.0 0 0
B AR AL
ALT #3410 38 (94 2 (05) 0 16 (790 3 (15 0
AST H#7 28 (6.9) 0 0 10 (50) 1 (05) 0
iz vrF=48m 32 (79 1 (0.2 0 12 (5.9) 0 0
I I BRER 22 (G4 7T (A7) 0 12 (59 6 (3.0) 0
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ZRERIRSHH (SOC: System %5 (%)

Organ Class) AR AR {bZAFRIERE
HAEE (PT: Preferred Term) 405 4l 202
(MedDRA ver.20.1) 4 Grade Grade 3-4  Grade 5 4= Grade Grade 3-4  Grade 5
Rtk L O EE
EEXD Bl 84 (207) 4 (10 0 42 (20.8) 1 (0.5) 0
K~ 7 3% v AfE 22 (5.4) 5 (1.2 0 3 (15) 0 0
R
LR R 37 (91) 1 (0.2 0 14 (6.9) 0 0
R X OV T ARk
Bz i W) 11 27 0 0 12 (5.9) 0 0
% 9 FEE 37 (9.1) 0 0 12 (5.9 0 0
S 51 (126) 5 (1.2 0 17 (84) 3 (15) 0

7285 ARFIEEZ I3 T RIVEPEME 16 1] (4.0%) . KAGZ% - FEE O T 20 51 (4.9%) |
fRgfEE (77 2 - AN LU—IEGIES) 10 1 (2.5%) . ITHEREREE 62 1 (15.3%) . HIIR
AR REREE 32 51 (7.9%) . FHEMAHEAERETE 2 61 (0.5%) | EIEFEEEREE 1 41 (0.2%) |
1 ApERRI 15 (0.2%) | BHERERETE (RIS HIEMERE KSE) 2561 (6.2%) . K 2

(0.5%) KU infusionreaction5 fil (1.2%) RO HNT-, F7-. BEOLEREE (KE
FEERRAEMERE . ZTALEE, BUREIESE) | Ak - BRBUTRLARIE . SRS 0E, MM -
BERBSE . S E DS, DA, SafE M MR PSR B . TR IR i e OVIRZFEREE 13
R B o tz, REWEARBURDLIIBIE 5 (BEMREMRY 25T &5 ieEit
fERERT,

@EBE LR 25 A RER (KEYNOTE-407 #5#%)

BEFGUIARAIRE 273/278 ] (98.2%) K UL 274/280 #] (97.9%) 1278 B AL,
IR & ODREBURDEE TCERWVAFFERIL. T 265278 5l (95.3%) K
249/280 il (88.9%) ZFBD HALIZ, WU DORETRILEN 5% Ll EORWERIZ RO
LB Thoi,

#9 WTHHLOBTHRIRD 5% LOBWEM (KEYNOTE-407 RER) (REMMIT*IRER)

# B BIR7¥E (SOC: System Bl (%)
Organ Class) AHIE R HE (b PEERE
HAZE (PT: Preferred Term) 278 il 280 1]
(MedDRA ver.20.1) 4> Grade Grade3-4 Grade5 4 Grade Grade3-4 Grade5
FEIEA 265 (95.3) 151 (54.3) 10 (3.6) 249 (88.9) 152 (543) 6 (2.1)
MmiEFs LY > RbEE
21 123 (44.2) 38 (13.7) 0 117 (41.8) 43 (15.4) 0
FEENEAT R A 14 (5.0) 14 (5.0) 0 10 (3.6) 10 (3.6) 0
F f BB e 23 (8.3) 12 (4.3) 0 19 (6.8) 12 (4.3) 0
T A ER R i 97 (349) 59 (21.2) 0 86 (30.7) 63 (22.5) 0
/N SiE 81 (29.1) 18 (6.5) 0 58 (20.7) 16 (5.7) 0
Py s e 5
FRR IR RE TUAESE 17 (6.1) 1 (0.4) 0 2 (0.7) 0 0
R IR RE AR T iE 16 (5.8) 0 0 3 (1.1) 0 0
B b
(& 31 (11.2) 1 (0.4) 0 25 (8.9) 0 0
T 61 (21.9) 8 (2.9) 0 47 (168) 4 (1.4) 0
G 85 (306) 2 (0.7) 0 71 (25.4) 3 (L.1) 0
/AR 36 (129) 1 (0.4) 0 25 (8.9) 3 (L.1) 0
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ZRERIRSIHH (SOC: System %5 (%)

Organ Class) ARFNOE B H==2-30c
HAREE (PT: Preferred Term) 278 {5l 280 il
(MedDRA ver.20.1) 4> Grade Grade3-4 Grade5 4 Grade Grade3-4 Grade5
— i - EHEER L OGO R

) RE 46 (16.5) 3 (11 0 41 (146) 6 (2.1) 0

it 54 (19.4) 7 (2.5) 0 52 (186) 7 (2.5) 0
R AR AR AT

AST #47 14 (5.0) 0 0 5 (1.8) 1 (0.4) 0

B A ER SR 24 (8.6) 17 (6.1 0 28 (10.0) 24 (8.6) 0

1R 23 (83) 5 (1.8 0 16 (5.7) 6 (2.1) 0

P i Bk Hak ) 30 (10.8) 11 (4.0 0 28 (10.0) 10 (3.6) 0
R L OvGeskhEE

EEX D BIES 47 (16.9) 5 (1.8) 0 57 (20.4) 4 (1.4) 0

K~ 73U AfE 15 (5.4) 1 (0.4) 0 9 32 2 (0.7 0
B R B L UGB LRk

A 36 (129) 1 (0.4) 0 24 (86) 2 (0.7) 0

7 P9 32 (115) 2 (0.7) 0 26 (93) 1 (0.4) 0
PR E

LR SR 23 (8.3) 0 0 7 (2.5) 0 0

K= 2 — R F— 55 (19.8) 3 (1.1) 0 37(132) 2 (0.7) 0

BERE 15 (5.4) 1 (0.4) 0 13 (46) 1 (0.4) 0

KR E =2 —n3F— 31 (11.2) 0 0 36 (129) 2 (0.7) 0
G R KOV T AR &

it B 126 (45.3) 1 (0.4) 0 100 (35.7) 3 (L.1) 0

% 9 FENE 29 (10.4) 0 0 15 (5.4) 0 0

W5 28 (10.1) 0 0 20 (7.1) 0 0

7pF. ARAIBEZ IV TRVEMEMIZE R 14 41 (5.0%) KB - EHEEO T 14 1] (5.0%) |
PR (7 2« N L—JEERES) 55 61 (19.8%) . JHBERERETE 26 5] (9.4%) . HIR
IRAERERE T 31 61 (11.2%) . T EEMAEHEEERET 241 (0.7%) . BEHrEkES (RAE MEE
BLREE) 6 (2.2%) KON infusionreaction 6 5] (2.2%) MR HiT-, 7=, EEDK
JEREE (REREAMEGERE, SZIRLEE, BRRIESE) | RIBREREREE . 1 AUbEIRN,
K. ok - MERUTRLARE . BAERFIESE, MR - BEMREAR . S E O A, DR, EE
MRS PESRBER . VIR I & ORIEERBE 13580 B v7e o 7, AREIER S BRI
FREER (AMEMERT A E5T) 2a0EiERE =T,

OEBRILFEF IR (KEYNOTE-042 75#)

HEREGIIAKIRE 610/636 1] (95.9%) K OMbLFHILRE 606/615 ] (98.5%) (2788 &
AL, TRBREE & OREBRN G E CERWAFFRIT, £ 399/636 6 (62.7%) K&
1) 553/615 i (89.9%) (ZFB® HALIZ, W N DORETIHBLRAN 5% EORIMEMIT TR
DEEBHTHoT,
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£ 10 WA DR TREARED 5% LOBEA (KEYNOTE-042 #ER) (ZRMEMITkIEEH)
B RIR 34 (SOC: System % (%)
Organ Class) AHIHE [ #==)37R 1t
HARZE (PT: Preferred Term) 636 14l 615 14
(MedDRA ver.20.1) 4> Grade Grade3-4 Grade5 4 Grade Grade3-4  Grade5
EEIEH 399 (62.7) 104 (16.4) 13 (2.0) 553 (89.9) 246 (40.0) 14 (2.3)
MR LY R kEE
£yl 35 (55) 4 (0.6) 0 229 (37.2) 80 (13.0) 0
I BRI E 10 (1.6) 0 0 35 (5.7) 10 (1.6) 0
U HR BRI E 5 (0.8 1 (0.2 0 88 (14.3) 46 (7.5 0
1N R SiE 3 (05 1 (0.2 0 56 (9.1) 10 (1.6) 0
s
R IR RE TUHESE 37 58 1 (0.2 0 1 (0.2) 0
FOPR BRFS REA T E 69 (10.8) 1 (0.2) 0 2 (0.3) 0
B
(A 8 (1.3) 0 0 68 (11.1) 0
i 34 (53) 5 (0.8) 0 46 (75) 1 (0.2 0
LD 31 (4.9) 0 0 184 (2990 7 (1.1) 0
ISP 7 (11 0 0 31 (5.0) 0
/AR 15 (2.4) 0 0 97 (158) 2 (0.3) 0
—f - AFEER L OB G ORIE
77 i 27 (42) 3 (05) 0 60 (9.8) 10 (1.6) 0
9 57 50 (7.9) 3 (0.5) 0 102 (16.6) 8 (1.3) 0
R AR AT
ALT 1 45 (71) 9 (14) 0 53 (8.6) 5 (0.8) 0
AST H#471 41 (64) 4 (0.6) 0 42 (6.8 2 (0.3) 0
Bt R AR D 2 (0.3) 0 0 86 (14.0) 54 (8.8) 0
1R 2 (0.3) 0 0 64 (104) 20 (3.3) 0
I I ERE e 3 (0.5 0 0 71 (115) 32 (5.2 0
Rt L OGS
AR 40 (63) 5 (0.8) 0 109 (17.7) 9 (15) 0
FHE A R & OV B ik
RA i 27 (4.2) 0 0 46 (7.5) 0
ik 20 31 1 (0.2 0 50 (8.1) 0
PR RIEE
KM= 2 — 1 R — 1 (0.2 0 0 50 (8.1) 5 (0.8) 0
KM = 2 —a " F— 3 (0.5 0 0 41 (67 6 (10 0
MEgs . MaEREs J OERmf e
Jitifig e 43 (6.8) 19 (3.00 1 (0.2 0
R X OV T A RRRE
it B 2 (0.3) 0 0 136 (221) 7 (1.1) 0
Z 3 FESE 46 (7.2) 2 (0.3) 0 15 (2.4) 0
5 46 (7.2) 3 (0.5) 0 27 (4.4 0

7283 AFIBEZ IS TRV RN B 49 41 (7.7%) . K% - T O i 10 41 (1.6%) |
BEE OGRS (RGHBEIREGRE, 2B, FARIES) 161 (0.2%) . MRS
(7 v« NU—EERESE) 1] (0.2%) | fFHEEREETE 76 1 (11.9%) . HURIEEEERE
%02 5] (14.5%) . FHEIAFEAEFEE 3451 (0.5%) . BIEHEREREE 341 (0.5%) . EHERE

b (RARE TR 26%) 361 (0.5%)

CBER 1B (0.2%) . DM 16 (0.2%) K

N infusion reaction 6 141 (0.9%) 23#2D Lz, £7-. 1 BUBEIRIR ., 2% - BEET Al ARIE .

HUEM BRI, Mgk - BlAR. S E D Bk,

Se e M /B PESRBESR YAt K

ORIFERPHIER O b e o 1o, RENWERAREIRIUI B F 5 (R MRAE R 2 & i)

Ea DR R 2T,
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(M- AE]

KB OFREFFEYEREET AL EZFMA LY I 2 b— 3 02XV, KKl 200 mg %
Q3W, 400mg % 6 FMMHE (LT TQeW) & 95, ) XiX10mgkyg (AHE) % 2 @[
Mk (LT TQ2W) L9, ) TG LZBEOARF oI g PR ESRG Sz, ok
H. KA 400 mg & QEW THEE: L 72BROARFN O E FARREIZ 31T 2 Mg hiE (L
T Cavgss) &9, ) 1%, AHAlI200mg 2 Q3W TH G- L72FED Cavgss & HHEIT 2 & T
Shiz (F#) . 72, AH400mg & Q6W TG L 7= ARHK D EHIRAEIZ I 1T 5
EIEFIRE (LAT [Chaxss) &V ) X, AKI200mg % Q3W THEH: L72EED Craxss
R L CREAZ R T E TSN DO, HARNBEIZB O THEEDRHER I LT
LR - HETH 544K 10 mglkg (RHE) 2 Q2W THE: L72EED Craxss & Ll L TIK
EERTETFRHENE (FR) . S50, EEROHERE 23R I2R4A] 400mg % Q6W
TG L=/ BTHERER (KEYNOTE-555 i) 1 0 5 7= 34 HE-S < RpydEhne
WNIA=2T VI ab—ra AZED FHILTCEYEIRE T A—2 LHEILT- (TR,
Iz T, BEOFEEIZIT 5 EERHABREGE IS D& | AFI DR & & A XL et
& OE#EZ T DIRESST T VDR S, Kl 200 mg 2 Q3W X 400 mg %
Q6W TH G L7-ROMRE & & A UT 2 et & O #EIZ DWW THRE S ok R, b
SEORE - HEOM THME R ORI e 22 BT v &Pl &Sz,

£ 11 KHOEYEEE T A —F

[ Comr Cave Coni Coras Coes Coninss
(ug/mL) (pg/mL) (ug/mL) (pg/mL) (pg/mL) (pg/mL)
200mgQ3W! | (oo Vior | (77981 | (76183 | (017 041) | 4985100 | (308 314)
400 mg QBW! (12;?24) (32.%??2.7) (10.%1(,).50.8) (14??49) (SO.i?gl.S) (19.%3??0.9)
40(09‘*2%%\,\/ (1351.:(33?.10;6.4) NA (14.1:2;4) NA NA NA
OMAOOW | g ay | i | i | wmam | e | sy

$:n=2993, 100 BID ¥ I = b—3 3 IS K0 BEH S 8 FE O YL (2.5%045, 97.5%45) | Cmax @ FIEIE
H#OEEIMIEFIRE. Cag : PIEIER 5% O MIEFRE, Cmin: PIEIRGH% (A 702 EHHD) OFiRiE
EF'(};%E\ Crax,ss : ﬁﬁ%%é:%ﬁé%%ﬁm%ﬁjﬁfﬁ\ Cavg,ss : ﬁﬁ#f(’ﬁgﬁl%”’éﬂzi@m{ﬁqj/%g\ Chin,ss : Hﬂiﬂﬁ%-ﬁﬁﬁl
BT B FeARum i i

T : 56 BIOREEIE (95%(EHEIXH)

§ 1 41 Bl O EEIE  (95%(ETHIX[H)

NA : %7 L
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4, FEFRIZOWVWT

AFNO AP G1Z%F LT, KBS & U CTHERARERE (SFFE) At s
HZ D, UEGREZEYICER X AMHFE THILNERSH D, ZD LT, EHEMY
A 7 R BGEHE (RMP) (ZHD & AHI OB G 22 S MERE G &)~ D i )R 23 & 2 Hi ik
Tho T, KEIOBRGPHEE) I BF Z W - FrE L, AFIORGIC LY BEE2REIWEH%Z
FHL LTSRS T 5 2 BT LT OO~@DF T Al 72 I Mgk (2B T
fFHT L& TH D,

@O #EHRIZTHOWT

O-1 F@o (1) ~ (5) mﬁhﬁ_&éﬁém Y CTHDHI L,

(1) EAFEKEDEET 20 AR ENL SRR (BB IR 23 A2 RE LR R
%ﬁﬁh%ﬁ@%%ﬁ%%\ﬂﬁﬂhﬁﬁr%ﬁk)

(2) FrEMSHENRRE

(3) FREIFREFEDEET D03 AT (2 AR BT, 03 A
W 19mBE. 2 ARSI HEE R R &)

(4) ARACFRIEEZRE L, SRAEFHREINE 1 USRS HIEINE 2 O it a5 FE
AR D AT > TV B itk

(5) PUENMEREE AT & ENING O it g% S HEICAR D Jm 21T > TV D fiak

O-2  fifiE DAL SR E K O] T’Eﬁﬁ%fﬁﬁ#@iﬂi Ty IR & R RO ERN (FR D
WFINICRE S T D IERN) 23, B2 RBOARANCE T HEROEEE L L TRESH
TnnHZ L,

*

o [EENEFFEUSZ 2 FOYHNHE ZIE T L721&RIZ 5 FLLEO D ATREDERRIHE %
ITHoTWBHZ E, 96, 2L B, BAREMEEZ £ & LUERIESESOIHE 2
1ToTWBHZ &,

o [EAIRFFESE 2 FEOMMINHE ZE T L72RIC 4 L LORKRERZ A L T\ D
Z&, ob 3ELLRIE, O AVERYIRE A S e PRSI S D BRIRIHE 24T -
TWbZ &,

@ BENOEZRRFEREHEOMEHNIZOVT
3R L A RIS IE 4 5 BYE A DS S, BUERAZE D OB A, A - &«
VSRR O FE R CERIS ST 2 5 EIR M, AEFRNRBAE LGS 0WE
B, ERESCHITTONDIEREIRE S TNWD Z &,
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® EIER~DOXHRIZONT
@-1 MERRARHNCEET 2 EH

MR B EOBEEZRBIER N RA LB, 24 REREIREI O T, Yikhast X
IR 1B T, BEL L -RWER IS U CARBEE B L O CT EORIVEH ORI &4
BB OFERNY B FICES, BEHICHG A REREHINE->T\nD 2 &,

@2 EERFEHICLI2AFEFSAMNISICET HEH

N ARSI 2 B 2 sk R OB RE 2 A T D IR FE DNEER =XV v 7
EEHEOIEIROA T ) —= T EITOERE L E#REZ G TE 5 F— AEFRRH] 235
fiE S TnWbZ L, 2B, BiAHICOWT, RABRE EZOFBEICHTITAMmENT
WhHZ L,

@-3 BIfERADOZW LRI LT

RIWER (FEMEMEBIZINZ ., KX - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - IF2% - EMERRAE 2, BEREMRE S URMAERIEMERRE) . AowkEE (T
MABEEIE S, PRI S, RIBEERERET) . | BUBEIRIA, 5 & MR, sk - Bk
TIRMEAE . BER, B O EREE (PEMERLZBIERAIE, BRI, 2A
BE. FHRIEIESE) . infusionreaction, AMZ% - BlFsc, EJEMMESE, MRkEE (F7 0 -
AN U—EGRESE) | Dk, BRERMIKRES (Gt MR/ TSR | i tEE i,
IREFERES . BERERIERIES) | MEREBIEMRE. M) 13 LT, Yikhak XUTrpEE
JEFSEA DR 2 A3 % AN &l U (RWEH OO IR L CHRER OS2 5%
TONAEMICHHZ L) | EHIZHEURLENTE LRGN ESTND Z L,
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5. EXH LD RE
[H2hEIZ B3 % F1A]
O AFIOBEMBEGIL FROBFIZBNTHIEDN RSN TN 5D,
o ALFRIERED 72N EGFR Bin AR, ALK &8s 12 & O PD-L1 5
P (TPS=1%) DOUIBRAREZRHELT - I8 DI/ N Rw s FBE
o TITFFHIKEE AL TRIERE A AT 5 PD-L1 Bt (TPS=1%) OUIERAHER
HAT - RO/ NatE RS (7o, EGFR B 14 BGM E ALK @G &
GFBEMEOBETIX., FNFN EGFR F 1 2 0% F—PHEH T ALK F 1o
v —VHER ORI A9 5 BE)
7B, TPSIIRAT7 v ) X~7 (BT M#Ez) Oz =4 Wik (KE4 :
PD-L1IHC 22C3 pharmDx [ =] ) ZHWTHIET HZ &,
@ AAOMOPEMEEEA & OFHE ST FTRRORF BV TAEER RS T
o
o ANANULFERNEOTZFFHHLEOFHES AL PRIERED 2, EGFR &
B EREMER D ALK fEE s 1RO UIBRREE /R HEST « R OIER T L
FE/ N e R
o HWNRTTFURONT Y ZFENNiEnab-N7 U XX LS b
SEIERE O 720 OUIBRARE 7R AT - TS O R Rz IR/ ISR it B
@ ALFRIERE D 70\ WHETT - B OB/ NIRRT 1X . PD-L1# 45 C PD-L1BME (TPS
=1%) ThiUL, AAOBME G2 EET H & Th D, £z, EELEEIEITT
T HRARMEICHER 2N EB 2 b5 BE IR LTE, PD-LIFEBURIIZ DD 5
T ZNENOMMIN 5 U Tt 2R B L FRE & O G2 BET 5 2 &0
T&E D, B KRN OEGIZH T > TX 2R T A R 7 A > (B AN T2
HERBRTH L D,
@ TFRLICEEY T B BEITKRT DARAOE G K OE A HIEIZ W T, AFIOFHPED
L SNTELT, AKFIORGXG L6720,
o INEAHBREL
o QOTHAAIDAEMENT S TR ML OFUEMEIEEA] & O P 5

WD 23 WA R T A (AARBESAR) (TBV T, BT A /ST AR R > o
(DECOG Performance Status 0~1 2 T 75 g LA L. XIZ@ECOG Performance Status 2 2 O BE TiX, %3
HARPUER] (REXXeL%) OBEFIRENPHERINTEY ., 20X 5 REAE T, E bRk
HARMEICHERHD EEZ NS,

%2 BCOG O Performance Status (PS)

Score ER

0 | <R IEBTE 5, MWl CHHAEESHIRZ AT 5,

PIREICI LUWTEENIHIR S 405 28, STARE T, BAEERH > TOEREIFTI 2 LN TE D,

Vol gl oz, s

BATRIRECH Y OHEDOEY O Z L33 X THREEMEEIL TE 220, BHO 50%LL By R Tl 2,

ROENTZHSOHOEY OZ L LTERY, BFO 50%LL EE Xy R+ d,

AW

E<BHT RV, AGOHFOEIY O LFaE TERY, BRIy R fiFTHId,

22




[tz B 4 5 F1E]
O TRICEYTHIREICOVWTUIAROREN LD L INTWDE Z b, &5 21T
r YA AN

@

RFND S35 LIBBUE OBEERED & 5 B

TERATORHMEIZ B W T RIS Y T D BE IOV TR, AR O#F G 3fELE X vz

D3,

L DIRFERPUL R R NG EICIRY | HEICAKZEHT 22 L 2BETE 5,
MR B OA P UIBEED & 5 B

b0 1] 5 A A C TR B & 38 00 D BB S ONTE B 0D i St i it i 2 0 S e 1 i ¢
FEOMMIZRIEMEZE N HA LN D BE

H O ERBOA0E, SUTEMR A L < IXHHMED B iR OB ERED
b5 B

e g (&ML ) Db HEHE

T OB X IBE 2 A4 5 8F

ECOG Performance Status 3-4 2 o 3
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6. REICELTHET NEHFH

@

@

®

I SCERITIN 2, BUEIRTEER MR35 ERMEIZ I & ARA| O Feik Je ONiE IEff

RO 7= DI B G H A2 B LT b« 2 L,

TRIEBRABIC SN D | B XX Z OFEICHINE L OER M2+ L, [RE 215

ThoEETHZ L,

FEREWERH O~ R T A MZDOWNT

o [MEMMEENSLDLND Z ENRH DD T, KAIOEEIZHT- > TL, YIHIE
W CEEIAL, PR IRIEE, W) ORERR L O X et O, Blggs+
FWATH 2 b, Fo, REIDS U THE CT, My~ —7 —%FDOMmA % T3
HZ L,

e infusionreaction 23&% 5 I 5 Z £ 23H 5, infusionreaction 23588 B ILIZ A IZ
. EURALE AT D &L IS, IR RIE T S £ TEREDOREE I EE
THI L,

o HURIRHEREREE . TEABERERORIBHEREN S LN ENRHHD
T, AREIOF5-BRLART & 0P G- I E IS N WS RE MR A (TSH, 78
T3. bEHE T4, ACTH, Mt =L F Y — L EDRIE) 2 Eiid 5 L,

o BUENTSR. IFARA, IFRERES . Tk, B{EMERERDR L L bNDL Z 03 H D
DT, AKAIO BB AGRT R O G- M S i3 E IR T BEsEfMR & (AST. ALT,
y-GTP, Al-P, BV /LEHOMIE) 2ET 52 &,

o SEIER (IMERXLOMLEEHRERLET) EORERERIREERH b D
ZERHDLZOT, EMCIROBE OFEEMRT 5 &, £z, IROBEFN
RBOOLNTHEITIE, HONCERENZZ2 T2 L )BEFELRET L L,

o KENOEEIZLY | BEORIEICIIRINT 5 £ E 2 BNDHEE L IR BHRNIE
NHLPONDZENH D, RENBD NG, B LEERIILN U
BRI 70 5% & AR BR A RO R & E s UG b) e s R W 21T\ il o5k
BOSE £ B EWER D S 2 5A101%. AFIORIE T Ik, K ORIE RE A
NEVRIOBRGEEEBRTHZ L, B, BIBRERLVEOEREIZEYEIE
HOYGENFRD B2 WIGEIZIE, BIE RE AR VE LSO & i Fl o e hn
LEETDHZ L,

o BERKRTH., BEMMNSEIARGE L THrORIERANRET D Z 8B D70,
AFN OB TZRICHRIERORBUZHSITHEET H 2 &,

o 1 AUBERRIE (BUE 1 AUBEIRIE 2 Ede) bbb, BERFMES N7V R—U R
IZEBLHZENRHLHOT, Ag, Fl, EHFEDEROFEELCMBEEDO LA+
DEETHZ &, 1 AERFN O ZGE &R EERIEL, AR Ul
Hl OB GHEDOEY)7REEITO Z &,

AHN ORI T, KEYNOTE-024 35% & O KEYNOTE-042 55k Tl 558

75 9 T L2, KEYNOTE-189 7B Clif& 5Bt 6 B KON 12 #HH, LU

BlX 48 B £ TOMT L, D% 1238 2 L2, KEYNOTE-407 3BR Cl3#% 5-5A44

MNH6HE, RBEEKCNISHEHE, UMITZ4SHEETOHITE, Zo% 12T L

A EDFA &2 4T > T2 2 & 2 BE10, AFIF 5 I E I migma coh R

DIEREATH Z &,

24



xEFERHEET A FT A4
RATul) XAv7 (B HEEEZ)
(BR7%4 : ¥4 b —F SREE 100 mg)
~EfEAE~

T2 92 (¥ 34 8 AWET)
B4 BE




SR/

1. ZL®Iic P2
2. ARANIOFHH. 1EHEF P3
3. ERIRAGE P4
4. FEFRIZHOWT P16
5. BHxtGL e b P18
6. HEHEICELTHETRXHIRA P19



1. IXT®IC

=S5 DH N « B RMEOREROT-OIZIL, I SCEFIZE S W2 Ee AR D
Bib, 5T, IEORERMROMARNC L0 | FUREIRG 22 & OB 72 Hid/E A%
FFEIEMPARINDH T, 2N O DOEHKNZEICLEREE IR 5 2 L3RR
PR L 72 o TR RREMBGEE & OO FEAR T #2016 G 28 4F 6 H 2 H BRI E)
IZBWThH, EHERLEOHHORBEHEEZXS Z L LS TW5D,

AR AR E SR S, EE RS R 27 0 7 7 A VBB FEOES L & B S MR
RHZENRNHD, ZOih, MR OEEVEICET A ERN SR T 5 E TOR,
WHEILORBEEZ R 2T D Z ENHIRF SN EBE IR L THERT S & & iz, BIE
RN LTI B ekt 2 & D 2 & DS ARE 7R — 8 O B & Jiii 7= 3 A% B T A
THZENEETHD,

L7eRoT, KA T A4 TiE, BARERELZNE TICHELN TV A EFITH -
BHER R EED & | LU O E IS O feii 7o FH 2 HEE 3 2 8LA & B g B %
F RO EFRREZRT,

B ARITA T A %, MSIATEUE NESE SRS S, A E AR AR
BRR BRI s . — M E A B ARERRNRHE S L OAE A RN B AR &R 2 O )
Db EER LT,

RG L IR B EINL A b —F T 100mg (— R4 Na T ) X~vT (Ein
THAHLZ))

R E R DEIHR - BN R

MELRHOFELROHE . WH . A, XA7e ) XAv7 (Barfiz) LT 1
[0 200 mg % 3 3 IR I3 1 5] 400 mg % 6 3 [ [l T 30 43 [
DT CRIEFET 2, 7272 L, i liBRIEOSGE L, &5
T 12 AETET S,

il 3& Ik 58 3¢ & 0 MSD RSt




2. ARIOKE, 1ERBT

XA M —F BIEHE 100mg (—#4 : _RAT7r ) XA~7 (BIEFHEEZ) DU TR
Al EvvH,) 1X, PD-1 (programmed cell death-1) &% VU 4> KT % PD-L1 KON PD-
L2 L OfEEZEHERET S, B MEIgG4 £/ 7 v —F AFURTH 5,

PD-1 #2813 T M S B RS 2> D kL 5 72 D12 A AR 3 R 9 5 T 70 S il
AA »F T, PD-1 [, fEFEZREBICEWDCEER T MildoMiaRmicgE L, 3%
P i % B o AR LB TR R 7o SB35, 97eb B, PD-1 (XU H o REfE
ATHZ LKV PURZRRICL D v VT VinE 2 AICHIET 2%k TH 5, PD-L1
DIEFRAEICB T 2HBUT DTN TH L0, L ORAMITIE T Mo 2z
HIF EWENCFHBLL TS, DAFIIBICEIT D PD-L1 OEFEBIE, B, e,
FrfaasE. SBLE, e/ VRS O~ 2B ATTRARIN - TH Y | RWERE L
OFEBIMEDHE ST D,

BED D A DEGRI T2 & PD-L1 FEBLOFEEAMEN S, PD-1 & PD-L1 OFRBKIZEE
DO PERRREIC BV CHEERKREZE S Z L0V RB I TR Y | iz e N ATEROER &
LTHIfF ST 5,

AANE, PD-1 & PD-L1 X ONPD-L2 Ofi U > ROFEGEREST 52 &2k v, g
W NBRBE TR O S OO S T U S ERA TR &8, HUlEE S 2 FEE (L
T 52 & THEGIRZ AT 5,

AFN OVEFIRE AT IS < B O G5 FURIC & 2 BIERSE 2 & b, B XTI
B AN B D, AFIOR G R OB GHITIE, BH OB E 42TV, B3R
o HAVTBAITIE, FEBL LT RIS U7 SR 72 ik & PR & RO R AT & 5 Lol
U172 8RR 24T\ IR EE DR RS L D BITER DN b 2561218, BIRKRE RV
£ RO 55 DY) R IE 54T 5 LN D B,



3. EEPRARE
SR LA O KGR IR IR 24T o 72 B2 BRI B O il &2 o9,

(B 2]
OEWNE 1 b fHABR (KEYNOTE-041 #5#)

EFRERE DN UIA BV A~T GEG X)) CLF A A~T 1 80 D,)
EEERN2 LY A ETORTFRIERE 2 AT HRIGUIRAGE Ao i AR B 42 4]

(B DR KI5 37 BI]) Z x5, K 2 mg/kg 3 BRMRE (LLF TQ3W) £ 9,)
B 5-OFIER NZRMEDNRET S 7z, 2B, BiGFEM CREBET SRS D HEIT,
PRBHETT 2 R JHER 3588 B A2 W DORFRINIZZ E L T 5 B T, IREILIRE O]
GRHE CRABEITARD DN D £ TAAIOB G2k = LW ATRE L &z, HERTE
MHIE B CTd 5 ZN=R[RECIST H A R4 > 1.1 BUZHEES < dhflliEic L 5 564:28%h (CR)
SOFERS 2R (PR) ] &, 24% (95%IEHHIXH @ 12~41) Tholz, 7k, FRNIHE L
7-BREIX 10%TH - 7=,

@i/t MARRER (KEYNOTE-002 #X5R)

A Y AT K DIEEEAE AT HIRIGUIRARGE e B BARBE 2 xR, AH 2
mg/kg Q3W 5 & Y 10 mg/kg Q3W e 5-DHINER L RIEN | ALTFHRIE (XN Y
V.TEYORIR, AINVRTTF R VEXRARIIIVRT TF o+ ) B F
B, LT TICCHE) &Ev9H,) ZXIRE LTREIS T, 7ods, iGN C%EEETH
RO B NTHAIT, TREBIEAT 2 R IR RO DR WEDO KRNI LZE L T\ D EBE
T, KIBICARE O B FEM TR BHETT RO b D F TARAIOER G Z ki35 = &3 A
REL SN, EEFHMIE B XA (LT T0S) &9 ,) R OMERE AR AR (U
T IPFS) &9 ,) & &, ARANILFHEE L g LT, PFS A BEIJIER L7z,

#1 BB (KEYNOTE-002 3E&R)

AF 2 mg/kg AFH) 10 mg/kg (b2 E
Q3w Q3W
(180 1) (181 1) (179 1)
rhoefis (A ] 13.4 14.7 11.0
(95%CI) (11.0, 16.4) (11.3, 19.5) (8.9, 13.8)
0S INH— R 0.86 0.74
(95%CI) (0.67, 1.10) (0.57,0.96) —
p ™ 0.1173 0.0106
e [H ] 2.9 2.9 2.7
(95%CI) (2.8,3.8) (2.8,4.7) (2.5,2.8)
PFS™ | mH— K™ 0.57 0.50
(95%CI) (0.45,0.73) (0.39, 0.64) —
P " <0.0001 <0.0001

Cl: (ZHEXH. *1: RECIST #A F A > 1.1 RUZIES < FOHGRFHE B ORI 6 B (2 . % 24

*2 0 JER] Cox IS — FET /T X D b5 RIE L DIk, *3 : @hln 7'Z 7 /e




100
90
80
70

& 60
ESD-_
# 40 7
30
20
10

—— 39 2mgrkg GBW
—— Z10mg/kg QAW
(s =

at risk#
#5 2 mg/kg Q3W
##110mg/kg Q3W
{E58GE

180
181
179

131
138
115

e LU UL LU LILLBEAL (L WL
9 12 15 18 21 2

33 36

27 30

S77R (R)
95 70 61 1 0
99 79 67 12 0
80 60 48 9 0

1 OS @ Kaplan-Meier #i# (KEYNOTE-002 35%)

—— 3 2 mg/kg Q3W
——— @ 10mg/kg Q3W
eC 3

at riskEy
ZF# 2 mg/kg Q3W
##10mg/kg Q3W
{LFERGE

180
181
179

153
158
128

4 6 8 10 12 14
SRR (A]

74 53 26 9 4 2

82 55 39 15 5 1

43 22 15 = 2 1

X2 PFS @ Kaplan-Meier fi#f (KEYNOTE-002 35%)



@M/ MAHFRER (KEYNOTE-006 #5#%)

AV LTI BIEERO LN IA Y AT EEERN 1 LI AL FETO(L
SIEIRE 2 T DARTRUIBR A RE 7 B SR Al R 2 kR I A 10 mg/kg Q3W BE - K&
OV 10 mg/kg 2 BRIFRE (BAF QW) W9 ,) HEGOFEMER NLZEMER, A B U A
~ 7 ERRE LTS SN, ks, BEgAHE TRGEITARD b oG eI, Rl
T2 RIIER DT BN WEDRRRINIZ L E L T2 B Tk, REILLRE O B AR
THREMEITRFRO 5D ETAROE G kT 5 Z L AHE & Sve, ZEFHEEE
IZ0S OVPFS & &, AANFA B Y A~T7 LHi# LT, OS XO'PFS # HEICHERE L
7o

#2 Ak (KEYNOTE-006 3ER)

AFI 10 mg/kg AF 10 mg/kg A b~
Q3W Q2w
(277 f51) (279 1) (278 f5)
tfefE [A ] NE NE NE
(95%CI) (NE, NE) (NE, NE) (13,NE)
OS™ | NHF— Rip? 0.69 0.63
(95%CI) (0.52,0.90) (0.47, 0.83) —
P fil* 0.00358 0.00052
HdefE [A] 4.1 55 2.8
(95%CI) (2.9, 6.9) (3.4,6.9) (2.8,2.9)
PES™ 5 | AA— K2 0.58 0.58
(95%CT) (0.47,0.72) (0.46,0.72) —
P " <0.00001 <0.00001

Cl: {3#EX[M. NE: HEEARA], *1 : PRAEITREO T — % 1 201543 A3 B v b4 7, *2: J@hl
Cox HBINY—REFNVIC L DA Y A~ T L O, *3: @3lla 7' Z 7 iE, *4 : RECIST #
A KT A > 11 BUZ IS ST U 72 iR R e K OB EEFT B2 1 K B 3T, *5 : R RARTERF D T —
Z 20149 H3 Ay b+ 7)



B 50

——— F#10mg/kg QIW
#F10mg/kg QW
—_— fPuLTT

at risk#%

M (A]

##10mg/kg QQW 279 266 248 233 219 212
##10mg/kg Q3W 277 266 251 238 215 202
AEULTT 278 242 212 188 169 157

177
158
117

K3 0OSD

Kaplan-Meier #if# (KEYNOTE-006 &)

e e 28 10Mg kg QW
2 10mg/kg QIW
fPULTS

at riskE

##10mg/kg QW 279
##10mg/kg Q3W 277
AEULTT 278

4 6 8 14
HEREEFNMA)

98 49
95 53
42 18

231
235
186

147
133
a8

~

Xl 4 PFS @ Kaplan-Meier fi#f (KEYNOTE-006 3A5%)



@[E BRIL[F 2 MAHEER  (KEYNOTE-054745Rk)

FRUIRGO AT — VI Y oL RAEEE (AAANSHZET) 2X%IC, ik
B & U TARAI00 mg QAW 5- DA WER N2 atEn, 77 Rz xtifie LT
SN Te, TEFHEE B I ARG (BUT TRFS) £\W9H,) & &, AFINETZ
TR L LT, RFSEZHEITIERE L,

#3 HEhMHREE (KEYNOTE-0543R8%)

A #1200 mg 7R

Q3W
(514%1) (50531)
e [A] NE 20.4

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

RFS™ NP — R 0.57
(98%CI) (0.43,0.74) _
P {3 <0.0001

Cl: EEXM. NE: #ERT, *1 : PRETEOT —Z  20174E10H28 0 > A7, *2: J@5l]
CoxlbBINYF— RETNVIZL DT TR EDLRE, *3: Bilue 77 7 BE. Q3W : 33 ik

¥ 5. NE : Not Estimated

100 -
90
80 hh"‘-\“-
;g G \H—-\____._\._.‘-.
# 60 "~
lI:E|-|I..b =00 .'.-"-llﬂl-li—i
MR 40
# 30
20 | —— ZAI200mg Q3W
10 ] TStk
0 T 1 T T T T 1
0 3 6 9 12 15 18 21 24
1 H
at risk%y ERRLEFHRE B8]
ZAF1200mg Q3W Bid 458 a)s 302 315 182 7} 15 0
TSt S0 4]5 a3 94 157 G 15 0

X5 RFSMKaplan-Meierfi#t (KEYNOTE-054735%)

(U AJCC (American Joint Committee on Cnancer) 17348 (55 7 1) (&S <G, A7 — YA TiLY
L REIRN OBERSEL Y 1 mm B OSA DI,

8



[Zz421E]

OEMNE I bR (KEYNOTE-041 #X5%)

BEFGIL, 4142 5] (97.6%) (258D b, IBBRIE & ORRBEBENEE TE WA
L, 34/42 5] (81.0%) ZFRWD HALTz, FEBLED 5%LL EOREWEHIZT TERD LBD T
HoT-,

#£4 BHEEN 5%LL EORIER (KEYNOTE-041 3RER)  (RAeMMTXISREHR)
Bk (%)

2 mg/kg Q3WHE
42131

SRERIARSYHE (SOC: System Organ Class)
HAGE (PT: Preferred Term)

(MedDRA ver.20.1) 4=Grade Grade 3-4 Grade 5
RIEA 34 (81.0) 7 (16.7) 2 (4.8)
Wi

R B RE AR T iE 4 (9.5) 0 0
B ke E

T 3 (7.) 0 0
—f - RHEER L OB G ORRE

IR 5 (11.9) 0 0
B AR AR AT

AST #47 3 (7.1) 0 0

B BR A5 N 3 (7.1) 0 0
Bl H KOV T kb= &

% 9 6 (14.3) 0 0

BEIR Bk 5 6 (14.3) 0 0

R A B 3 (7.1) 0 0

. EVERZRE 1B (2.4%) . K7k - EEO TR 2 4] (4.8%) | FHERERT 3
Bl (7.1%) . TEAEERE 2 §1 (4.8%) . FURIMERERTE 6 61 (14.3%) . infusion
reaction 1 il (2.4%) KOS E D IER 161 (2.4%) 23580 bz, Eio, PREE (¥
Yo N LERERESE) | BIRRERRTE (RMAEREMERE RS | BIBEE, 1 BRI,
HEDOREEE (BEMBEIRIERRE, ZIPHEE, HRMES) | R, MR - BHU@
e, EOEREEE, Mot - BEIRAR, GDAZR. SRR PR IMRIBUDPESRBER, YA IR I
K ORBFERBSHIRRO S e o 1o, ARWEMZEBURILIBNESR SR (RRMAMR T 25
o) 2 LEIRREZ TR

@iEsh i 1 AHRER (KEYNOTE-002 i5R)

HEFESRIT, 2mg/kg Q3W #f 172/178 15| (96.6%) . 10 mg/kg Q3W #¥ 178/179 15| (99.4%)
JZ OV ICC BE 167/171 5 (97.7%) 258D DAL, 1RBREE & DR EBEBRN B E TERWAE
FRIL, TNTFh 121178 # (68.0%) . 133/179 il (74.3%) JTX 138/171 i (80.7%)
WD BV, WU ORETHILRN 5%LL EORIWERIZTEDO EBY Th o7,



£5 WIN»OFTRERN 5% EORIEA (KEYNOTE-002 3RBR) (2Tt REH)

%k (%)

FREBIKr$E (SOC: System

2 mg/kg Q3WE 10 mg/kg Q3WH ICCH
Organ Class) g17%(1g&‘u i g17;J gﬂ i 1714?;]
HAGFE (PT: Preferred Term)

(MedDRA ver.18.0) 4 Grade Grade Grade5 4 Grade Grade Grade 5 4= Grade G;aje Grade 5
2EIEM 121 (68.0) 20 (11.2) 1 (0.6) 133 (74.3) 25 (140) 0 138 (80.7) 45 (26.3) O
Mg LY R fEE

2 5 (2.8) 1 (0.6) 0 7 (3.9 0 0 35 (05 9 (53) 0
I BRI E 0 0 0 0 (0.0 0 0 14 (82 6 (35 0
T BRI A E 1 (0.6) 0 0 1 (0.6) 0 0 14 (82 6 (35 O
M N iE 2 (1.1) 0 0 1 (06 1 (06) 0 16 (9.4) 4 (23) 0
PN 0 AR 7

FR I R AR T iE 9 (5.1) 0 0 13 (7.3) 0 0 0 0 0
B IR E

fE 5 (2.8) 0 0 9 (5.0 0 0 14 (82 0 0
] 15 (8.4) 0 0 19 (106) 2 (1.1) 0 14 (82 3 (1.8) 0O
G 8 (4.5) 0 0 16 (89) 1 (06) 0 56 (327) 4 (23) O
M Pt 2 (11) 1 (0.6) 0 10 (56) 1 (0.6) 0 26 (152) 4 (23) O
—f - R EERS L OGO RRE

9 6 (34) 1 (0.6) 0 8 (45) 1 (06) 0 10 (58) 1 (06 O
957 40 (225) 2 (11) 0 52 (29.1) 1 (0.6) 0 62 (363) 8 (47) O
FEEN 6 (3.4) 0 0 11 (6.1) 0 0 8 (47) 1 (06 0
HRPR IR A

1/ 0 0 0 1 (0.6) 0 0 13 (76) 5 (29 0
Rtk L O EE

RARIOE 8 (4.5) 0 0 17 (95) 2 (1.1) 0 26 (15.2) 0 0
B R B L O ARk S

=l 13 (7.3) 1 (0.6) 0 12 (6.7) 1 (0.6) O 9 (53) 1 (06) 0
PR 9 (51) 2 (1.1) 0 7 (3.9 0 0 10 (58) 1 (06) O
PR SRR

KM= 2 — T — 2 (11 0 0 0 0 0 14 82 2 (12) O
BERLTE 1 (0.6) 0 0 2 (11) 0 0 11 (6.4) 0 0
B 6 K OVEE T ARk R 7

it 7 i 5 (2.8) 0 0 1 (0.6) 0 0 35 (05 1 (06) 0
B2 R 9 (5.1) 0 0 9 (5.0 0 0 2 (12 0 0
Z 5 FEIE 37 (20.8) 0 0 42 (23.5) 0 0 6 (3.5) 0 0
B 21 (11.8) 0 0 18 (10.1) 0 0 8 (4.7) 0 0
ZRINIIRZ SN2 5 (28) 1 (0.6) 0 10 (56) 1 (0.6) 0O 0 0 0
=M A BE 10 (5.6) 0 0 9 (5.0 0 0 2 (1.2) 0 0

7235, 2 mglkg Q3W K X 10 mg/kg Q3W BEICEB W TENFh., BIEVENREE 1 41
(0.6%) KON46] (2.2%) . KiFZ « BEEO FH 161 (0.6%) K66 (3.4%) . ik
[ (T« N U—JEGERES) 261 (11%) KO0 fi, AFHREREE 13 61 (7.3%) M
V15 5] (8.4%) . BHgRElEE (RANEMEMEBRE) 1641 (0.6%) KO1H4] (0.6%) .
THRAREAREREE 11 (0.6%) M ON3 61 (1.7%) . HUARIREEREREE 14 ] (7.9%) K Y15
B (8.4%) . infusionreaction2 il (1.1%) &3 B (L.7%) . EEDOKERSE (K&,
TERRAEBERE . ZTEALEE, JERIEIES) 15 (0.6%) &M 141 (0.6%) . ML 145 (0.6%)
K ON0 i, EEEAREE)HE O il Je OV 1 3] (0.6%) . Aids - BEREEAS O il K O 1 51 (0.6%)

10



WSS E DS 0 B RO 2 B (1.1%) R0 biviz, £z, RIS, 1 RUBERIR,
e - BARURRMIBIE ., D7, et/ MRIBUOVESRBER . TR PEE M K OR 3FEREF 13
B BRI oI, REWERRBRIUIEESES (AREERE 251) 2a %R
LR N

@A FMAHRER (KEYNOTE-006 #X5#)

HEFESIT, 10 mg/kg Q3W £ 264/277 151 (95.3%) . 10 mg/kg Q2W F¥ 275/278 4] (98.9%)
SO IPILAE 239/256 5] (93.4%) 1Z388 B AL, TRBEE & ORIRBEMRNA G E TE WA EHESE
LL. FAFER 202277 1 (72.9%) . 221/278 f4] (79.5%) K TX 187/256 1 (73.0%) |
WO BTz, WTIUDDORETIBLED 5%l EORIWERIZTED LB THo7-,

K6 WTHADORE TREED 5%LL EOBHWER (KEYNOTE-006 3U) (LM REM)

B (%)

FHERIKRIME (SOC: System

10mg/kgQ3WHE 10mg/kgQ2WHE IPI#E
Organ Class) 277451 278451 25613
HAEZE (PT: PreferredTerm)

(MedDRAwver.18.0) 4>Grade Ggra;ie Grade5 #Grade G;aile Grade5 “Grade G?:ajle Grade 5
ERIEM 202 (72.9) 28 (10.1) O 221 (79.5) 36 (12.9) 1 (0.4) 187 (73.0) 50 (19.5) 1 (0.4)
iR

FRR B RE TU M E 7 (25) 0 0 17 (6.1) 0 0 6 (23) 1 (04 0

R B RE AR T iE 21 (7.6) 0 0 25 (90) 1 (04) 0 2 (0.8) 0 0
B N
-0 5 (1.8) 0 0 10 (3.6) 0 0 15 (5.9) 0 0

PNV 8 (290 5 (18 O 4 (14) 4 (14 0 19 (74) 16 (63) 0
T 40 (144) 3 (1) O 47 (169) 7 (25 0 58 (227) 8 (31) O
H PN R 11 (4.0 0 0 20 (7.2) 0 0 1 (0.4) 0 0
L 31 (112) 1 (04 0 28 (101) O 0 22 (86) 1 (04 O
W - 5 (1.8) 0 0 10 (36) 1 (04 0 14 (55) 0 0
—f - FEFER L OB G OREE

1 9 31 (11.2) 0 0 32 (115) 1 (04 0 16 (63) 2 (08) 0
9 57 53 (19.1) 1 (04 0 58 (20.9) O 0 39 (152) 3 (1.2) O
PR AR AR

AST #40 6 (22) 1 (04 O 14 (5.0) 0 0 6 (23) 2 (08) 0
R L OvearEE

AR 18 (6.5) 0 0 17 (6.1) 0 0 20 (7.8) 0 0
B S R B L O A LRk

BA &R 32 (116) 1 (09 0 26 (9.4) 0 0 13 (5.1) 2 (08 0
5 P 6 (22 0 0 19 (68) 1 (04) O 5 (20) 1 (04) 0
Bl K OV T ALk RE

Z 9 39 (14.1) 0 0 40 (14.4) 0 0 65 (25.4) 1 (04) 0
B 37 (134) 0 0 41 (147) O 0 37 (145 2 (0.8 O

0 P BE 31 (11.2) 0 0 25 (9.0) 0 0 4 (16) 0 0

7238, 10 mg/kg Q3W Ff M O 10 mg/kg Q2W BHIZRBWTCENFh, MR R 4 4
(1.4%) KOM14 (0.4%) . KEZZ - BHEEO T 10 6 (3.6%) KON 13 il (4.7%) | #f
pEE (X7 2« NU—IEBRESE) 2 61 (0.7%) K ON0 B, ATksREREE 14 61 (5.1%)
MR 23 f51] (8.3%) | EHEREiEE (RAIE B XE) 241 (0.7%) KU1 4] (0.4%) |
TFHRAFEREREE 151 (0.4%) KON1 A (0.4%) . FUIRIRFEREREE 28 51 (10.1%) K& TN 33

11



B (11.9%) . BIFEE 1 6] (0.4%) KMO2 6] (0.7%) . infusion reaction 7 i (2.5%)
J V5 i (1.8%) . 1 RUHEIRIE 141 (0.4%) MK Or0 i, BEDREES (BFRIEARE
BERE, ZTEALEE, JEHRIEIESE) O 5] L O 1 451 (0.4%) | S 1 451 (0.4%) KON 1 431 (0.4%) .
il g% - BT RlARIE 11 (0.4%) K&TON0 B, Kok - BEMEZR 0 BTN 1 f3] (0.4%) | R
25 E DR 3B (1.1%) KON B (0.4%) DB bz, £7-, EIEMEIGE, Lif
P, So PP N PE SR BN . VA IR I B OIRZFER GRS By o 1=, AREIME
MFBLRDUIBIE RS (AMAMERE 2 5T) 23 0EIERE R,

@EBE LR FH MRS (KEYNOTE-054 #5R)

B EFGUIARAIRE T 475/509 5] (93.3%) (2, 77 EHREETIX 453/502 5] (90.2%)
IZHRBL LT, 1R L OREBEGEATE CERWEERERIL, AAIFETIX 396/509
(77.8%) 2. 77 & AREETIE 332/502 ] (66.1%) (ZHHL L=, WFNNORETRILE
D 5%LL EORIWERIZTTFRDO LB THoTo,

KT DTN TRERED 5%LL EOBIWER (KEYNOTE-054 3RUR) (LM REM)

#= B B K 4 & ( socC: B (%)
SystemOrganClass) AFIRE Placeboff
HARGE (PT: PreferredTerm) 50941 50241
(MedDRAver.20.1) 4:Grade Grade 3-4  Grade 5 4:Grade Grade 3-4  Grade 5

ARIE 396 (77.8) 74 (145) 1 (0.2) 332 (66.1) 17 (3.4) 0
o WaBE

FR IR RE TDHEAE 49 (96) 1 (02 0 4 (08) 0 0

FRLPR R AL i 73 (14.3) 0 0 13 (26) 0 0
B RS

T 94 (185) 4 (0.8) 0 82 (163) 3 (0.6) 0

AT 58 (11.4) 0 0 43 (8.6) 0
—i% - R EER LU G ORE

4 )5 48 (9.4) 0 0 34 (6.8) 0 0

] 143 (281) 4 (0.8) 0 135 (26.9) 2 (0.4) 0
R AR A

ALT #4711 26 (51) 3 (06) 0 16 (32 1 (02 0
B ks R B £ OV AR RRRE &

BE A 51  (100) 3 (0.6) 0 47 (9.4) 0 0

A 26 (5.1) 0 0 15 (3.0) 0 0
PR R P

e 37 (7.3) 0 0 33 (66) 1 (02 0
MR SR, MOERES KON R P =

1% IR 27 (53) 1 (0.2 0 14 (2.8) 0 0
F2REE X OV MRk =

= 5P 85 (16.7) 0 0 49  (9.8) 0 0

B 49 (9.6 0 0 32 (6.4)

7ok ARFIREZ B TRVE MR 15 6 (2.9%) | KB « EEE D T 71 23 4 (4.5%) |
FFFgREREE 46 61 (9.0%) | BHEEREREE (JRAMEMEMEBRLE) 26 (0.4%) . FEAHE
REREE 11 1] (2.2%) . AR IRESRERSE 105 4] (20.6%) . EIFEHERERSE 5 4 (1.0%) .
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1 BUBEPRSF 5 51 (1.0%) . 55 & 9 %k 2 6 (0.4%) | h *ﬁ% fhalfRsE 1451 (0.2%) .
e 2 Bl (0.4%) . EIEAESIE 1 ] (0.2%) . DAHZE 1 61 (0.2%) I ONT infusion
reaction 2 %5l (0.4%) MFRH LNz, Fiz. ffkkEE (%7/ NU—IEERESE) | EHE
DR (B ERREIREERE . STEAIEE, FRRIESS) | MK - BRI, foyE /)N
OB/ PESEEESR . P IR i e ORZFERIS ITFR O e o 710 AREIVERFEBLR DL B
HHESR (BAMEMERET L) 230EHERE =T,
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Uik - HE]

RIGUIBRARRE 2 FEME BB B 2 x5 & L2 MM AR SR (KEYNOTE-002 55k &
UNKEYNOTE-006 &) D%, 2 mg/kg Q3W. 10 mg/kg Q2W K T 10 mg/kg Q3W
DT LD FE - HEIZB W T HARAOF R LRI ZRITRD e o
77
KN O RHE S BhREfRMT DO 5, FEMERAEREE 2T 5 200 mg Q3W # 5-Kf 0
AUCenc GEFIRBEBICISIT D 6 WM O FE-FRef b AR FEAg) Rl [10% 57, 90%
] mg-day/mL) (% 2.16 [1.45, 3.04] mg-day/mL T&H V. 2 mgkg Q3W FHKED
AUCs 6wk (1.32[0.722,2.06] mg-day/mL) &FafEL L. 10 mg/kg Q3W F 5D AUCss 6wk
(7.49 [4.32,11.3] mg-day/mL) % F[a]->7=,
M RAMEBE 2R & U ARH OWREE ROSNT OFER. et S ik & Q2
mg/kg Q3W 5., 10 mg/kg Q2W $£5- K TY 10 mg/kg Q3W #¢5-) D T AUC swk
A INE R OV & ORI R BIEIIEER O b o7z,
AHNOREMRYEEET VEFA LY I 2 b—2 3 280 AH 200 mg %
Q3W. 400mg % 6 MMM (LLT TQeW) L 9,) XX 10mgkg (KHEH) % 2
ik (CLF TQ2W] &\ 9 ,) TEAE LIZBEORAIO Mg HIRE P E S iz,
ZDOFER., KA 400 mg &2 Q6W TG L 7=BOARK| O EH IRREIZ I 5 FH M iE
HFIREE (LT [Cavgss) &VM20) 1. A 200 mg &2 Q3W TH L L7ZFRD Cavgss &
JET 5 L FlEan/e (FR), £/, AAI400 mg 2 Q6W THh L 72RO AHA|D
EHOIRRBIZ BT D Bem g FIREE (LLT TCmaxss) &V 96) 13, AFAl 200 mg 2 Q3W
TG LTZBED Craxss &I L THEIEZ TR T & TRISH b OO0, BARNEFICE
WTHARMENHER SN TWD L - HETH HAH) 10 mgkg (REH) % QW TH
B UTZBED Craxss & I L TIRfEZ R & Tl S (FR), S 6, BEEANE
B 2R RITAHK 400 mg & Q6W T 5 L 7=/ B 1AHFAER (KEYNOTE-555 #l5%)
L 0HEONT-FEREIZIE S S EYBRE T A —FF, VI 2 b—T a3 kD Tl
L7cEWEhRE 7 A —2 LFEI L. (TR), M T, HEEOEEIZH T 2 KRR
BREGRE 2D & | RFIOMREE & &AM X T2 & OB A2 REH 2 &S T
TIVIMEZR XL, AA| 200 mg 2 Q3W X 400 mg & Q6W TH 5 L =R OIRFE &
AT M & OB OV TR S Lo )Ry ERRoE - HEORTH
B R OV BRI e 22 BT 7 & PRl S Tz,
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£8 FHNORMBERE T A —H

[ Cirax Cavg Crnin Crnaxss Cavgss Crinss
(ng/mL) (ug/mL) (ng/mL) (ng/mL) (ng/mL) (pg/mL)

200 mg Q3w (%?;ﬂ (n?%m (U?%& (m?im (m?ém (m?;m

400 mg QBW! (12%??24) (32if§é7) (1oz?fgs> (142%?49) <5oi?g13) (19?35%9)

40(032%%\,\/ (1351.:633?.10;6.4) NA (14_1:: 'i§5.4) NA NA NA

10 mglkg Q2w (21;2223) (14?41‘45) (11%,1221) (42?1,2?133) (27(23,7282) (19;,,9200)

+:n=2993, 100 D I = L—3 =3 02 K 0 EH S SEEO hIE (2.5%45, 97.5%45) . Cmax : A
BEHOREMEFIRE. Cag : FIEHEG%ONEIMIEFIRE, Cmin : FIEHEGHE (VA 7V 2 5081 Ok

(%EF‘{&%E{“F\ Crax,ss :

REIC 51T 2 By P
1 : 56 Bl DRATELME  (95%15 X [H])
§ : 41 B DRAT-EIE  (95%(EJ5 X )

NA : 472 L

15
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4, FEFRIZOWVWT

VG EIBR R RE 22 M E R B 53 2 kGRS & U CRE A BGEIIA (RFIFRE) 2355
HBNTNDZEND, YEHELHEUNCERTX HMHTHILERNH D, TD LT,
I Y 2 7 EEGEHE (RMP) (M5 & AHI OB G 22 AV EREARTE B~ {7 ) (R 238
B HMEE T > T, KRN OG- DEO) e BFLZDZW - FE L, AFOFREGIZ XY HER
RIERZ B LTZBRICRIST 2 2 & BAEE el LT DOO~@ DT~ T & il 72 T ik
IZBWTHEMTH5RETH D,

@O #EHRIZTHOWT

®-1 T%@(nﬂvw)@wﬁMﬂ_&éﬁém Y CTHDHI L,

(1) FEAEFBRKENEET 20 A2 EEHENSRRES B RA A REEEIL R P
HIB S A B2 S HL SRR i&iﬂzﬁw;%éﬁf BeZn &)

(2) FrEEREIFLL

(3) HEMFRAENFRET 203 A HEEEFFT (DS ARREIERREWRPL, 25 A
Wb IIEBE. S AR HERE R R &)

(4) AKRALFIEEZHE L, SREFRENR 1 USSR 2EIEINE 2 Ol KL UE
(AR DR AT > TV D e

(5) PUEEMEREBL AL BN O R R FEHEI AR D 24T > TV D ftiek

@®-2 %‘Tﬁ%@ﬂ%@k?ﬁ%?ﬁ&(ﬁ%‘”’ﬁﬂ%%\éiﬁﬂ%ﬁ@iﬂi oy 7R RNk & B A RO R
(FROWTNNITEEY T DER) 23, YEZEROAFICE T 2IGROBEE & LT

BESNTNDZ &,

B

o [EEMRFFESE 2 FOUIMIMHEZE T L7212 5 FELL LD D AUTBE DB IRIHE 2
ITHoTWBHZ L, 96, 2L RIX, BATEMEEZ £ & LEERIES S OHE 2
1ToTWAHZ &,

o [EEMCFFEUS% 2 FOYMINHEZE T L2RIC 5 FELL Lo R EEMEESZ RO
KRR AR L TCWD I &,

Q@ PBENOEEBBEREEDOMEHNICONT

EEGEREFRICEE T 5 TEDEE S, JESENSOEFRE D, A - &2
AP ﬁ%ﬁ@rﬁi&@r@fi&(}cﬁﬂif—? X AR, AEFERDBAE LGS oS
EH. SN NATON D IEHINESTND Z &,
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® BIERA~DRRITDONT
®-1 BERARBEEOEEIC T2 B

R MERR R D EE AR BITEA N A LT-BRIC, 24 BRRIZIRIRHIO T, Mk X
VEEE R (23T, FEEL L 2 BIENCS U CABREHE L O CT &0 FIVER O BRI 2
B EDORERNY HHRIZE G, EHICRHIGS TR AEHINE > TWnWD Z &,

@2 EERFEHICLHIAEFFSNICET HEH

AR 2 B 2 ik B OB RE A2 T D IR HE N EIER =X U v 7
EHEOITIROA T ) —= T EITOERE L E#REZ G TE 5 F— AEFRRH] 235
fiE S TnWabZ L, 2B, BiAHICOWT, RABRE EZOFBEICHSITAMmENT
WhHZ L,

@-3 BHEADZEr xRN LT

BITER (RVEMEMEEICI X, KK - Mk - BEO TH, BUEFX - R4 - I
BRRERESE - 2% - B LPERRAE 2, BAHERERESE (RAME RIEMEBRSE) | WokEs (8
MRFRGERE S, FURIRFERERE S, FIRPERERRE) | L BUBEIRIE, S & Mgk, ik - #f
WORRMIEE . FEJe, B ORIERETE (hithR R mAE, KRERMEIRE R, 2/
FLBE, FARIEIESE) | infusionreaction, AM4E - Bfifde, EIEANIESIE, MhfkkEE (X7
Voo NU—EBERES) | DRk, EERMEEE (oM OB EREE R . A
i, JRIFERES, MEPRRIERIESE) | MEKERAEGERE, M%) 1Cx LT, Yikhnsx ]
UTHEE R OB FIVE 245 2 AT & L (RIEA OB S L CTHRE L O
BEZTONDOIRCHD L) | BHHITHEYRLEN TE HEGHNRES>TNDH I L,

17



5. B##GxtHR LIt BE
(G 2hEcBE§ % 31E]
O TROBEIZBOTAROHEDEN RIS TN D,
o ALTFRIERED 720 L OMEHEIERE D & DRI OISR ANRE 70 B0 A fd s
o ERYIBRBEORAT VI FY OoEMEAREBE BT Dk MBhERE
2%, BRAF BIaFAERAZATHHEEITB VT, BRAF [LEANC X 516E L %E
T5HZ L,

@  FREZCEEY T D ARBIOPEE K OMEFH 5 IEIZ DWW TE, AANI OB ZIMERHESL SN TER
59, AFlOEER LB 720,
o fhOPUEMREEAIEOFH L TR SNBSS

(‘e EIC B4 2% FH]

O FRACEYTHEFICOVTIEARIOB LGN EEZ L SN TWDH Z &b, &5 51T
Hrpnz &,
o ARFNDEITIZHT LIBBUE OBEERE O & 5 B

@ THERTOFHIHIZ B W T FRRICEZYS T 2 BF IOV TL, AAORGIFHELE I 70w

D, AOIRFERPUR A 2 NGEITIRY | HEICAHZEHT 2L 2BETE D,

o [HEMMEBEOEIUIBED & 5 B

o B AR A CRHVE S 258 6 D A K ONE B 0D FH B It e <o R G 1 it 2%
LD RIEMEA LN B D BE

o HORERBOAOF SUTEMR A L IEFEHMEO B o R OB T RED
b5 BE

o JiEEBREE GEMSHIRBHEEL 5 T) Ob D EE

o MDY UIBEE AT HEE

»  ECOG Performance Status 3-4 2 D EH

(2 ECOG ? Performance Status (PS)

Score EFH

0 |ESMERIETE 5, BWATE R LA EAEESHIRZ AT D,

PIREZIE LWEENIHIR S5 25, BATHRE T, AR > TOERIITO Z &N TE D,
RS N 2

AMTHRECTH A DOH DY O Z L 3T N THRELEAEREIT T 220y, B D 50%L Eid~y R Tl 29,

ROENTZESOHEDEY DZ L LTERY, BHRO 50%LL B2y R+ TimId,

F G VS I O]

ELET RV, BLGOHFOEIY O Z L3 TERY, BRIy Rk THIT,
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6. REICELTHET NEHH

® ® ©6

WA SCEF TN 2 BOEREEE D TRAET 2 RS T D & ARH O FeME K OV EAfE

RO 7= DI B w2 B L T b« 2 L,

IRIEBRAAIC SN D | BB T OFRICA MR Otz -+ L, RE %5

ThoEETHZ L,

FREWEH O~ %Y A MZONWT

o [MEMMEENSLbND Z ENDHDLDT, REOEKGIZHT- > TiE, PIHIE
W (880, PR IREE, RS O L OWIES X SRt O Ehiss, #lggs 1
FATH 2 b, Fo, KBTS U THE CT, My~ —h —%FDOMmA % 3
HZ L,

e infusionreaction 3% HIDH Z L 03&H 5, infusionreaction 235D H AL AT
L U ALE AT D &L IS, IR RIE T S £ THREDOREE I EE
THI L,

o HURIRHERERETE. TEABERFZRORIBEERE NN Z ENHDHD
T, AFNO B G- BAART & O G-3RI H 3 E RIS N WS RERR A (TSH. bEHf
T3. bEHE T4, ACTH, Mt =L F Y — L EDRIE) 2 Eiid 5 L,

o BUEMK., AL, RS, HE, S{LHERERRL LN Z EnH D
DT, AKAIO BB AGRT R O G- M S i3 E IR T BEsEfMR & (AST. ALT,
y-GTP. Al-P, BV /LEHOMIE) 2EfT 52 &,

o SEIERK (MEREOILEEHRERELET) EOHEERIREELH 5D
ZERHDLZOT, EMNCIROBE OFEEMRT HZ &, £z, RO N
RBOOLNTHEITIE, HONCERENZZ2 T2 L )BFELRETLHZ L,

o AFIOEEHIZLY | BEOGERIGISENT D L& X b Dk~ IR BORTE
NHLONDZENH D, RENBD NG, B LEERIILN U
BRI 70 5% & AR B A RO AT & E g U G U) e s i W 2170 il sk
FOGZ £ B EWER D S 2355101%, AFN ORI T IR, K ORIE RE A
NEVRIOBRGEEEBRTHZ L, B, BIBRERLVEYOEEIZEYEIE
A OYGEERFRD IV WIGEIZIE, BB RE ARV o LIS O Sz i Floisin
LBEETDH L,

o BEKRTH,BEMMNSE Y ARGB L TOrORIERNRERT LI Z E08H D720,
AFN OB TRICHRIERORBUZHSITHEET H 2 &,

o I AUMERRIRE (BUE 1 BUBEIRIFEAZ 5T) b bbiv, PERFEMES R T v R— X
IZEDZENRHLHDOT, A, O, EHFEOIEROBICMAHED L2+
SEETDHZ L, 1 BBERBENEDN -G EEEZ Il AR ) U#
H OG5 OME) I LEEITH Z &,

VAR RE 22 M R AR B F IO 3 2 BRI, AFIOBRRRRICB VT, &5

BAAEND 3 B HUN, ZH LA, BB G 1 FRIL 6 M I & IZHMEDFE

MiZz4T> TNl & E2BEIC, AFEGHILTEMNCHROMREITHI Z &,

SEARYIERE O M BANEEREE ~OM G MBIEE L U CTEHT 2 BRI, AR OERK

ABRICBW T, BEBENSEEBERE T 12 BE I L I2aM0 i 247> T
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122 & BBEBI, AFOERGTITEBNROMRE 21T O Z &, ok, ki)
ke LTHEAT 25E810E, ARIOFEGHIZ 12 VAETET D L,
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REFERAEET A KT 1
Ra7u Y X~v7 (BiETHBEZ)
(B354 - %4 hA— 4 SR 100 mg)
~HHARS Y UNE~

YR 2 94111 (FF1 348 AKET)
JBA S B




SN

1. XLz P2
2. ARANIOFHH. 1EHEF P3
3. ERIRAGE P4
4, FERXIZOWT P7
5. BHxtGL e b P9
6. WHIZEL THETRXHIH P10



1. IXC®IC

=S5 DF N « B RMEOREROT-OIZIL, I SCEEIZE S W2 Ee AR D
B, 6T, IEORFEHNOEAIZ LY | FUREIKS 22 & OFHN 72 Hrll/F A%
FFPEIMPARINDH T, 26 DOEHKGZEICHLER BT IR 2 2 L3RR
AR & 7o TR Y RIFMBGER & SO AT #2016 (FRk 28 A2 6 A 2 HEERE)
IZBW T, EHMERLEOFEHORKE(LHEELZ XL Z L LS TnD,

BFORERE ST, SRR 2T 0 7 7 A VRBEFOESKEL & B 5 5
RHZENRDHD, 0D, HMEROLZEMEICET A ERN ST 5 E TORM,
WELEHG O BE LR ZIT 52 EPHIRE SN BFICK L THERT 2 & &bz, BIfE
FDFEEL U= BE 72 kb &2 & D 2 & DS ARE 72— 8 O B &3 7= 9 A B <t F
THIENEETHD,

L7eRoT, KA KT A4 TiE, BIFERES ZNE TITE LN TV A ELIH -
B R EES & | LT ORI O fei 7o 2 HEE T 2880 b B R EE & %
F RO EFHE R~T,

I ARITA RT A %, MSIATBOE NE S RS O, AME AN AR
BRI s . — B AN B ARERIR N E 2 & OB N B AR iR 52 O i ) o
b EERC L T2,

KfG L I HIEIEN - XA M —F S EHE 100mg (— k4% AT e X~vT (Eis
TR %))

R LR DREIHR © B SUTEREME D YA % ) il

MEERDREROHE  @% ., AT, a7 n ) XA~7 (Ealfz) LT 1
[8] 200 mg % 3 W [A]fHIME X131 (5] 400 mg 2 6 fHfEFE T 30 57 fH
DT T RIEFET 5,

3% R 58 ¥ & MSD Rt




2. AFOKHK, 1ERBERF

XA M —H BIEEHE 100mg (—i4 XA 7r ) X~7 GBEFHZ) BUT TR
Fl w5 ,) X, PD-1 (programmed cell death-1) &%= ®d VU %> KT 5H PD-L1 LT PD-
L2 L OfEEZEHERET S, B MEIgG4 £/ 7 v —F AFURTH 5,

PD-1 & F& 1T T FAQ ey BEARRSAE 2> & R 2 72 O I2 03 AUKIB SR 3 2 3 A s 28 il £
AA »F T, PD-1 [, fEFEREBIZEWDCEER T MilgoMia£micgE L, 3%
& I % B Do AR LB TR R 7o S0 RS il 35, 7B, PD-1 (XU H o REfE
ABTHZ LKV HURZRIRCE D v 7 VB EZ AT 228K Th D, PD-LI
DIEFFFIC BT 2HBUTDOT N TH LN, Z<ONRAMIETIE T Mo 2z
HIFEBWMENCFB L TV D, DAKIICEIT D PD-L1 OEFEBIL, B, M.
A . SREE . FE/INRaTE 72 & DRk x e A TTHARRKE - TH D | RWAELFR
& OB HRE STV D,

BED D DRI T4 & PD-L1 FBLOFEEAMEN S, PD-1 & PD-L1 OFfRBKIZAEE
DGR BN T HEERZE A ) Z LR ENTEY | iz N ATEROER &
LTHIfF ST 5,

AANX, PD-1 & PD-L1 X OPD-L2 Oilj U T2 ROFERELEST D2 L2k,
W INBRBE Th D IS SO HIE . T U oS ERATEM L S8, HUEE IS 2 FEE L
T 52 & THIEG IR T D,

AHN DR IR 2 5 B DS RISIC £ 5 BHEA S H b, BEUIIEEIC
DR B D, AAOBGHROBGHIIE, BEOBIEE HHIIT0, BEH IR
D BTG AITIE, BB L HGUTIE U B e ik & B8 & FF o R Afl & L Col
U2 RIS 21T\, BB DS RS K 2 BIER 28 Eb 88T IE, RIS R AL
LI OB G SO/ IE 51T 5 LER DD,



3. BREREE
I TEEE MO IR % o U oSO ERIE 23 21T o 7 B R R o
R A R,

[ %hE]

ERRIL[AS T AHEER (KEYNOTE-087 3-5%)

PR T EREYEO E R U o U LoNERSE (210 B, AR A 10 Bl & &Ee) OLLF
D 3OO aR— FEXGIT, AKI200 mg 3 EMFE LT TQ3W] &), ) &5
B O SRS S vz,

- HEGE MBI TRIC, 7Ly F o ~T REF UK DiRREZ T T2 H

#H (ar—1F1)

- HFEBE BB HEIERIS THY . hoT LYo <=T XRF UL DKL

2T EE (2R —h2)

- HFEE MBI TS, 7L YRy ~T RREF UL DB (—RIBEX

ITRAR L FERIEDO—BRE L TOT LY F~T RRF AL DAEHRITE £ 72

V) BT TCOARWEE (adk— R3)

72k, WG R TR BTN D DA, REEIT A2 R TIERDAED Sy
%@%%%Kﬁﬁbfn@%ﬁfdgﬁﬁuhw G CRBETRRDONDHE T
Kﬂ@ﬁﬁ%%ﬁTélkﬁﬁ%kéhkoigﬂﬁﬁﬁﬁ%éﬁﬁé(&ﬂWWG
criteria (2007) (235 < B K 258428 %) (CR) XUXH5ZER) (PR) OFHIE) |
K1DEBY Thotle, 2B, FRNIHKE SNTREERDRIT, WTFnOar— b%
20% CTdH - 7=,

#£1 EOMERE (KEYNOTE-087 3ER)

| aR— k2 2R — 3
(6931) (81451) (60f31))
78740 (CR) 15 (21.7) 18 (22.2) 13 (21.7)
. | #ZE%h (PR) 35 (50.7) 35 (43.2) 27 (45.0)
Bi%K -
(%) %7€ (SD) 13 (18.8) 9 (11.1) 13 (21.7)
17 (PD) 3 (43) 17 (21.0) 7 (11.7)
AN RE 3 (43) 2 (2.5) 0
Fh=%= (CR+PR) (%) 72.5 65.4 66.7
(95%(EHE X [#) (60.4, 82.5) (54.0, 75.7) (53.3,78.3)




[Ze 2]
[EI B SL [ 26 1T AHRER  (KEYNOTE-087 i)
AEFRITHBRAM T 202/210 1] (96.2%) (2788 i, EIVEHIX 144/210 4] (68.6%)
IZERD BT, FELRN 5% LORIERIZFR 2D LB ThoT-,

£2 FHREFN 50U EORIER (KEYNOTE-087 38 (M4

PEERIRS¥E (SOC: System Organ Class) @fgﬁ/(f/?zl):

FEAEE (PT: Preferred Term) g 21 OJ{I;IJ
(MedDRA/ ver.20.1) 4 Grade Grade 3-4 Grade 5
2 EIWER 144 (68.6) 23 (11.0) 0
MEF LY v RbEE

I BRI I 11 (5.2) 5 (2.4) 0
PRl ==

B B A REA T i 26 (12.4) 1 (0.5) 0
B IGIEE

T 15 (7.1) 2 (1.0) 0

L 12 (5.7) 0 0
—i% - RHEER OB GEAOREE

5 19 (9.0) 1 (0.5) 0

FEH 22 (10.5) 1 (0.5) 0
PR SRR

R 13 (6.2) 0 0
MR, MaZhds K OMERR RS

NNk 12 (5.7) 1 (0.5) 0
FEIE 8 X OV TRk

5 16 (7.6) 0 0

ek, RVEMERER BT 6 B (2.9%). KGR - EEO FHIT 3 H] (1.4%), FPRpEsE
(7 v« NU—EBEREE) 1 X161 (0.5%) . TFEEREREE I 8 il (3.8%). HIKIEERE
E13 29 B (13.8%) | fh 7% « RS ALEIE 13 2 41 (1.0%) | infusion reaction 1% 17 51 (8.1%) .
SEIFERIZ2H] (1.0%) KODFHRIZ 1A (0.5%) THROLNTZ, o, BEOKE
bR (R RERGIRARAEMERE, ZIALEE, FARRIESE) . FIRAFEREREE, RIBHREEREE, 1
TUPEIRIE ., BARErEE (RAEMEMBRE) . R, HEMBEIIE, MK - Bk, &
P M I IR PSR BN . VA IMAME R I & R ZEEREEIERR O B AL Do 7o, AREIVEF 3B
W EFRS (RAMEMRET L ET) 250EERE T,



(At - HE]

AR OREFEYEETT L EZFIH LIV I 2 —v 3 12k, AHl 200 mg %
Q3W, 400mg % 6 FHMMHE (LT TQeW]) & o5, ) XiX 10mgkg (AHE) % 2 @[
Mk (LT TQ2W) L9, ) TG LZBEOARF oI iE PR ESRG STz, ok
Fe. KL 400 mg & QBW TH G- L7=BEOARHF O EFIRREIZ IS 1T 2 P Mg g (LA
T Cavgss) &9, ) &, AHAlI200mg 2 Q3W TH G- L72FED Cavgss & HHEIT 2 & T
Shiz (F#) . 72, AH400mg & Q6W TG L 7= ARHK D EHIRAEIZ I 1T 5 %
EIEFIRE (PAT [Chaxss) &V ) X, &K 200mg % Q3W THEH: L72EED Craxss
g L CEEZ T E TSNS OO, BARNEFIZE W TERENFHER ST
HHE - HETH 5% 10 mglkg (RE) % Q2W THH LTZERD Craxss & Ll U TIK
EERT TSN (TR) . S0, EERAHEEBHZ X5 AHK] 400mg % Q6W
TEG LA EIERER (KEYNOTE-555 iklik) 1 0 155 7= FEHIMEIC H-S < 3y Ehhe
WRIA=BFT v Ialb—ra Al PRILICEDERE ST A —2 LU (F&R),
Iz T, BEOFEEIZIT 5 EERHABREGE IS D& | AFI DR & & A XL et
& OE#EZ BT DIRESST T VDR S, Al 200 mg 2 Q3W X 400 mg %
Q6W THH L7-BROMEFTE & & AME T L2 L OREIZ O W TIRFT S /R, k
SO A - AEOM THIME L OV IR 2RI 0 &Pl Sz,

£33 AAOEYBE T A —F

- Crax Cag Conin Crxss Cavges Crninss
(ug/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL)
200 mg Q3W (58.55?;9.7) (27.277-38.1) (17.%32,;.118.3) (91.3?-34.1) (49.58(,);11.0) (30.3;,).3?1.4)
400 mg QoW (12;,2i24) (32.3())?';2.7) (10.%1(,).f0.8) (1461;1?49) (so.i(,)gls) (19.?3(,)'230.9)
40(0%2%%\,\/ (1351.:(33?.10;6.4) NA (14.1:'22,4) NA NA NA
OMGR QW gy | aanass) | unim | Geeesn | s | (93200

$:n=2,993, 100 BN I = L—33 LY BHH N7 % EEO R IE (2.5%,97.5%4) |« Crmax - FIEIH
H#OEEIMIEFIRE, Cag : PIEIR 5% O MIEFRE, Cmin: PIEIRGH% (A 702 EHHD) OfFiRiE
EF'(};%E\ Crax,ss : ﬁﬁ%%é:%ﬁé%%ﬁm%ﬁjﬁfﬁ\ Cavg,ss : ﬁﬁ#f(’ﬁgﬁl%”’éﬂzi@m{ﬁqj/%g\ Chin,ss : Hﬂiﬂﬁ%-ﬁﬁﬁl
BT B FeARum i i

I : 56 FIORELEIME (95%(ETHIXH)

§ 1 41 Bl O EEIE  (95%(ETHIX[H)
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(3) HBENFIRA TG E T 20 s (DS AR RESEIE ERPE. 25 AR
W IEBE, 3 AR EEHERE B e &)
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@-2 EENEEEICL 2AFEELNHICHET 2 EH

IS ARSI HE D D B 22 Gk e O RE 2 A T A IR EAE DEER T =42 ) v 7
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@-3 BEHEADZWrox N LT

RIWER (FEMEMEBIZINZ ., KX - Mk - BEO N, BUERZX - A2 - 1T
FERERE S - IF2% - LMERRAE 2. BEREMRE S URMERIEMERRTE) . NowkEE (T
TERPRREFE S . FRIR RIS, RIBRERERETE) . | BUBERIA. 5 D IRK, il 7k - Bk
TIRMEAE . BER, B O EREE (PEMERLZBIERAIE, BRI, Z2A
BE, B RIEIESE) . infusionreaction, AN - BEMEESc, HSEAN M E, MRkES (7 -
AN USRS | DR 2e ., B 70 Mk B (S M il VIR M SR B . ¥ PR I
IREFERES . BEFRRIERIES) . MEREBIEMEE, M%) 1Sk LT, Yikhsx T pEE
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o REBME GEMESMIBMEELET) ObbEE
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SIATO T &, Flo. BELTS U THES CT, MiF~—& —F O/ 2 I+
5k,

infusion reaction 23 & 5 0I5 Z L 3% %, infusionreaction 23728 H AL AT
X, WURREZIT S & &b, JERDEIE T 2 £ CTHRE DR L +/0I8l5
T5HI &,

FURIRSEERE R, PR E K ORIBHREREELNHODONDLZ R H DD
T, RHNOFH-BGET L O G-I IE SN wrssie R4 (TSH, l#Hf
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AHNOBEGIZ LY | WEOGRIERINIERT 5 &5 2 bILo Rk A 7B E
DHOLLNDZ ERDHDH, BEDPBROONTLEITIE, BB LEFRIIS U
BEPHE 70 itk & AR & B O Rl & s U ClE bl 2 i R W 247\ ot
FOSZ & B BWER R B 2581213 AFIORIESUIH IR, K OREIE RE R
WEVRIOBRGEZEZRT DL, ok, BIERERLVE L OEREIZEDEIE
HOYGENFRD B2 WIGEIZIE, BB B AR VE LSO & i Fl o e hn
LEET DL,

B TR, BORR 5 AfRE L T LEERDBET 22 B3 H 5729,
AFNOEGHETRIZGEWEHOFRBU A ITEET D 2 &,

1 AHERE (BIE 1 BUBE IR 2 5 e) Db bibtv, BERFMES 7 v F—T &
IZELHZERHLHOT, Aig, Fl, EHFOIEROFEELMBEEO R+
SEETDHZ &, 1 EEREASEONTEGE IR EERIEL, AR il
H O 5 ORMY R LEZ1TH 2 &,
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& EBBEI, ARG PITEBICEBRRE THROMEREITI Z &,
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1. IXC®IC

=S5 DF N « B RMEOREROT-OIZIL, I SCEEIZE S W2 Ee AR D
B, 6T, IEORFEHNOEAIZ LY | FUREIKS 22 & OFHN 72 Hrll/F A%
FFPEIMPARINDH T, 26 DOEHKGZEICHLER BT IR 2 2 L3RR
AR & 7o TR Y RIFMBGER & SO AT #2016 (FRk 28 A2 6 A 2 HEERE)
IZBW T, EHMERLEOFEHORKE(LHEELZ XL Z L LS TnD,

BFORERE ST, SRR 2T 0 7 7 A VRBEFOESKEL & B 5 5
RHZENRDHD, 0D, HMEROLZEMEICET A ERN ST 5 E TORM,
WELEHG O BE LR ZIT 52 EPHIRE SN BFICK L THERT 2 & &bz, BIfE
FDFEEL U= BE 72 kb &2 & D 2 & DS ARE 72— 8 O B &3 7= 9 A B <t F
THIENEETHD,

L7eRoT, KA KT A4 TiE, BIFERES ZNE TITE LN TV A ELIH -
B R EES & | LT ORI O fei 7o 2 HEE T 2880 b B R EE & %
F RO EFHE R~T,

I ARITA RT A %, MSIATBOE NE SRR O . A ME AN AR
BRI s | — At FE N B ARERIR NBFE 2 e O A B ARIBRE B 72 O W
HoH EAERR LT,

RG L IR B ERNL A P L—F ST 100mg (— R4 e T X~7 (Eix
THAHLZ))

R ERDMMEUTIE © DS AL\ CHE I U 7= ARV YIBR AN RE 72 IR I b B

MNEERDAEROHE - BH, A, a7 nl) X+ (Barkz) LTl
[0] 200 mg % 3 3 [E AR 313 1 18] 400 mg 2 6 1 [#] IR C 30 77 A
DT T RIEFET 5,

3G IR 5¢ ¥ & - MSD RSt




2. AFOKHK, 1ERBERF

XA M —H BIEEHE 100mg (—i4 XA 7r ) X~7 GBEFHZ) BUT TR
Fl w5 ,) X, PD-1 (programmed cell death-1) &%= ®d VU %> KT 5H PD-L1 LT PD-
L2 L OfEEZEHERET S, B MEIgG4 £/ 7 v —F AFURTH 5,

PD-1 & F& 1T T FAQ ey BEARRSAE 2> & R 2 72 O I2 03 AUKIB SR 3 2 3 A s 28 il £
AA »F T, PD-1 [, fEFEREBIZEWDCEER T MilgoMia£micgE L, 3%
& I % B Do AR LB TR R 7o S0 RS il 35, 7B, PD-1 (XU H o REfE
ATHZ LK VHURZRIRCE D v 7 VB EZ AT 228K Th 5, PD-LI
DIEFFFIC BT 2HBUTDOT N TH LN, Z<ONRAMIETIE T Mo 2z
HIFEBWMENCFB L TV D, DAKIICEIT D PD-L1 OEFEBIL, B, M.
A . SREE . FE/INRaTE 72 & DRk x e A TTHARRKE - TH D | RWAELFR
& OB HRE STV D,

BED D DRI T4 & PD-L1 FBLOFEEAMEN S, PD-1 & PD-L1 OFfRBKIZAEE
DGR BN T HEERZE A ) Z LR ENTEY | iz N ATEROER &
LTHIfF ST 5,

AANX, PD-1 & PD-L1 X OPD-L2 Oilj U T2 ROFERELEST D2 L2k,
W INBRBE Th D IS SO HIE . T U oS ERATEM L S8, HUEE IS 2 FEE L
T 52 & THIEG IR T D,

AHN DR IR 2 5 B DS RISIC £ 5 BHEA S H b, BEUIIEEIC
DR B D, AAOBGHROBGHIIE, BEOBIEE HHIIT0, BEH IR
D BTG AITIE, BB L HEUIE U B 2 kil & B8 & FF o Al & L Col
U2 RIS 21T\, BB DS RS K 2 BIER 28 Eb 88T IE, RIS R AL
LI OB G SO/ IE 51T 5 LER DD,



3. BREREE
M AACERRERR TR U T ARIBUIBR AN RE 72 IR b B2 O KGRI IZ Gt 247 - 72 £ 72
Bk A B I5R OD i 2 T,

[H2h1E]

[EI B[R 2B AR RS  (KEYNOTE-045 35#)

77 F K & S T L EEIEET 28 3 5 R PTETIE TR M O R b RO R
542 5 (A AN 52 il 4s) % %47 . A 200 mg 3 BRI (UUF TQ3W) 15, )
Be G- DOENE L NN LR ON7 U X X' )L REZ S8/ X3 vinfluning)
CERXTRE LTRSS, Aok, BHREHE CEEETRRD b GA s, EAEST
T R TRER NGRS B2 WVE D ERIR I ZEE LT 5 FBE Tld, IR O B A C
PREEIT D B D E TAA OB G- 235 2 LA AEE & STz, EEFHEEHE X
AR (0S) R OMER EALFHN (PFS) & Siv, AN bS8 E & el LT, OS
EEBICHERE L (F1EOX |

10 7S FFRH R G AR (UG BICRBIEIT AR B, RO T F SRR AT
(AR £ BHTRT - I MBNEAAREER 12 4 B LINIC TS L7z B 2 AR B LT,

*2 : AFRTIE vinflunine 1ZIRARTH D720, X7 VXX LI REZXEZLOWTINERIRL
7o



71 KEYNOTE-045 3RER DB ZMERAE

A5 200 mg #e=2-30
Q3W
(270 1) (272 1)
Ost o [A] 10.3 7.4
(95%(ZHE X [4) (8.0, 11.8) (6.1,8.3)
NP — Rt 0.73
(95%{5 #E X ) (0.59,0.91) -
P {5 0.002
PFSTl thafil [H] 2.1 3.3
(95%/15 & X [#]) (2.0,2.2) (2.3,3.5)
NI — R 0.98
(95%{5 #A X [H) (0.81, 1.19) —
P 8 0.416
T TR DT — 2 120169 A T H A v AT
o @R Cox B ANY — RET M K A 529 & Ol
S BRla 7T U RTE
I': RECIST HA KT A > 1.1 iU HD < Pz A e e
100 7
90 7
80
70
& 60 7 \..\
¥ 50 1
5 401 \\
30 g MM—“
201 — 00 QIW
10 Y EWE
O e 10 12 14 16 18 20 23 24
at risk® e (R)
A& 200mg Q3W 270226194169147 131 87 54 27 13 4 0 0
= 53 272232171138109 89 55 27 14 3 0 0 O

1 OS @ Kaplan-Meier #Hi# (KEYNOTE-045 38)




[Ze 2]
[EI B LR 2E AR (KEYNOTE-045 35#)
HEFGIIARKIRE 248/266 5] (93.2%) K UMb IERE 250/255 41 (98.0%) 12788 B
L. RIPERIZE N Z L 162/266 5] (60.9%) K& T 230/255 il (90.2%) (278 HivTz, A&
FIRE CTHBLEDN 5% L, EORWERIZITRDO LBV ThoTz,

2 BN 5% LEOBER (KEYNOTE-045 3RE)  (ZLRZA&MMARTREM)

#BEBIKIFE (SOC: System Organ Class) @ijﬁﬂ(;/‘;)
HEAFE (PT: Preferred Term) 2663
(MedDRA ver.20.1) 2 Grade Grade 3-4 Grade 5
2EIEH 162 (60.9) 38 (14.3) 4 (1.5)
N bR
PR BB REA T 15 (5.6) 0 0
B 1Bk E
T 24 (9.0) 3 (1.1) 0
0 29 (10.9) 1 (0.4) 0
—i% - BHEER L OGO REE
I F7 i 15 (5.6) 1 (0.4) 0
W 37 (13.9) 3 (1.1) 0
TR EN 17 (6.4) 0 0
Rt L OvsespmEE
AARIHIR 23 (8.6) 0 0
BeJE ¥ KON T AH AR
ZF 9 FESE 52 (19.5) 0 0
433 22 (8.3) 1 0.4) 0

723 AFIFZ BV TRE MR 10 61 (3.8%) « Kimdk - EEE DO T 7 4 (2.6%) |
PR (72 « NL—EBERSE) 16 (0.4%) | TFHEEREE 14 651 (5.3%) . HUKAR
BEREREE 23 151 (8.6%) . WIEHEREREE 1] (0.4%) . BFFEREREE (JRAMEFIRMER 2
%) 141 (0.4%) M ONinfusionreaction1 5] (0.4%) iR Lz, Fio, HEEDLERE
(ORISR R, Z2TALEE, BRRIESE) | T EEMRERE S, 1 RN, k.,
e - RO RRIE . EEARIEDRE, DR, M - BEIRK, 5 &0 MBS, ki
B PESEEESF . PRIMAE R I M OVIRZEERIEE 1IR80 D72 o 72, AREIWER R BLIRILIXES
HHESR (BAMEMEET L) 230EHEREZ~T,



(At - HE]

AR OREFEYEETT L EZFIH LIV I 2 —v 3 12k, AHl 200 mg %
Q3W, 400mg % 6 FHMMHE (LT TQeW]) & o5, ) XiX 10mgkg (AHE) % 2 @[
Mk (LT TQ2W) L9, ) TG LZBEOARF oI iE PR ESRG STz, ok
Fe. KL 400 mg & QBW TH G- L7=BEOARHF O EFIRREIZ IS 1T 2 P Mg g (LA
T Cavgss) &9, ) &, AHAlI200mg 2 Q3W TH G- L72FED Cavgss & HHEIT 2 & T
St (F#) . 7. KK 400mg 2 Q6W THE L 7=BEDAKI D E HIRHEIC 51T 5 ik
EIEFIRE (PAT [Chaxss) &V ) X, &K 200mg % Q3W THEH: L72EED Craxss
g L CEEZ R T E TSNS OO, BARNBEFIZE W TR R ST
HHE - HETH 5% 10 mglkg (RE) % Q2W THH LTZERD Craxss & Ll U TIK
fEzrdEFPENT (FR) , &5, BEAERAMMEBE Z 554K 400mg %2 Q6W
TG L2/ TR (KEYNOTE-555 i5R) K 0 15 5= EHMEIC IS < EKiyHhhe
WRIA=BFT v Ialb—ra Al PRILICEDERE ST A —2 LU (F&R),
Nz T, BE ORI 5 BERRBRSEICE D & | AR ORE & & HM T2tk
& OE#EZ BT DIRESST T VPR S, Al 200 mg 2 Q3W X 400 mg %
Q6W THH L7-BROMEFTE & & AME T L2 L OREIZ O W TIRFT S /R, k
SO A - AEOM THIME L OV IR 2RI 0 &Pl Sz,

£33 AAOEYBE T A —F

- Crax Cag Conin Crxss Cavges Crninss
(ug/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL)
200 mg Q3W (58.55?;9.7) (27.277-38.1) (17.%32,;.118.3) (91.3?-34.1) (49.58(,);11.0) (30.3;,).3?1.4)
400 mg QoW (12;,2i24) (32.3())?';2.7) (10.%1(,).f0.8) (1461;1?49) (so.i(,)gls) (19.?3(,)'230.9)
40(0%2%%\,\/ (1351.:(33?.10;6.4) NA (14.1:'22,4) NA NA NA
OmgK OW!| gy | s | unim | aeees | s | (o300

$:n=2,993, 100 BN I = L—33 LY BHH N7 % EEO R IE (2.5%,97.5%4) |« Crmax - FIEIH
H#OEEIMIEFIRE, Cag : PIEIR 5% O MIEFRE, Cmin: PIEIRGH% (A 702 EHHD) OfFiRiE
EF'(};%E\ Crax,ss : ﬁﬁ%%é:%ﬁé%%ﬁm%ﬁjﬁfﬁ\ Cavg,ss : ﬁﬁ#f(’ﬁgﬁl%”’éﬂzi@m{ﬁqj/%g\ Chin,ss : Hﬂiﬂﬁ%-ﬁﬁﬁl
BT B FeARum i i
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DAZRICED 2R L R 2 BT 2 ERIEEEPEERE=42V 7
EHROIFRDOAY ) —= T EATOEIRE & fFHZ G TE 5 F— AERIRH 23V
iEESNTWAZ L, 2B, BIHEHIZHOWT, BABE L ZOFECHIICEmMmENT
WhHZ L,

@-3 BEHEADZWrox N LT

RIWER (FEMEMEBIZINZ ., KIBE - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - IF2% - EMERRAR 2, BEER S URMAEEMEBRE) . NWomwkEE (7
TERPRREFE S . FRIRER AR S . RITHERERETE) | 1 BUBEIRIA. S E IR, Mk - B
TIRMEAE . BEK ., B OREREE (PEMERLZBIERAE, BRI, Z2A
BE, B RIEIESE) . infusionreaction, AN - BEMEESc, HSEMN M E, MRkES (7 -
AN U—IERESE) | D2, B 70 Mk e (S M il VIR BA M SR B . ¥ e I
PREFERES . BEFRRIERIES) . MERERIEMEE, %) ISk LT, Yikhsx T pEE
JEFSEA DR 2 A3 5 AN & s U (RHWEH OO IR L CTHRER OS2 5%
TONAEMICHDHZ L) | EHIZHEEURENTE LRGN ESTND Z L,



5. EXIHRLLRDBE

(G 2hEcBE§ % 31E]

O 77 FFHHEGOCFRIERE AT 5 RS XTI O R B R
FIZBWTARBOFENERREES N TN D,

o

D fE

E

@ TRICEY T 2 BE T 2 ARKANOBE L O FIEIZ DWW TR, RFIOAF D
LS TELT, KFIORGG LB,
o I FFRHNE G TALTIIEI X DR O I W,
o FF OB,
o fhOHUEMERELA] & OOFH,

[ZZ iz B4 5 F1E]

O TRICESTHIRFICOVWTUIAKOREN LD L INTWVWD Z Enb, &5 %21T
DRI &
o AHNOESTITHR LIRHUE DO BEAERE D & 5 BHE

@ IRFEATOFHIIZ IV T FRLUCEE Y T 2 BE T OV TR, AR OG- IFHERE I L 0n

D, AOIREERPFUL A 72 NGEITIRY | HEICAFZEHT 22 2BETE D,

o [WEMEMEBEOEDUIBEED & 5 B

o A EE AR A CRE R 258 2 B K ONE B M 0 F B i st 2 <0 R g ME it ¢
FEOMMIZRIEMEZE N A BN D BHE

o HOMEEROADE XUXEMERZE L IIHFHEMEO B O EEDOBHERE D
b5 BE

o EERBHE GEMEHaBHIEL 5T) ObHEE

o MO IIBEE AT H R

*  ECOG Performance Status 3-4 "D

(ED ECOG & Performance Status (PS)

Score | EFE

0 | &<MERIEFEHTE S, BHAT&lFE U HEAERPHRZR AT D,

PRREIZI LUEBNTHIIR S 225, BATAIRE T, BAIEESEE > TOMERITTO LN TE D,
Bl - BEOFE, FHEE

ROENTZHSOHOEY OZ L LnTERY, BFO S50%LL EE Xy R+ 9,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+ Tl I4,

10

BATRARETH A O OEIY O Z LT F N THEEZSERTTE 20, HHP D 50%Lh Eid~~y R Tl 25




6. HEICEL THEETREEHE

O  IRFASCEFIIIN A, BEEIREES D IRAET 2 ERFE T -D & ARH| O FeE K OV Ef#
MO DI B EFRE + B L T ERT 52 &,

@ JHREBIAICIENL D BE T F OFRICE MR OEREZ oA L, FEE2S
ThoEETHZ L,

@ FERBEWEHO~RT AL MIOWNT

MEMEMERER D 5o D Z ENHHDT, AAOBRGIZHT- > Tk, PIHE
W (280, PR IREE Wmkas) O & O X MRieds o i, BlEz+
SIATO T &, Floo BELTS U THES CT, MiF~—F —F O 2 Fhi+
5k,

infusion reaction 23 & 0I5 Z L 3% %, infusionreaction 23728 H AL HGA T
E. WURREZIT S & &b, JERDEIE T 2 £ CHRE DR L 0 I8l5
T5HI &,

FURIRSEERE R, PR E K ORIBHREREELNHODONDLZ R H DD
T, RHNOFH-BGET L O G-I IE SN wrssie R4 (TSH, l#Hf
T3, i T4, ACTH, I =L F > —VEDRIE) ZEMET 5 &,

BIERF 2. A4, ITREREREE . TR, S{LHERERNH L DNLZ 0N H D
DT, AHNOEG-FAMERTR O 58 eI iTseEmR & (AST, ALT,

y-GTP, Al-P, B U LE U HOHE) ZEMTHZ &,

SEIEE (MR L T BHEAER 25 T) FOEERIREERS bbb
ZENHHOT, EMICIROEFE OFBEMRT 52 L, £, IROEFE N
BOOLNTHEITIR, HONIEREELZZ2 T2 L0 BEBLEETHZ &,
AR OBEGIZ LY WEORERINIERT 5 & B 2 bV EkA IR EHE
DHOLLNDZ ERDHDH, BEDPBROONTLEICIE, BELEFRIIS U
BEPHE 70 il & AR & RO Rl & s U ClE bl 22 8 B Wr 247U ot
FOSZ & B BWER R BN 25581213 AFIORIESUIH IR, K ORIE RE R
IWEVRIOBRGEZEZRT DI L, ok, BIERERLVE L OERGIZEDETE
HOYUGENFED B2 WIGEIZIE, BB B AR VE o LSO % il Al e hn
LEET DL,

B TR, BORR 5 AfRE L T LEVERDP BT 22 13 H D720,
AFN OB TRICHRIEHORBUZHSITHEET H 2 &,

1 AHERE (BIE 1 BUBE IR 2 5 e) Db bibtv, BERFMES 7 v F—T &
IZELHZERHLHOT, Aig, Fl, EHFOIEROFEELMBEEO R+
SEETDHZ &, 1 EEREASEONTEGE IR EERIEL, AR il
H O 5 ORMY R LEZ1TH 2 &,

@ AA|OFRRERIC BN T, B D 9 MR, ZALIRITR GGG 1 FMIX
6 WRIHINE, #GLEG 1 AFLIEIE 12 HFME CHMEOFHME 21T > T\ Z
& EBBE, ARG ITEBICEGRRE THROMEREITH Z &,

11



BEERHEETA KT 14
_Ra7u ) X< (BioFEEZ)
(BR#4 : %A M — & SR 100 mg)

~MSI-High #F 3 5 EFE (BEEARIGRIPIEERGSICRDS) ~
~MSI-High ZH 3 5%/ « ERE~

YR 3 041 2H (FF134 8 AKET)
BA T EE



SN

1. ZL®ic P2
2. ARANOF. (FHKT P3
3. ERIRAGE P4
4, FEFRIZHOWT P14
5. HhHxtG LD B P16
6. HEHEICELTHETRXHRA P17



1. [FLHIC

=S5 DF N « B RMEORER DT OIZIL, I SCEFIZE S W2 Ee AR D
B, 6T, IEORFEHINOEAIZ LY | FUREIKS 22 & OFH 72 Hrlil/F A%
FFEIMPERINHGH T, 2O DOEE L ZFEICLER BT IR 5 2 L BRED
PR L 72 o TR Y RREMBGEE & OO FEAR T #2016 CEAL 28 4F 6 H 2 H BRI E)
IZBWTH, EHMERLEOFHORKE(LHEEZXNL Z L L ShTWn5,

HRE R PP ST, SRR L M7 0 7 7 A VBEEFEOES L &I 5 R
RHZENRNHD, ZOh, HMEROEZEVEICET A ERNH0EMT 5 E TOR,
WELEIL DO BE LR ZIT 5 2 EPHIRE SN BFICK L THERT 2 & &bz, BIfE
FDFEEL U= B 72 kb & & D 2 & DS ARE 72— 8 O B &3 7 9 A B < fdi F
THZLENEETHD,

L7eRoT, KA KT A4 TiE, BB ZNE TITE LN TV A EFLIH -
BHEf R S & | DUTF ORI O e H 2 HEEST 28800 b B R85 2
FROEEFERREZRT,

B ARITA BT A %, MNATEBUE N EE S ERESE R G, A HEANR AR
BRI s . — M AN B ARERIR N E & & Ot AN B A IR 72 O )
Db EER LT,

RG L IR B EENL A b L—F ETEERE 100mg (— R4 Na T ) X~vT (Eis
THAHE X))

REERDMENINGE 1. DAACTFRIERITHEE LT - BROEEE~ A 7 T
T4 MZENE (MSI-High) &9 2 EEHE (BN 7 In A3 A
R AR D)
2. IBEYIBRRREZR AT - BROEBE~ A 7 a7 74 FRL
e (MSI-High) %83 2458 - Bk

MNEERDRMERORE - W@, RACE, 2a7nl) X~7 (Earlfkz) LT 1
[F] 200 mg % 3 ML 1 8] 400 mg % 6 # R T 30 75
DT CRTEERET 5,

L % # . MSD #R&th

i3
=
o




2. AEIDOYEH. ERAEF

XA M —H BIEEHE 100mg (—i4 XA 7r ) X7 GBREFHMZ) BUT TR
Fll w5 ,) 1%, PD-1 (programmed cell death-1) &%= ®D VU %> KT 5 PD-L1 LT PD-
L2 O EZEHZMET S, B MEilgG4 £/ 7 v —T LHURTH 5,

PD-1 #2813 T Hifa S s (RS 2> D ki 5 72 DI 23 AR A3 I 5 5 3 7 S 7 il
AA wF T, PD-1 I, EFEZRREBICI WD TEER T MifuoMin L mIcBELL, B %
P I % B Lo AR LB ST Rl 70 sp e RS & i35, 7B, PD-1 (XU o REfE
ATHZ LKV PURSRRICL D v 7P v a AICHIET 5% B/ KTH 5, PD-LI
DIEFFFEIZ BT 2B DTN TH LN, Z<ONRAMIETIE T M@= 2z
HIFEBWMENCFB L TV D, DAFIICEIT D PD-L1 OEFEBIL, B, M.
JErmiasE ., URELE. FE/ N7 & OAx B ATTRARK - CTH Y | RV EFER
& OB HRE STV D,

BED N /DGR T4 & PD-L1 EHOFEEME S PD-1 & PD-L1 OFRIKIINEE
DG PERREIC BV CHEERKZEZE S Z LRI TR Y | Hiiz/e N ATEROER &
LTHIfF STV 5,

AANX, PD-1 & PD-L1 X ONPD-L2 Oilj U T2 ROFERELEST D2 Llck v,
W NBRBE TR O RS OO S T U S ERATEMAL &8, HUlEE 6 2 FEE L
T 52 & THIEG IR T D,

ARFN OV D B ORI X 2RITEER & b o, BESUIELTIC
EOWREMDN 5 5, AANORGH R OEEGRIZIT, BEOBIEL TIATV, BEDH
D BTG EITIE, FEH LT F RIS U RPN 22 ik & BB 2 Ff O PRl & dig L Cl
BN 8RR W 22 ATV P DSERUSIC K D RIER 2 B 2 56 1213, BB RE AL
RO GFEDWY) IRALE 24T 9 WER D D,



3. ERFRAHE

(3 AL PRIER IR LT AT - BROBHE~ A 7 a¥T7 F 4 S ARZEN (MSI-
High) #f 7 5EEE (BEENZRIGENRERGAICRS) ) KO NREYIRAGE /2
1T BROEHE~A 7 a7 74 MARZEME (MSI-High) 263 5868 « EEE] O

PRI M 24T - 72 T 72 iR akBR O il 2 7~ 9,

B, TEHEE~A 7T T4 NRLZEME (LU IMSI-High) &\ 95,) 287 5E
FCBE LT, TPCRIEIZE W MSI-High & HIE SN2 2BXT 5856 (k) 12
I% TMSI-High (PCRYE) 2f 7T 5EE ] LRIL L. DNA I A~ v FEEMIE OIHED
boEEBENT LA (L) . 725 IPCR EIC L Y MSI-High XX gtk -y
& (LLFIHCI E W) ,) JEICE Y I A~y FEEEEDO KB (LLF T[dMMR] &9 ,)
CHEINT-RE] BN 556812k IMSI-High # 69 2 HB%#% ) £ L7z, THC &
12X 5 MMR #i#t & PCR L2 LD MSI A D —ERI% 96.6~98.7% WV TH oD = L%
DHEINTVWD,

[H20E]
<D AACEPRIER T U - 11T - TR D MSI-High 281 2 [EER  (FEAER) 22750 )3
2R IG A IZRD) >
DIE B E S TR (KEYNOTE-164 i8R, =tdh— k A)

7 oAb IV RGUEBMEIEGER, XYY ST F RO Y T R KR
(2 K DAL O & 2 16 YIBR A GE 72T + FF58 D dMMR X3 MSI-High (PCR %)
W 2RI DA - EIEEE 61 B (HARNTHIZETe) 2RI, AHKI200mg3 ¥
FfkE LT TQ3W] & 9,) EEDHNMK VMR RET Sz, ok, WG
il CEEHETT D LT GA T, EEET 2 R T IER D580 SN WEDFRRIIZ 2
TE LTV 5 B TIE, RIEILLRE O EfG RN CHEEEIT 3580 H LD £ TARAI O£ 5%k
T HZENAREE STz, EEFHMIEE Th HE20% [RECIST A4 RZ7 4 > 1.1 iR
ICED S HIHEIZ L 5584882 (CR) XiXim 22 (PR)] I2OW T, ABRIZEE
SN 6l PIOFEREIIR 1 DLEBY THoT-,

(Ep) 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 s C I\ T, THCHEIC £ 0 R A~ v FEH # 2 /%) Tdbh % MLHI, MSH2, MSH6 /% PMS2
DWTNNDFBINRD LR WA IMMR, PCRIEIZE D 2 2L EDo~A 7 e T 5 (4 h~—7—T
KINLIBIR T ED Y A X O S L7256 MSI-High (PCR %) &HIE Sz,

4



#F1 BEBRADRRVOEZER (KEYNOTE-164 3R, 22—k A)
(RECIST ver.1.1, BN RIRERZE, PIHEE, 20072 107 —F v b4 7)

B s A % (%)

SRR 61 5! 39 f312
FER7%) (CR) 0 0
#5r25%h (PR) 17 (27.9) 9 (23.1)

ZiE (SD) 14 (23.0) 10 (25.6)

#4147 (PD) 28 (45.9) 18 (46.2)
HEEAEE (NE) 2 (33) 2 (5.1)

7% (CR+PR) 17 9
(0% [95%E XS] (%)) (27.9 [17.1,40.8]) (23.1 [11.1,39.3] )

¥ HERENT R RAER, %2 o AN ERRIT S 845 0 5 B MSI-High (PCR #) %A1 % B,
*3 . IEHEE
@IEBEILF 1 AHER (KEYNOTE-158 ##)

—IRIGHE & L THEHER 2L SIRTEE O & 2 1R YR N RE 22 64T « FERE D IMMR &
MSI-High (PCR %) “? 244 2 FEfFEEE © 25512, AHI 200 mg Q3W 5D f
IE R OV BRI S, 7238, HGAHE CEREETHR S D -iGaIc, HREE
T2 RIIER DT BN WEDRERINIZEZE L T2 B Tk, kB O B AR
THREMEITORO D ETAFOEG kT 5 Z L AHE L e, TEFHmEE
To 538053 [RECIST A R7 A 2 1.1 UZHES < FIfEIC K 55784872850 (CR) X
L5853 Z8%h (PR) ] 122U T, MSl-high &M S V2% ICARRER IS S vz 83 fil%E

(ZNV—7"K) OFEFRITE 2, RBRIZEER S 72 94 I 30T 2 IER O 5133k 3
DEBY THoT,
#2 BBERAPERVEHR (KEYNOTE-158 bk, 7/ /L —F K)
(RECIST ver.1.1, FRMEMITRIGERE, FRUE, 2017F4 8 287 —F Iy hA7)

B s A B (%)

IR 83 15" 28 {512
54275 (CR) 4 (4.8) 3 (10.7)
453755 (PR) 25 (30.1) 8 (28.6)

ZE (SD) 20 (24.1) 3 (10.7)

#1717 (PD) 24 (28.9) 9 (32.1)
HEARHE (NE) 10 (12.0) 5 (17.9)

7% (CR+PR) 29 11
(ZZhF [95%(E X" (%)) (34.9 [24.8,46.2]) (39.3 [21.5,59.4] )

*1 o A WMERRENT XSGR %2« AR RS 4ERI D 5 MSI-High (PCR %) #8325 BH,
*3 : IEHMElE

(B3 iy = L2 A~ 124013 7= 7 b — 7 % O MSI-High O T E B 250 AT 7 b —7 K 7 hl

E, 20— A TERILME (RYELEAERE) . Z0—7 B TikiRER (BEEXOMEEORRE) . 72720
77— Z—RREEG R . F—7 C T, REE, MG, . B OV H S o0 Rk PN 43 A E
B (SR ST A E AR N AP IIEE) . 7V —7 D Tl E NS (RIER OIS 2% <) .
IN—T7E ClHTESE (RELEE) . ZVv—7F Cl3teRs (RFLigs) . 70— G CidvNibuht
S, JV—7 H TIEHEE, 7 0—7 1 CIERREE, 70— 1 TR (RIS e g
<), Z—7 K Tik MSI-High 263 2 @ERHE (K5E - EEER<) BEMEAAAN LN, 71—
7 A~ ITRER S N O MSI-High IZOW TR, b e 2T T ¢ TR L0 HE S vz,

5



# 3 MSI-High 2 F 7 5 EREORER DZELHE (KEYNOTE-158 A5
(RECIST ver.1.1, BT RIRERE, FR¥EE, 20174F4 A 287 —F v b4 7)

Bi%k (%) 7%%)) (CR+PR) B (%) 7%%)) (CR+PR)

i 94 " EBE (%)) E EE (%)
T B 24 (25.5) 13 (54.2) 11 (28.2) 6 (54.5)
B 13 (13.8) 6 (46.2) 7 (17.9) 4 (57.1)
/NG 13 (13.8) 4 (30.8) 6 (15.4) 2 (33.3)
(32 10 (10.6) 1 (10.0) 1 (2.6) 0
ERTER 9 (9.6) 2 (22.2) 4 (10.3) 1 (25.0)
Il P R 3 (3.2) 1 (33.3) 0 0
HH R 3 (3.2) 0 1 (2.6) 0
7N B it 3 (3.2) 2 (66.7) 0 0
R 2 (2.1) 1 (50.0) 2 (5.1) 1 (50.0)
TR N 57 AR 5% 2 (2.1) 0 0 0
FIR JBee 2 (2.1) 0 1 (2.6) 0
DR b R 2 (2.1) 1 (50.0) 1 (2.6) 0
Jib4 HEE IS 1 (1.1) 0 0 0
5P B 1 (1.1) 0 0 0
GIA 3 1 (1.1) 0 1 (2.6) 0
% NG M eIy 1 (1.1) 1 (100) 1 (2.6) 1 (100)
UE {7 R 1 (1.1) 1 (100) 1 (2.6) 1 (100)
PRl i 1 (1.1) 1 (100) 0 0
e DR NS 1 (1.1) 0 1 (2.6) 0
ks 1 (1.1) 1 (100) 1 (2.6) 1 (100)

*1 o ARMWERRHT R *2 © AMERAT T REEH D 5 5 MSI-High (PCR %) ZH7 % B4

<IRWUIBRARRE/RHELT « 38 D MSI-High & A9 2 f&E 15 « ELAGE >
OEBEIL A MAHGFER (KEYNOTE-177 ##)

{EEEFRIEE D 22 W IR IR AN RE 72 1T « 7598 dMMR X% MSI-High (PCR i) 2
AT DR« EIGREEE 307 5] (HAN 22 fladEte) X512, AHK 200 mg Q3W
BH- ORI VLMD, Y ER ORI (b5 ik [T vt v Z oo (LUF 15-
FU] EW9 ) - ARUF—rIvsgn (BLF TARYF—h) EWo,) - AFHUTFTF
EE (LR TmFOLFOX6] &9, ), mFOLFOX6 M MRy X< 7 (& s/ z)

CULF TR X7 L)) Tt rFo~7 (ElaFlz) OLF eyxy
<7 EWH), 5-FURUF—h AU T h R K#E (LU TFOLFIRI)



EWNVH ) JFOLFIRI L UMY R 7 Y X< 7 |25 e U TR S,

¥, BHERTAM TR BT 8

D BNTIHEIT FRBEIT 2R IR DFD RN

DGR L E LT % B T, IREILLE OB/ EHE TREETHARBO 5D £ TK
AlOFG-Zifked 5 2 LS FRE & ST, TEERHMIE H X R EAE I (BUF TPFS)
WD) ROEAFHIN & S, AANEERE & i LT PFS Z A BICIER L7c (&

4 KON 1),
# 4 FAMERE (KEYNOTE-177 3#BR)
AF1200 mg Q3W (b (0
(153431) (15441)

thofE [H ] 16.5 8.2

(95%(E HE X [#]) (5.4,32.4) (6.1,10.2)

PFS™ | /¥ — K™ 0.60

(95%(E FE X [#]) (0.45, 0.80) —

P fE" 0.0002

*1 : RECIST A R T AV LIICIES <N E, *2 : Cox BN — RET M L (b5

FIEE DG, 3 n T 7RE. AEAKE (M) 0.0117

GED) qp ez p s L2 X AZLIF O L350 8 5 LT-,

mFOLFOXG6 :

F X4 Y FFF 85 mg/m?, AV F— F400 mg/m? X i L ARF Y F— 200 mg/m?, 5-FU400 mg/m? (2K

F#E) . 5-FU 2,400 mg/m? (46~48HEfFifeiiis) Z2BMMMRE &5 LT,

FOLFIRI :

AV T B KFI 180 mg/m?, A VU — F400 mgm? XX LA F Y F— K200 mg/m?, 5-FU
400 mg/m? (BHFHE) . 5-FU 2,400 mg/m? (46~48WFRpeatiE) A 2R TG L7z,

-/\\‘/{“‘/X\‘?j :

5 mg/kg % 2RI CTHRE LT,

VI T

WIEE 400 mg/m?, 2 [B] B LAKEIE 250 mg/m? % 1 B BEIEIFE THES- Lz,

7




100

90~
80
£ 70
60_
*HSO"
B2 40 -
% 30
20
10-

*

——— EM200mg GIW
e (AP

Vet = g —g

0

0

at risk3
EF200mg Q3W
{EPHE

4

153 %6 77 72 &4 60 55 37 20 7

154 100 68 43 33 22

8 12 16 20 24 28 32 36 40 44 48

fRETETNNIA)

5 0
18 11 4 3 0 0 O

X 1 PFS @ Kaplan-Meier fi#2 (KEYNOTE-177 3B%)



[Ze 2]
<IN AR BT U - 11T - F38D MSI-High 2 A7 % B (FEAER 72 1808 H8
NG EICIRD) >
DE B[RS M FERER (KEYNOTE-164 #B, Zd— k A)
HEERIT60/61 B (98.4%) 12, BIEAIE 35/61 5] (57.4%) TR LT, FHR
N 5% EORIWERIZFRO LB ThoTo,

#5 FHEARNS5%ULOBIER (KEYNOTE-164 B, = — F A) (REMMITHSRER)

#EBIKR2HE (SOC: System Organ Class) B (%)

FEAGE (PT: Preferred Term) 61 1 |
(MedDRA ver.20.1) 4 Grade Grade 3-4 Grade 5
2RIEA 35 (57.4) 9 (14.8) 0
B IhEE

T 8 (13.1) 0 0
L 9 (14.8) 0 0
M - 5 (82) 0 0

—i% - REEER L O SENORRE

0 J)RE 7 (11.5) 1 (L6 0
Ty 6  (9.8) 2 (33) 0
AR MR 4 (6.6 1 (1.6 0
B RS RS & O SRR 55

RA i 10 (16.4) 0 0
B R KOV T AR

) FENE 7 (11.5) 0 0

7ok, MEMEMZEE 1B (1.6%) ., BEEORERE (FEMEIREGRE, S,
FRBIES) 16 (1.6%) . NTHEREREE 3 il (4.9%). FUIRMREREREE 2 61 (3.3%). ¥
RK3G (4.9%) . Bk - BEBUHRAE 161 (1.6%) . M2k - BEER 1 61 (1.6%) 23F7EHH
Nico FTo. RIBK - BEO TR, MfklEE (7 0« NU—IEGERES) . T EAEER
. ORIEHEEREE, | BRI, BEREREE (RME BB RS . HIEDEAE, O
o, S M MRS PR SRBE . PR MR, JREFERS . infusionreaction X N5 E 9
TERITRD DAL D o Tz, AEWERBBURDUIBEEFESR (AREMER T L) 28
THEFHER 2T,

@ E BRI EZE T AERER (KEYNOTE-158 #tbR)
BHEFLIL, 91/94 B (96.8%) (2. BIVERIX. 58/94 il (61.7%) TR vz, FEH
T 5% FORWERIZTRD LB THoT,



#6 BEEN 5% LOBIER

(KEYNOTE-158 #ABR) (R2MEAENT I RERM)

#EBIKHE (SOC: System Organ Class)

Bi%% (%)

HAGE (PT: Preferred Term) 94 131
(MedDRA ver.20.1) 4> Grade Grade 3-4 Grade 5
2RIEA 58 (61.7) 12 (12.8) 0
B IhEE
THI 9 (9.6) 1 (1.1) 0
L 8 (8.5) 0 0
M - 5 (5.3) 0 0
—i% - RHEER OB S ORRE
) RE 8 (8.5) 1 (1.1) 0
Ty 11 (11.7) 0 0
B R KOV T AR
7 9 PR 11 (11.7) 0 0

7k, MVEMEMEE 4 6] (43%) . K%K

RHRR AR,

<JEHUIBRAREZ2HEST « F38 O MSI-High %9 2 #EM5 « E G >
O E SR E M (KEYNOTE-177 #5)

HEES T 149/153 1 (97.4%) |

. BIERTX, 122/153 %51 (79.7%) Z3B& HiLiz,

WD DORETRELERD 5%LL EORWERIZT TERD LB ThHoTz,

10

< EEDO TR 3B (3.2%) ., fMRkREE (X7
Ve N IR 2 1] (2.1%) | ITHEREREE 8 5] (8.5%) . AR IREERERREE 8 5] (8.5%) .
1 BUkERIE 1] (1.1%) . infusionreaction 1 #1] (1.1%) MO HiLT=, F7-. BEEDKEE
fEE (REREIRIRIEERE, ZIRLEE, FEIESE) . T ERAHEERES . RIEMREREE,
el RMEMEMEBRE) . R, ik - BIBUHBARE, BREMEE, O
K. M2 - BRSSPI IR PSRBT . BRI L, SRIFEREE K OV &)
IR b o 7o, REWERRBLIRILUIEEES: (RRMEERY 28T » 5%



£7 WTNHL OB TREEN 5% ELOBIER (KEYNOTE-177 RE) (REMMIT st 24£M)

ZE M K4 (SOC: BE (%)
System Organ Class) AFRE (b RIERE
JEAFE (PT: Preferred Term) 153 %l 143 #il
(MedDRA ver.22.1) 4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
AFIEM 122 (79.7) 33216 0 141 (98.6) 93 (65.0) 1 (0.7)
Mgk KOV > RBEE
2 1f. 9 (5.9) 2 (13) 0 17 (11.9) 7 (49 0
- rp BRI A E 0 0 0 30 (21.0) 22 (154 0
N3 b
PR IR REAR T 16 (10.5) 0 0 0 0 0
E e
250 6 (3.9) 0 0 10 (7.0) 1 (07 0
INCEN 8 (5.2) 3 20 0 0 0 0
(XA 2 (1.3) 0 0 10 (7.0) 0 0
T 38 (24.8) 3 20 0 75 (524) 14 (98) O
1 N RS 11 (7.2) 0 0 6 (4.2) 0 0
L 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
—i% - BEFEER IO SEAORE
I 9 11 (7.2) 0 0 25 (17.5) 5 (35 0
9 57 32 (20.9) 3 200 0 63 (441) 13 (91 0
HEE D RE 4 (2.6) 0 0 25 (17.5) 1 (07 0
FEEN 11 (7.2) 1 07) 0 4.9) 0 0
1R AL AN 0 0 0 8 (5.6 0 0
JRYSE RS K OV A HUE
NGRS 1 (0.7) 0 0 8  (5.6) 1 ©7) 0
i R A A
ALT 4 15 9.8) 3 200 0 10 (7.0) 1 07 0
AST 571 17 (11.1) 2 (13) 0 7 (4.9) 1 ©7) o
1A ALP H#540 12 (7.8) 1 (07) 0 3 @20 0 0
I R ERER D 1 (0.7) 0 0 33 (23.1) 24 (168) 0
MR 2 (1.3) 0 0 9  (6.3) 1 ©7) 0
R 3 (2.0) 0 0 8  (5.6) 0 0
i B Ha D 1 0.7) 0 0 17 (11.9) 6 @42 0
R L O EE
RARIEER 12 (7.8) 0 0 49  (34.3) 3 @21) 0
1&H U ™7 A LE 3 (2.0 1 (07) 0 8  (5.6) 4 (28 0
B RS R L OV SRRk P =
BA &R 16  (10.5) 0 0 2 (1.4) 0 0
PR R
FEED E 4 (2.6) 0 0 15 (10.5) 0 0
R N 2 (1.3) 0 0 13 (9.1 0 0
K= 2 —m RF— 1 0.7) 0 0 25 (17.5) 1 ©7) 0
KEHERE =2 —a N F— 0 0 0 29 (20.3) 3 @2 0
B K OUREEREE
AR 2 (1.3) 0 0 10 (7.0) 2 (14 0
Mg, MaERES KON RS
E=Aaatiiih 0 0 0 20 (14.0) 0 0

11



Bl R 4y HE (SOC: B (%)

System Organ Class) AFHE == 375 1t
JLARFE (PT: Preferred Term) 153 {51 143 i
(MedDRA ver.22.1) 4 Grade Grade 3-4  Grade 5 4 Grade Grade 3-4 Grade 5
FERE R KOV P AR RRRE S
B SE 5 (3.3) 0 0 28 (19.6) 0 0
B2 o L 7 (4.6) 0 0 10 (7.0 0 0
FE - BIEFEIREN A ARG 0 0 0 25 (17.5) L 07 0
5 FEE 20 (137) 0 0 7 @49 1 (07 0
E 17 ALy 1 07 0 1 an 1 07 0
k=g
A e 1 ©7) 1 (07 0 9 (63 6 (42 0

¥, RVEMEMIZRE 561 (3.3%). Kiadk - /Mak - HEO TH 14 61 (9.2%) . #ik
fEE (7« NU—IEERES) 161 (0.7%) . BIUEMK - A4 - HigRerEE - Tk -
PEALMEAEAE 2% 25 61 (16.3%) | FRAR IS REIETE 18 1] (11.8%) . T IEAAREREFEE 2 61 (1.3%) .
R RERERTE 2 5] (1.3%) . BErEEE RMEMEMBERSE) 261 (1.3%). ik - #
R RAAE 141 (0.7%) | infusion reaction 2 51 (1.3%) . #6#% 1 51 (0.7%) 2358 BTz,
T, BEOREREE (TEEREESCRMATE, REREIREGRE, S, X
B 1 BB, ek, EAEMEESE, MK - Bk, S E O ER, LK, HER
Mgk (et MO PESR BT, IR E L, JRIFEREE . MERERIERAESS) KON
EREBIEGREIIR O b o 7o, REWERRBURDLIEESFS (BRMRAME R 25
te) HEULEIERETRT,

12



(At - HE]

AR OREREYEETT L EZFIH LIV I 2 — 3 12k b, AHl 200 mg %
Q3W, 400 mg % 6 FHMMHE (LT TQeW]) & o5, ) XiX 10mgkg (AHE) % 2 B[
IkE (LLF TQ2WJ &9, ) THE LIZBEOARAI O MG FRENRG SNz, £ Ok
Fe. A 400 mg & QBW TH G- L7=BEROARHF O EFIRREIZ IS 1T 2 MG i (LA
T Cagss) &9, ) 1E. AHI200mg Z Q3W THeLH- L72FED Cavgss & LT 5 & T
Ehitz (FF) . £/, AH400mg % QBW TH G- L 7=BROARHKI D EHIRREIC I 1T 5 %
AEMIEFIREE (PAT [Chaxss) &9 ) 1, AHI200mg 2 Q3W TH G L7ZEED Craxss
EHE L CTEEZ RS EFRISAEZ 00, BARABREIZBOD CTERENHER S AT
HHE - HETH 5% 10 mglkg (RE) % Q2W THH: LTZFRD Craxss & Ll U TIK
EzrTETFHlsnz (FR) , 60, EREAEBRE Z XTSI 400 mg 2 Q6W
TESG LA EIERER (KEYNOTE-555 iklik) 1 0 455 7= FEHIMEIC H-S < 3y Ehhe
RITA=BFT v Ialb—ra Al PRI LICEMERE ST XA —X LHEEILT (FR),
INZ T, EEDORENEIZ I 1T 2 B RBR AR (T D = | AR DR & & A2 T2t
& ORE A MRS D IRE LS TE T VAMESE X du, K| 200 mg & Q3W X 400 mg %
Q6W THH L7-BROMEFTE & & AME I L2 L OREIZ O W TIRFT S /R, k
LD - HEOM THINEL OVREVEICAME R 2RI 0w & PRl Sz,

&8 FAOEMBRR T A —F

v - B Crax Cavg Chmin Crax.ss Cavg.ss Chmin,ss
(ug/mL) (ug/mL) (pg/mL) (ug/mL) (Hg/mL) (pg/mL)
200mgQW' | (coivon | raoen | (78 i8s) | (o174 | Gossio) | (208 814
400 mg QW (12;2;4) (32.3(;??2.7) (10.%1(,).?0.8) (14??49) (SO.i?gl.S) (19.??0.9)
40(07%%%\/\/ (1351.2(,3.101;?6.4) NA ( 14.1: ii—, 4) NA NA NA
10 mg/kg QW' (212,2223) (14?41145) (11%,1221) (421,2?133) (272,7282) (19;9200)

$:n=2993, 100[HDY I = L—y 3 LY EHEINTKAEIEO T IAE (2.5%4, 97.5%40) | Crax : FIEIHE
HHOREMIERIRE, Cag : PIEHEGHOFEMIEFIE, Cmin : FIEFEGE (A 702 F5) ORKME
IR Crmaxss 1 EFIRBEIZ RIS D EEIMIGETIREE, Cavgss : EFIRBEIZH T 2 FHMIEF IR, Crinss : EFIRREIZ
BT D Bl i i

T : 56 Bl DT EIIME  (95%(5 HEIX[H])

§ : 41 BT (95%(5 4 X [H)

NA : 47 L

13




4. HERIZDWNT

TRERARMEE U CHEHSERE IS T D868 - B A2 B < MSI-High 2 A9 2 [@ERHEIC
*THEAMGERELRE SN TS, AEZE D, EHRNLY X7 E8EE (RMP)
(233 < ARAN D IS R BVEREARTE B~ D B I IRHI3 B 2 itk Td - T, ARAN O£ 5-H
W/ B AW FrE L. AFIOBEIC L0 BEREWER 23 LIZBIC ks 5 =
EMMERTZD, LTOO~Q@DT X TE- T B W THEAT I RETH S,

O HERRIZOWT

@1 Fieo (1) ~ (5) OWTINITEYT AR THDHZ &,

(1) EAFEREDITEET 205 A B ILRPE S GEE T RS A2 RGEEEIL RO P
Mgk A3 A2 IR EENL R T, HUIEDS ARSI IR BT AR &)

(2) HrErEREIRPE

(3) HBENFIRAFFEE T 203 AP (DS AR RESEE ERPE, 25 AR
W IEBE, S Ais R HERE R R )

(4) A RAbLFREIEE AR E U, AR AFRIEINGE 1 SIS SRAL BN 2 O fiisk e
AR DR AT > TV D fliex

(5) PUEMEMER AL B EINE O fas EEITAR D R 21T > TV D Jifix

D2 x5 & 72 DR T OALSRE S O BINE A FE B O RIS 57 70 ek & Rk 2 Fr
DER (FROWTNNNIEYS T DERM) 23, YE2EROAFNICE 5RO EE
HELTRESN TS Z L,

F B IMMETFIRIERITHE LT - BEOEHE~ A 7 a7 T4 MRLEME (MSI-
High) ZA9 5P (BEHERR2RRENNEREGIZIRD)

o [ERIGFFESE 2 EOPHAHME ZE T L2121 5 FELLED D ATRIED BERAHE %
fToTWBZ &, 96, 24 RiX, NASEWRES L UZRERERESOHE %
1T TCWNWAZ L,

o [ERIGEFEUSE 2 EDOYHAHMEZE T L121%1C 4 FELL EDOBRRBRZAEL TV 5
Tl 9b, 34ED R, w5 L A DEIEEE T O 0 AR Z ST e IS ATRIR D
ERMHE 1T > TN D Z &y

IR YIBRARE /AT - R OEHE~ A 7 aYT T4 MARLEM (MSI-High) &
T 56 - B

o [ERIGEFFEUSE 2 FOYIHEZE T L7122 5 FLLED D ARIE O EGIRIHE %
{ToTWBHZ &, 96, 28U BT, BAEYEELS I & LZBRESZOHHE %
IToTWAHZ &,

o [ERRFFIUSER 2 FOMBINHE 2B T LI2&IC, {HLEHREO N AL 2T 5
FLLEOHELBARFZOBERZIT>TND Z &,
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o [EAIRFFESE 2 FOMINMEZET L72RIC 4 FLL LORIKERZ A L T\ D
Tl OB 3T AR E R DT O N AW E e ATRIRD
FRRBHHE Z1T > T D Z &,

© BRENOERFHREHEOKHITONT

AT HE BRICIC S 2 BMEA D BLE S, BRSO OfF B D, Ao - &2
P KA OB P ONE RIS ISR 5 E iR it A HFFRNRLE LB E OHE
. FRHESNITATONDIEFINE > TN D Z &,

® EBIHER~DXRITDNT
@-1  HEREHIC R 2 B

VMR RS O B AR BIE A AR AE L7ZBRIC, 24 FERIRSIRIAHI O T, 2ikitisk X
TR T, B L 2 BIERNICIE U CABRE BE L O CT Z O BIVER ORI
ERRAEORERD Y HHIZE G, B HITRIGFTRE AR 3 > T D Z &y

Q-2 EFEREHRICLH>AFEFSNCET I EH

DN AR Z B 2 ik M O e 2 A4 5 EREEHE NRIERT =421 > 7
EEHEDIEROA T ) —= T EITOERE &R EZ G TE 5 F— AERIRH] 235
S TnWBZ L, 2B, BiAHIZHOWT, RABRE EZOFEICHFIITEMENT
WhHZ L,

®-3 BUHEADOZEr LN LT

AWER (FEMEMREEIZINZ . KIBK - DMk - BEO M, BUEFX - IR - 1T
FERBREE - 2 - B bMENRE R, B#EEES (RMEMEEBERSE) . WowEE (F
MABEERE T, TR S, RIBHERERET) | | AUBEIRP. 5 & IR, ik - B
RlfRIE, R, HEOREETE (PEtRESeRAE, ERIREIRIEERE, 2 AL
BE, BHRIEIESE) . infusionreaction, MM - BlEsc, HEJEM M E, MRkEE (F7 0 -
AN USRS | D2, B e Mk FEE (S M i VIR B A SR B . ¥ MR- I
REFERES . MERERIERIESE) . MERERIEMRE. M) 1T L. Uikhiak XUTmpEE
WRERI DML A 2 EM & L (RIEH OBt S I L THREXR O #E L %
TFONLEMHICH D Z L), BEHITHUIRLEN TE HEHNE> TN 2 L,
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5. REXRELGDEE
(0B 5 4 1H]
O TROBHFIZBWTAADOHMEI RSN TS,

o NAMEFRIERICHEE LZET - BROEHEE~A 7Y T T4 NARLEM
(MSI-High) % A3 % B W (RGN R EER 5G] D)
o IREMUIBR AR/ AT - R OEMBE~A 7 a7 T4 NARLEM (MSI-High)
HT DN - B
70%5. MSI-High (2R3 2 ARAKID 2 o "=A 23k & LT, lkFE4 : MSI B
L (FALCO) K OMK5844 : FoundationOne CDx WA J A7 a7 7 A VINKGREN
TW3,

@ TREICHENE T 2 BB T 2 AR O G K OEAITIEC OV TR AFIOAZPED

MESLSNTELY, AAOHREHR LRG0,
o FivomibhRE
o fOPUEMELA L O L TRE SN EBH

[ % 4MEl 2 B % )
O FRICHENT 5 BEICANTEAAOEE SR E STV I L b, #5517

DipnZ &,
o ARHNDRITHR LIBBUEDRBAERED & 5 B

@ RERTOFHHIZIBW T FREIZHEYS T 5 BE IOV TE, AR OB G ITHELE I 00

D, OIRFERPFU A 2 NGEICIRY | HEICAKZEHT 22 L 2BETE D,

o [HEMMMEROEIUIBED & 5 B

o JfaEEi R CRIE R & R 5 B K ONEBYME 0 Ji SRR i gk 2 <08 Ge 1 it 2%
FEOMIZRIEMEZE N A B D B

o HACMEEBROADE UTEMHER A L IXFRMED B O g R B OBEERED
o5 BE

o BB (EMmeMaBEEL ZTe) Db 5

o MBEOBEXIIBHEE AT HEE

e ECOG Performance Status 3-4 /%0 D HH

55 MSI-High % #4 % BRSO — I3 ) » FHEGERETH D = & 2485 STV % (Latham Alicia etal.: J Clin Oncol.
2018; JCO1800283)

(I£6))

ECOG O Performance Status (PS)

Score

vy
EF%

0

2 MR JEBTE 5, AL [ U B EAENHIRR <722,

PIARIC I LUEBNIHIR S D 2%, AATRIRE T, BAEERE > COMEREITITI 2 LR TE D,
SN =

BATARECTH S OH DEIY O Z LIFE T SN TAEEEMEEIFITE RV, B D 50%LL EiE~y M Tl I3,

[RONTBGOHOEY DOZ L LNTERY, HHPO 50%L EE Xy Ko TilI 4,

1
2
3
4

L@ R0, BOHomY O LEEL TERY, BRIy Rk F I d,
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6.
@
@
®

BEICIRLTEEITREERHE

T SCERE TN 2, B IR 3 D RS 2 BB 1T 3D & ARH D etk K OV 1E i

MO DI B EFRE + B L T ERT 52 &,

TRIEBRABIC SN D | B UL Z OFEICHINE L OERR M2+ L, [RE 215

ThoRETHZ L,

FREWEH O~ %Y A MZONWT

o [MWEMMEEND LD ZEND DD T, KEIDOEEIZHT- > TIL, FIHE
e (BGIv, PRI IR EE, k) ORERE M O X S o F2 %, Blggx 1
FATH 2 L, Fo, KOS UTHE CT, MiF~—h —F O % K3
HZ &,

e infusionreaction 3% HILDH T LN & 5, infusionreaction 23R HILTZHAIC
(%, WEIRAE 21T O & &b, SRR EIE T D F TREOREBE 08l
THZ L,

o HURERBERERETE T HRMAEMERET K ORIBEHEREN L LDONDLZ EDBHHD
T, ARHFN OB H-BAbbET M O 530 R IXEARIC N IS EERR A (TSH., 178
T3. W78 T4, ACTH, i =/LF Y — VEORE) ZET 5 &,

o BUERTSR. MFAa, RS, ITR, B{EMEERP O LoD Z E03H 5D
DT, AAN OB E-BRIERT & OG- W e ST iFséaE R4 (AST, ALT,
v-GTP, Al-P, B U LVEVEHDONIE) 2FEiid 252 &,

o SEIERK (IERKMITEEMRERZ GTy) EORERIREERH LoD
ZERHDHOT, EMMICIROBE OFBEMGRT &, -, IROEFEN
RO BTGB, HONICERKEAL X2 T 0 L) BEZIEET HZ &,

o ARFNOEHIZE Y GBEOEIESINTER T D LB 2 S DA R BSORHRE
DHLOLNAZERHDH, RENBEDOONT-HEITIE, BELEZERIIL U
BEFAR 70 05 & B8 BR 2 FF O R Al & Ul 2R R M A 1T B E O R
FOGIZ X B BWER D o 2355113, ARFIORIE T H 1L, K ORIE E R
IWERIOBRGEZZET L L, B, BIEREFRLVE L OERGIZEENE
HOUENFRD LAV WA, B BB A o DSOS miilA o8 in
HbERETH L,

o BETH.ECARN O ARGE L T LEWERANRETL ZERNH D720,
KB DOEEHE TR HRWER OB 2ITHEET 52 &,

o I AUHESRIE (BUIAE 1 BUBEIRIG 2 5 de) b bbdv, FERFMNS T R—v &
WZEDZENRHLHDT, Ol Bl NEH-EDORER DR BLLCMPEE D FH12+
SEBETDHZ L, 1 BRSNSk G 2L, AR ) il
RO GEOMY R NEEITH Z &,

AR DOFFAR BRIV T, KEYNOTE-177 #RBR Tl 9 ] = &, F7-. KEYNOTE-

158 kB & O KEYNOTE-164 ik (24— b A) TII& 5865 1 41T 9 M

TEL VAREDREZ 12 B I S ICHEIMEOFM AT o TV 2 L ESBIT, KA

H X ESRC mG s CRROMREIT ) Z &,
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EFERHEETA N7
Rh7u ) X<w7 (EisFHBZ)
(BR7%4 : ¥4 b—& BmiE#E 100 mg)
~ P e ~

SFTEEL1 2 (FFfn 348 A%ET)
JEA S B




SR/

1. [FL®IZ

2. ARANIOFHH. 1EHEF

3. FRIREGHE

4, Tz oW T

5. BHxtGL e b

6. BHICERL THE TN HIHA

P2
P3
P4
P9
P11
P12



1. IXT®ic

RIS DB  ZEMEOMERO T2 DITIE, WS SCEEITIES W2 7 AR D
BND, 6T, IEOREHRFOEARIZ LY | FUREIRS 72 & OHHN 72 5 R MR
FFREEGENARINDLH T, 2D DEKTZ BN E B TR 2 2 L BB
PE L 2o TR RBEMBGEE & O FEATT #2016 CERL 28 4= 6 A 2 H BREILE)
ICBWThH, HEHNERLEOMHORE(LHEEZX S Z & L ShTna,

AR AR ESR S, EE RS R 27 0 7 7 A VBB FEOES L & B S MR
RHZENRDD, ZOD, HIWEROLZEMICET D IERN+0ERT 5 £ TOR,
MHEEGLOBELEZT D ERIREEINDBHICH L THEAT D & &bz, BlfE
FMREE LTI LB 2t e & D 2 & AN A fE e — 8 O B 24 7= 3 EE R B ¢ A
THILENWEETH D,

LR o T, ATA RT4 0 TlE, BIRBEESSINE TITHE LN TV A EFIRFR -
BHER R EED & | LU O E IR O feii 708 2 HEE 3 2 8LA & B 2 g B %
F RO EFREERT,

RE. RHA BT A 0%, MSIATBAE NESR G ERE R O, 28BN AR
BRARNEE s —MRAERTE N B ARERIR R E 2 K O AR A A ARG IREFH 2 O 1
HoH EAERR LT,

KfGr L I DEIEN A M —F STEERE 100mg (— % AT e X~vT (Eis
THAHLZ))

R LR DTG - ARTBUIBRASRE U TR 0 Bl g

HEERDAERVHE : 7% F =7 LOfFHIcBW T, @H., AT, a7 r) X~
7 (B z) & LT, 1181200 mg % 3 @RI 1 [H
400 mg % 6 A MEIE T 30 /AT CAMEET 5,

B3 R 72 3 F - MSD RStk

(%)

A TAXEE 1 mg, FEESmg (R4 : 7L F=7) OREUILE, HiELOH

=R

I=EN

R TR R+ ARIBUIBRANRE S TERREME 0D Bl e

FREROHE B, RAICIETF v F=7L LTl 5Smg% 1 H2EEROKZST D,
¥, BEORBIZEVEEIEET 225, 1E 10mgl H 2 [EF THEH&ET
x5,




2. ARIOFK, 1EREF

XA M—F RIEEHE 100mg (— 4 - RaT7n ) X7 (B z) ., LT TR
Al EvvH,) X, PD-1 (programmed cell death-1) &% D U 4> K T#H 5 PD-L1 & O PD-
L2 L OfEHEHEMET S, & MEIgG4 £/ 7 v —F AFUETH 5,

PD-1 FRE& T T A0 B AR AR s S WL D 72 D12 28 AR 2SR 4~ 5 T2 72 e i il 40
AA »F T, PD-1 1%, EE/IRREICEWCTEER T MilRoMaEmic BB L, 3%
P& SO % B e A B X Rl 7o 5o SO & Hli 45, 9725, PD-1 (XY Hv REfE
ATHZ LK VHURZRIRCE S v 7P VBEZ AICHIET 2% 8K CTh 5, PD-LI
DIEFMMZIBIT HRBUTDL TN TH L3, 2 < OB AMKTIX THROBE 282 5
FEBENRELL T D, DAMIIBIZIS T S PD-L1 O ER BT, B, B, iF
FORREE ., ONERE . JENERRE 7R E O 2 e SA T TR ABRKE - TH Y | IRWEFRE
OHEBEMENRRE I TWD,

BED D A DEGIKRI T4 & PD-L1 FELOEBEMED S . PD-1 & PD-L1 ORRE IXIEE D
TS AR C BV CEHEARRE 2 H ) Z EAURB SN TEY | iR ARROEN L L
TSN TV 5,

AANE, PD-1 & PD-L1 X OXPD-L2 Difj U H> ROFERZLET L Lick v, EE
1 NBR B R D B AR EENE T V) o SR A TEME L S 8, FUEE 0 & FE M L
52 & CHERG R A IS 5,

AFIOVEFRSFFIC 3 < BE DS RURIC £ BRIER %M & &b, BT
L AREMN DD, AFIOEE DR OB GBI, BEOBEE ST/, BHERH
5V HAIT I, FEHL L7 ST U7 S A A 0tk & R A B O [T & S L
G122 BRI 24T\, B D SERURIC K B RIER N D BB, BB RE AR L
£ RO 55 DY) R IE 54T 5 LN D B,



3. EEPRARE
RIBEIBRASHE T ER M 0D Bl g 0D A GRIRFIC R 2 1T o 72 1 72 iR IR R D fliis &
ZNE IR

[ 5h]

[ BR AL [F) 55 AR R (KEYNOTE-426 7fR)

AV SFPRVEIE D 72 WO RTEUIBR AN BE XU ZHARS M 0D 38 B M H Y R e £E 5 861 451 (H AR
NPl ZEETe) 2RI, A=F=7 VA LIF RA=F=7] w5, ) 2%
KHE LT ARANET X F =7 LD HEE (LT IRB/ TR F=71 205, ) =
DA INE R VM RET Sivle, FEFHIE BT 24 (BLF ToS) w9, )
F O EALFHIE (LU TPFS) W9, ) &3, AFI/THF L F=71F, A=F=
7L T, OS KUPFS # A BITIER L7z,

*] : American Joint Committee on Cancer J7% #155 3H1Z 5 < JEHITV

*2:50mg 1 H 1[0 4885 2 RS

*3 : A% 200 mg 3iEMMEME (LT TQ3W) &5, ) THARNELS L, 7% F=7%5
mglH 2[E (LLF TBID) &9, ) AL Lz, T F=7DHK 5T, 5mgl
H 2@ Cilfgd s 2a—2 (6#M) LLEAFMENRHY ., Grade 2 2257 F v F =
T ORIERNZED ST, 2ol E2S 150/90 mm Hg UL FICEHE SN -54. 7mgBID
~OWEEZAEEE L, EREOLEHEZ FV, 10mgBID ~Of &S AliEs Lz, 7
XU F=7E, BERAOMER, BEEESICG U TARE IEE (3 mg BID, &iZ2mg
BID) b AfAEL L7z,

#1 ARk (KEYNOTE-426 3BR)

KEN) T xFF=TRE A=F =T R
(43241) (42951))
o (H) NE NE
[ (95%CI] [NE, NE] [NE, NE]
OS™ | n¥— K™ 0.53
[95%CI] [0.38, 0.74] —
P " 0.00005
o (H) 15.1 11.0
[95%CI] [12.6,17.7] (8.7, 12.5]
PFS™ ™| HF— REp™ 0.69
[95%CI] [0.56, 0.84] —
P {3 0.00012

Cl: (E4EX[H. NE: R, *1: PRNTEF DT — & (20184E8H248 0~ v A7) | *2: )3
B Cox LEBI NP — RET WL D A=F = TRELE DR, *3: @RIn 7' 7 KiE. *4: RECIST
HA RTALARICEHS K S FSL R yef &



at risk#4

AA200mg Q3W RU
PF¥FIF=TJ

AEF =D

AF200 mgQIWR UV 7 XL F=T
/

12 16 20 24

EFRREA]

8

136
110

18
20

432
429

417
401

378
341

256
21

X1 OS®HEfENrEEDKaplan-Meierfi#f (KEYNOTE-42638%)

100 -

S
B

at risk#
ZAE1200mg Q3W
RU7FVF=T
y e, Cfemiyy §

0
80
70
60
50 A

0 R Sl T LR LR SR RILAS UL S AR SR B RERE RSN TS UL AR R RS R . R SR L Rk ¥ B L R
8 12 16

HEIEELE AR (A]

432 357 2ol 140 42

429 302 193 89 29 1

X2 PFSOHEENTR: D Kaplan-Meier#i#R (KEYNOTE-426345%)



[Zz421E]
[E BRI RS M AHGER (KEYNOTE-426 #5Rk)

HEEGIIARF/ 7 X F =78 4221429 5] (98.4%) K NA=F =7 R 423/425 {3

(99.5%) (278 B AL, BRI L DR EBMRNGE TERWAERERIT, TN T 413/429
B (96.3%) JzOF 415/425 15 (97.6%) (TR LTz, WT I ORETHBLEN 5%LL
DOEWERIZTTFRO LBV TH -T2,

#£2 WDINOLORETRIEN 5000, EOBIEAH (KEYNOTE-426 3ABY) (VLM o S44E M)

HEBRSFE Bl (%)
(SOC: System Organ Class) KK/ 7 X F=TRE A=F =T R
JEAGE (PT: Preferred Term) 429 14 425 51|
(MedDRA ver.21.0) 4 Grade Grades 3-4 Grade 5 4= Grade Grades 3-4 Grade 5
RIEH 413 (963) 269 (62.7) 4 (090 415 (97.6) 244 (574) 7 (16)
MEE LY v SREEE
H 1f 12 (2.8) 1 (02 0 69 (16.2) 13 (3.1) 0
i BRI S 5 (1.2) 0 0 37 (87 6 (1.4) 0
I R ERIBE 6 (1.4) 1 (0.2 0 79 (186) 28 (6.6) 0
1IN 8 (1.9) 0 0 94 (221) 22 (5.2) 0
WM
R IR RETTE S 52 (12.1) 4 (0.9 0 14  (3.3) 0
FOR IR RE AR T 135  (31.5) 1 (0.2) 0 119  (28.0) 0
BIGREE
=20 23 (5.4) 3 (07 0 16  (3.8) 0 0
fHE % 31 (7.2) 0 0 29  (6.8) 0 0
T 210 (4900 31 (7.2 0 175  (41.2) 19 (4.5) 0
P iz f 17 4.0 0 0 22 (5.2) 0 0
HIE AR 12 (2.8) 0 0 48  (11.3) 1 0.2) 0
A E MR 6 (1.4) 0 0 34 (8.0) 3 (0.7) 0
D 91  (21.2) 2 (05) 0 111 (26.1) 4 (0.9) 0
A% 61 (14.2) 3 (07 0 86  (20.2) 9 (.1) 0
M - 34 (7.9) 1 (02 0 56 (13.2) 3 (0.7) 0
—f - RFEERS X O GMALOREE
1 5E 50  (11.7) 6 (1.4 0 54  (127) 12 (2.8) 0
95 57 130 (303) 10 (2.3 0 142 (334) 21 4.9) 0
SR D JAE 55  (12.8) 4 (0.9 0 90 (212 7 (1.6) 0
P 16 (3.7) 0 0 24 (5.6) 0 0
BRI AT
ALT 4 102 (238) 52 (121) 0 54  (127) 11 (2.6) 0
AST H#4/0 97 (226) 29 (6.8) 0 59  (13.9) 7 (1.6) 0
M7 L7 = 1 24 (5.6) 0 0 30 (7.2) 1 0.2) 0
1 AR ARSI AR L L HE 22 (5.1) 0 0 22 (5.2) 0 0
I v ER AR 3 0.7) 1 (02 0 48  (11.3) 29 (6.8) 0
RN &)z 2 14 (3.3) 1 (02 0 76 (179) 31 (7.3) 0
RERA 41 (9.6) 6 (14 0 36 (8.5) 0 0
i BREGR D 1 0.2) 0 0 37 8.7) 11 (2.6) 0
B L OsaEREE
AARIBOR 94  (219) 9 (21) 0 106 (24.9) 2 (0.5)
&Y o me il 6 (1.4) 2 (05) 0 26 (6.1) 11 (2.6) 0
W E#E P L O Rk E
RAEIR 52 (12.1) 3 (07) 0 15  (35) 2 (0.5) 0
AR 23 (5.4) 0 0 16  (3.8) 0 0
PR R R
VST 40 9.3) 1 (0.2 0 129  (30.4) 0 0
GIEVE] 35 (8.2) 3 (07) 0 33 (7.8) 1 (0.2) 0
B L ORI IEE
EAR 66 (154) 11 (2.6) 0 39 9.2) 6 (1.4) 0



A BRI

B (%)

(SOC: System Organ Class) KHEN/ T ¥ F =T A=F =T
JEAFE (PT: Preferred Term) 429 14 425 15
(MedDRA ver.21.0) 4 Grade Grades 3-4 Grade 5 4= Grade Grades 3-4 Grade 5
ME g, MEREs K OMithmRE
K 32 (15 1 (02 0 12 (28) 0 0
TR 98  (22.8) 1 (0.2) 0 12 (2.8) 0 0
P, DR e 28 (65) 2 (05) 0 16 (3.8) 2 (0.5) 0
S 19  (4.4) 0 0 32 (15 0 0
R F J O FREfkREE
R g 27 6.3) 1 (0.2 0 35 8.2) 0 0
P RERFMEARSEGE 119 (77) 22 (51) 0 168  (39.5) 15  (3.5) 0
* 5P 53 (124) 1 (0.2 0 18 (4.2) 0 0
5 46 (107) 1 (02) 0 38 (8.9) 1 (0.2) 0
k=4
5 LUE 179  (417) 91 (212) 0 184 (433) 78  (18.4) 0
B ARHF/ T R F =TI CTHBEMMZER 1246 (28%) . KBk - Mak -

RO T 40 1 (9.3%) | PRfRfEE (T « NL—IEFERES) 24 (0.5%) . fTknre
[ (ALT KOV AST #ih7: & o ftrem A i s 2 5 ¢e) 150 ] (35.0%) . HHR AR
REFEE 165 5] (38.5%) . TIEMRFEREREE 541 (1.2%) . BIBHERERE 1061 (2.3%) .
1HUBERRIS 1451 (0.2%) | EHERERETS (RMEHIEPER &%) 9B (2.1%) . Wik - B4
KHRMEIE 4 51 (0.9%) | FIEFH I 4 51 (0.9%) | LFH%K 261 (0.5%) . SE I
% 141 (0.2%) KN infusionreaction2 1 (0.5%) e Hiiz, £7-. HEED R EEE

(B REAEIRARIE R, ZTEALBE, FREIE ) | MR,

Wige - Bl SE, EEIE o i R PR

(oM MRS PSR BER . TR MR, JRIFERES, MERRRIERIE &%) | IMERE RN
HEL OERZIERR O D27 o ARBINE M ZEBUIRDLIT B E 52 (BRIR R A S 25 To)

ZEDERRER 2R T



(M- AE]

KB OREMIEDEREES L EZRA LI I 2 b — a0k, AH| 200 mg %
Q3W, 400 mg % 6 H[MMIE (LLF TQeW &9, ) XX 10 mg/kg ((KHE) % 2 @[
Mk (LT TQ2W) L9, ) TG LZBEOARF oI g PR ESRG Sz, ok
R, K| 400mg & QEW TH 5 L 7= BEOARKI O EFIRBICI T 2 F MG RE (BUF

[Cavgss)] EV9, ) X, AFKI200mg % Q3W TH# G L7ZFED Cagss & FEELT 5 & FHIE
iz (F#) . 72, KK 400mg 2 Q6W TH - L 7ZBROARKI DO EHIRREIZ I 1T D A d
MIEFIREE (BLF [Craxss) &9, ) 1E. Al 200mg % Q3W TH L L72BRD Crnaxss &
gL CEEZ R T E THISNE OO0, BAANBFEIZBW CAFERHR I TN D
Mk - HETHDHAA] 10 mglkg ((AHE) % Q2W TH G- L72BED Craxss & HLlE L TIEAE
T ETHENT (FHR) . ST, EEROEES 2 5 5RICAKA 400mg 2 QW T
B 5 U T sSIAERR (KEYNOTE-555 5fR) L 0 15 b av 7o SZRIMEIZ £E-5 < S EhRE X
TA=HF VI ab—a Ak FHILZEYEIRE T A —% HR L (TH#),
Iz T, BEOFEEIZIT 5 EERHABREGE IS D& | AFI DR & & A XL et
& OE#EZ T DIRESST T VDR S, Kl 200 mg & Q3W X 400 mg %
Q6W TH 5 L7 FRDOMRGE & & AWE T LM L& OBEIC YW THRF SR, &
SEORE - HEOM THME R ORI e 22 BT v &Pl &Sz,

£33 AAOEYBE T A —F

[ Comr Cove Coni Corass Coes Coninss
(ug/mL) (pg/mL) (ug/mL) (pg/mL) (pg/mL) (pg/mL)
200mgQ3W! | (oo Vior | (77981 | (76183 | (017 041) | 4985100 | (308 314)
400 mg QBW! (12;?24) (32.%??2.7) (10.%1(,).50.8) (14??49) (SO.i?gl.S) (19.%3??0.9)
40(09‘*2%%\,\/ (1351.:(33?.10;6.4) NA (14.1:2;4) NA NA NA
OMAOOW | g ay | i | i | wmam | e | sy

$:n=2993, 100EDY I = L— 3 12X 0 BEH SN2 BT EEO P YAE (2.5%4, 97.5%40) . Crmax @ PIEIE
H#OEEMIEFIRE. Cag : MIEEGEHOEHMERRE. Cnin: PIEIFRG% (F1 270 2 B5RTD ORI
EF'(};%E\ Crax,ss : ﬁﬁ%%é:%ﬁé%%ﬁm%ﬁjﬁfﬁ\ Cavg,ss : ﬁﬁ#f(’ﬁgﬁl%”’éﬂzi@m{ﬁqj/%g\ Chin,ss : Hﬂiﬂﬁ%-ﬁﬁﬁl
BT D IR 75 2 B

T 56 Bl EMTEEIME  (95%(5 18 X )

§ : 41 BT ELE (95%IEHHX )

NA : %7 L




4. FEFRITOWT

RIS U X 7 EHEEHE (RMP) (ZE-D & | AN 53 5 22 MBS TG B~ O 15 /Al
N DIiEx T - T, AFNOEG N7 BE Z2W - FrE L, AFOFKGIZL 0 EE
7RBEIMER ZRBL L 72BRISx T 5 Z E DB 7272 LLF OO~@ D3 T & 7= 7
FHIZBWTHEATH2RETH D,

O HRRIZOWT

@1 Fieo (1) ~ (5) OWTINNITHEYT AR THDHZ &,

(1) BEAFBRENMEET D03 A B REEILSRBE S (FREF IR A S FOE LR
HIIER S AL B HL SRR . Mtk s ARSI e &)

(2) FrERERERbE

(3) HEAFIRAIEMEET D03 ARFOEEERRE (DA BRI ERPL, 23 AR
Ik, S AR HEE R &)

(4) ARACFRIEEZRE L, SREFREINE 1 U SRAE TR 2 O jitiak e
AR DR AT > TV D fliex

(5) PrEEMEREREAI S EBINE Ok R UEIZAR B R 21T > TV 5 itk

D-2 B O b7 HE K OEIWE RSB O RS 447 7o ik & B & FEo =R (F
RONWTIDNTEL YT HER) 2, Y2 BB OARFNCET HIREOEMLE & L CRE
INTWbZ L,

#*

o [ERCFFEUSE 2FOWMHE Z1E T L721212 5L EDO D AGER D EERIHE 21T
STWHIZ E, 96, 24D B, PAEYRRES £ L& LZBRESFONHE 21T
STWNWHZ &,

o [ERIREFEEE 2 FEOWPINHE ZE T L7-1412 4 L EOWREBF O BERIHE 217
STEY, 55, 2400 Bid., BSHIREE OD A ML 25 Te S ATRIRD IR IHE 217
STWAH I L,

@ PBENODEREBEREEDEHNITONT

PSR BB BT 2 BEE DR E S, BRI OFRAE D, Aotk - &2
PRSP RGO E B OERZE ST 2 @i, AEFFGIBAE LI2GE0oWE
¥, FERERLIATON DGR ESTWND Z Lk,




® EIER~DOXHRIZONT
@-1 MERRARHNCEET 2 EH

MR B O EERBWEANIEA LIZBRIZ, 24 BRI H| O T, Yakhisk T
HHERRIZ IV T, I L7ZEBIERICIS U TABREE R O CT HORIWEHA ORI 23
IR OFER DY B IS DAL, BB ICHIR TR IRHI AR > T D Z &,

@2 EERFEHICLI2AFEFSAMNISICET HEH

N ARSI 2 B 2 sk R OB RE 2 A T D IR FE DNEER =XV v 7
EEHEOIEIROA T ) —= T EITOERE L E#REZ G TE 5 F— AEFRRH] 235
fiE S TnWbZ L, 2B, BiAHICOWT, RABRE EZOFBEICHTITAMmENT
WhHZ L,

@-3 BIfERADOZW LRI LT

RIWER (FEMEMEBIZINZ, KX - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - IF2% - EMERRAE 2, BEREMRE S URMAERIEMERERE) . AowkEE (T
MAEEIE T, FURREEIE S, RIBHEREREE) . 1 BUBERN, 5 & DR, sk - B
TIRMEAE . BER, B O EREE (PEMERLZBIERAIE, BRI, 2A
BE. FHRIEIESE) . infusionreaction, AMZ% - BlFsc, EJEMMESE, MRkEE (F7 0 -
AN U—EGRESE) | Dk, BRERMIKRES (Gt MR/ TSR | i tEE i,
IREFERES . BERERIERIES) | MEREBIEMRE. M) 13 LT, Yikhak XUTrpEE
JEFSEA DR 2 A3 % AN &l U (RWEH OO IR L CHRER OS2 5%
TONAEMICHHZ L) | EHIZHEURLENTE LRGN ESTND Z L,

10



5. BeGxHR LI BE
(2B % 4 1H]
@O ALZERIEIE O 72 W IRIEEIBR A BE

(TEEBME O B A IR W T AR L T R

F =T L OAREGEOFEENRREN TV D,

@ TREIZEEY T DA

(XS D AR DG K OEHITHEIZ DUV TR, AN O A D

ESL SN TE LT, AAIOERGRFR L7720,

o IR
o AHOBMPEE

o DO TAHBNDENMEN R STV O HE

(ZaECBd % F]
®© FEi
bipunz by
KHIDRSY
@ /Af;’EHU@uq:ﬁﬁ b\T—Fua

PEREGA & OOF 5

IS T DBEICOVTIIAROREN DL SN TWDL Z s &E 21T

WZxF LIsBUE O BRI D & 5 B3

AT L BB ICOWTL, AAORGIHEE S R0
VDR HREIR B focb\i‘E'/\ (ZFRY |

HEICAKZENT L2 L 2BETE D,

« BHEREMHRI O & 0F UISBEE O 5 R
o HaEE R A CHE R 2580 D B K ONE B M O U BT I <0 R g M fiti 2
FEOMMIZRIEMEZE LN HA BN D B
o HOMEERBOAD, UTEMHER A L < IXFERMED B g R B OB O
b5 BE
o ESBRE (EMmeMaBEREL ZTe) Db 5B
o ORI E AT HEE
e Karnofsky Performance Status 70%Aji "0 o B
(£ Karnofsky Performance Status (PS)
Score | T 5%
100 |TEH, BT 2BEOFRZ DR, BHEERZ L,
BT OIEENANFIRE, Rl R B LER Y, 90 |ERWERAAER TS B A%, IEHIEE) Al HE
80 |M7p V) EEIRAEIR S & B A, B U CIER OIGH) Al fE
T D 2 LIIRATRE, HETAERTE T, B 70 |BHBHOMIRIITE L2, EFOIEE) - 5735 2 LIER 6
HETIEE AV ETANRERIZED O THD, | 60 |ASICHERZ LIFTEXDEN, L EENIBSLE
ex RREONBZLIELT 5, 50 |k EBE LI-F#ER XTI e BRI T4 DB
40 @9, EEIRERS JOEEN L
HoEY DI EEZHSTTERY, FEH D\ 30 [R<ENT T, ABRDBULEENFEITS LEE > TN
IFRPBEOGHE L REOEH#ELVLELTH, HE| 20 |FEFRICEE. AR LE TR RIBREALE
NEAHIZHEIT L CW D ATREMEDRS & 5, 10 [FEHINE > TN D
0 |5t

11




6. BHEICEL THEETREHIE

O IR SCEEITIN Z ., BLEIR5E 3£ DR T 5 ERHE 1T 25D & ARF O R KON 1E
O DI B G RZ+ 0Bt L T T 52 &,

@ BEBRIAICSESL D . BE XIF OFEBRIAIMER a2 43 L, FE %25
EG/NCE A R R

@ FEREWERAO~RT AL MMZDOWT

WEMERBN D 5D Z ENH DD T, KFDOBEIZH T - TiE, PIHE
W (Bglv, WL IREE, k) O O X ffads o L, Bl5x -+
FWATH 2 b, Fo, REIDS U THE CT, My~ —7 —%FDOMmA % T3
HZ L,

infusion reaction 23 & 5115 Z £ 23% 5, infusion reaction 2378 HIVTZHAEIZ
. EURALE AT D &L IS, IR RIE T S £ TEREDOREE I EE
THI L,

FOR SRR . PR E X ORIEEEREER S b Z EBH 5D
T, AREIOF5-BRLART & 0P 5B I E IS N WS RE A (TSH, 78
T3. W#HfE T4, ACTH, I = F Y —VEDRIE) 23T 52 L,

BIERF 2%, A4, IF#eeRES . TR, {EHERERD L OND Z 03 H D
DT, ARAEIOBE-BAGRT R O G- M S e IR T BERERMR & (AST. ALT,
y-GTP, Al-P, BV /LEHOMIE) 2ET 52 &,

SEI R (IR K NIEBREREZET) FOEERIREENS Hbivs
ZERHDLZOT, EMCIROBE OFEEMRT 5 &, £z, IROBEFN
RBOOLNTHEITIE, HONCERENZZ2 T2 L )BEFELRET L L,
AFNOFEGIZ LY BEOGRERISIZERT 5 &5 2 b D kA IR B E
NHLPONDZENH D, RENBD NG, B LEERIILN U
B 72 sk & ARk 2 Re D Rl & il U Cli bl A BB RIS W 21TV, IR DS
FONZ & 2 BWER R B 2561215 ARIORESUIH 1L, K ORIE B R
NEVRIOBRGEEEBRTHZ L, B, BIBRERLVEOEREIZEYEIE
A OYGERFRD IR WIGE TR, BB RE ARV o LIS O Sz i #l oisin
HERET DL,

WHETH, BEBN OB ARE L COLRIEANEERT L ZENH 570,
AFN OB TZRICHRIERORBUZHSITHEET H 2 &,

1 AUBEpRY (BE 1 ALBEIRIS 2 &de) 23 Hbtu, BERFES v T v R—v R
IZEDZENRHLHDOT, A, O, EHFEOIEROBECMAED L2+
DEETHZ &, 1 HEERFN OGS &G ERIEL, AR Ul
Hl OB GHEDOEY)7REEITO Z &,

@ AHFNOEERRBRICIBW T, BEBBHS 2R, URIIM4BEEETCORITE, 0
#% 12 WS EICHEDMEOFIEIT > TV 2 L 2BE T, AFIRG R ESICHE
B TR OMEREITH Z &,
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REEHHEETA KT4 v
RaTn) <7 (BIETFHEBEZ)
(K554 : %A h—4 SRETE 100 mg)
~ R SAERIE ~

SRTE1 28 (Ff 348 AWET)
JEA S EE




SN

1. LI P2
2. ARHIOFHE, TERBET P3
3. ERIRAGE P4
4. FEFRIZHOWT P12
5. BHXHRLELHEE P14
6. HEHEICELTHETRXHRA P16



1. IXC®IC

=S5 DF N « B RMEORER DT OIZIL, I SCEFIZE S W2 Ee AR D
B, 6T, IEORFEHINOEAIZ LY | FUREIKS 22 & OFH 72 Hrlil/F A%
FFEIMPERINHGH T, 2O DOEE L ZFEICLER BT IR 5 2 L BRED
PR L 72 o TR Y RREMBGEE & OO FEAR T #2016 CEAL 28 4F 6 H 2 H BRI E)
IZBWTH, EHMERLEOFHORKE(LHEEZXNL Z L L ShTWn5,

HRE R PP ST, SRR L M7 0 7 7 A VBEEFEOES L &I 5 R
RHZENRNHD, TOTh, FMEROEEVEICET A ERS 0BT 5 E TOR,
WELEIL DO BE LR ZIT 5 2 EPHIRE SN BFICK L THERT 2 & &bz, BIfE
FDFEEL U= B 72 kb & & D 2 & DS ARE 72— 8 O B &3 7 9 A B < fdi F
THZLENEETHD,

L7eRoT, KA KT A4 TiE, BB ZNE TITE LN TV A EFLIH -
BHEf R S & | DUTF ORI O e H 2 HEEST 28800 b B R85 2
TR OEEFHE RT,

B ARITA BT A %, MNATEBUE N EE S ERESE R G, A HEANR AR
BRIRIE s . — M EEN B ARERIRNEES . — A EAN BARF SR 7 kO
NasftHEN AR AR 20106 EERR LT,

RG L IR B EENL A b L—F ETEERE 100mg (— R4 Na T ) X~vT (Eis
THAHL %))

RGBT - R XL ERERR & F 9 5 B

NEERHRMEROAE - @, A, Xa7n) X~7 (B rdEfz) LT 1
[a] 200 mg % 3 WA HIFE XX 1[5 400 mg 2 6 J H[F R T 30 47 fH
DT T RIEFET 5,

il 3E B 58 3 #F  MSD R tt




2. AFOKK, 1ERBERF

XA M—F HEEHE 100mg (— 4 a7 n ) X< a8 z) . LT TR
Fll w5 ,) 1%, PD-1 (programmed cell death-1) &%= ®D VU %> KT 5 PD-L1 LT PD-
L2 O EZEHZMET S, B MEilgG4 £/ 7 v —T LHURTH 5,

PD-1 1T T MAR S0 G RERE D & 284 5 72 OIS A AR AN FI - 5 2 70 S0 2 il 4
AA wF T, PD-1 I, EFEZRREBICI WD TEER T MifuoMin L mIcBELL, B %
P SO % B e A Tl 72 S0 OS2 %, 7ebBH, PD-1 (XU > REfH
ATHZ LKV PURSERICL D v VT vinE 2 AICHIET %Ak TH 5, PD-LI
DIEFFFEIZ B T 2HBUTDOT N TH LI, Z<OBRAMIBTIE T M@ 2z
HIFEBWMENCFB L TV D, DAFIICEIT D PD-L1 OEFEBIL, B, M.
JEfmAaEE. JREE. FE/NRARIE 7 E Ok 2 7oA TP R ARR-TH Y | fRWAEGFE
& OB HRE STV D,

BEE DD DGR T & PD-L1 FBEOFEEENMED S, PD-1 & PD-L1 OB IZNEE O
TR R B W CEEREE 29 Z LAURBR SN TE Y BN ARIROER L L
THIfffFSnTW5,

AFNZ, PD-1 & PD-L1 X ONPD-L2 Oitj ) > ROfEGEET L Z Lk, 5
W NBREE T O ISR B ENE T U v SERATEMA L &, HUEE G 4 FHE b
T 52 L CHIEENRARET D,

ARFNOVERIBE D < E O RS X 28IERFEN & b oh, BESUIELTIC
EOWREMDN 5 5, AANORGH R OEEGRIZIT, BEOBIEL TIATV, BEDH
D BTG EITIE, FEH LT F RIS U RPN 22 ik & BB 2 Ff O PRl & dig L Cl
BN 8RR W 22 ATV P DSERUSIC K D RIER 2 B 2 56 1213, BB RE AL
RO GFEDWY) IRALE 24T 9 WER D D,



3. Eﬁrﬂiﬁ%‘*
P8 Tz R RS & T 5 BHSEGRE O KGR I 3T 2 17 - 72 £ 722 B R R BR O plois %
N I

[G2hE]

[ BRI [R5 MAHRABR  (KEYNOTE-048 #U5%)

(L FRERE D 72 RIS (U, R - FUEER J ONWEEE OO 38 TR fRis 2 A3
5 BHS R - B Rz R 882 Bl (HAN 67 flagle) AXIRTIC, BYXFv~7 (B
b z) (UT eYyXo~7) Lnwd,), Zrduv i (LUK I5-FUl &
9.) RO 7 FFRANOHHEE (LFRIER) 223t LT, 5-FU & 7o 58
FIOPEH T TAAN G (KA O G-HE) = K OAH] 200mg % 3 H IR (LT TQ3W
LW ,) BE (RAIEAMBEGR) OBAIMER LSRG Sz, FEFHMEEE O
—O & INTAAEEER (LT TOS) v o,) 1220V T, ITT £ W T, KA
ﬁﬁ‘fé% HMEFRE L i L CTHEICIER Lo, F70, AFIBMEE I L FIRE & i L

T, ITTHE£FICEBWT, 0S 1ZFEH ML R L, combined positive score™ (BLF [CPS) &
W) N1 UL EDOBREFEEMIZBWT, OS OFERIEENFED LI,

*1 o REFTRZICKHT DR & L TEFIRIELZ S TOIREN FZ i STV BE Tl 4#%is
BEOBRAIREH B 6 AL ERGE L TV A 5A1E, MAANAREE Shviz (7272 L
YELTAIR T T 460 H LINIZR BT L7258 136k <),

Y X~ T (FEI400 mg/m?, 2[E1H LAFE250 mg/m?) . ¥ AT T F 2100 mg/m? XX
NVARTZF > AUC 5 (mg = min/mL) K OV5-FU 1000 mg/m?¥/day (4 H B$&#ee S0 5-)

DIEIZ Q3W (BY ¥ ~T7 DA MM THRK6=—AEH, Y F 1 ~7250
mg/m*% LR FIR T& G LTz,

*3 . AKAFI200mg, AT F 100 mg/m? XX H VR T F 2 AUCS (mg = min/mL) K O5-
FU 1,000 mg/m?%day (4 H fIFFHEATRG) DIEIZ Q3W T K67 — A 5% AH1200
mg % Q3W TH:H L7,

*4 0 PD-L1%& R 8 L7= Mg (ESAIIE, ~27 a7 7 — Y ROV Vo%ER) 2 RIES M T
FRL. 100% 3 U 7= 5K 0E,

1 FAAPFREGOFEMESRE (KEYNOTE-048 35k)

AKIOF B 51 bR ikt
(2814) (278%1)
hoefE (A) 13.0 10.7
[95% CI1] [10.9, 14.7] (9.3, 11.7]
0S™ N — K™ 0.77
[95% CI] [0.63,0.93] —
P " 0.00335

Cl: EHEXM. *1 : PREMITREOT —% (20184F6H 138 D » b A7), *2: @RI Cox Ll N —
RETF N L DA FRIERE L DL, *3 : @Wlla 7' v 7 e



A F#1200mg Q3W., 7 T F HiHI K US-FU

AR (%)
8

/"”‘"““’”HHIH» T

HAH
04 vvxevr. 7orrmmposey M [T

Iy,
0. M
0 I I I I I I I I I
0 5 10 15 20 25 30 35 40
AAFHIM (A ]

at risk%x
AF1200mg Q3W,
75 %T@%U&US-FU 281 227 169 122 75 40 10 1 0
Eyxy~ 7\ 278 227 147 100 51 20 5 1 0
77 F I8 K O%5-FU

X1 AHBEHEERED 0S O EETE D Kaplan-Meier Bi#f (KEYNOTE-048 3ER)

£2 FHIHEMREGOHZMERAE (KEYNOTE-048 35R)

AR B - (bR
%5 30141 30041
houfiE (H) 11.6 10.7
\ o | [95%CI] [10.5,13.6] [9.3,11.7]
ITT S84 05 N — R 0.85
[95% CI] [0.71, 1.03] —
P fE™ 0.00014
%k 25743 25543
hoefiE (H) 12.3 10.3
cps=10 | o [95% C1] [10.8, 14.9] [9.0, 11.5]
AR NP — R 0.78
[95% CI] [0.64, 0.96] —
P fiE™ 0.0086

CL: BHXR, *1 : HREfEITRE O T — & (201846 H13A U v b A7) *2 2 J&hil Cox Hfl ¥ —
RET M L DALFIRIERE & O, *3 : J@hln 7T v 7 g GEREP ), *4: @hiln 77
YU RUE (BEREE P )



100 |
w —
&) —
70
S e A #1200mg Q3W
o 50
-
D9 wvx~T, 7 IFFEHRUSFU . lem‘i"hl"i""i"———}——fﬂ—ﬂ—f
10 1
]
0 I I I I I I I I I
0 5 10 15 20 25 30 35 40
AELFAR [H]
at risk%z
AF200mg Q3W 301 225 172 125 81 37 18 2 0
XL~ 300 245 158 107 57 2 10 1 0

7' Z ) | K& OB-FU

A #1200my Q3W

ELFE (%)
7

20 |
10 ‘ |
""" 1
0—— \ \ \ T ‘ ‘ | |
0 5 10 15 20 2 &) 35 0
M (A

at risk%x
AF1200mg Q3W 257 196 152 110 74 34 17 2 0
ML SV AN 255 207 131 89 47 21 9 1 0

7'Z FFBH L OB-FU

X2 AH|BMEE 5D OS D HEEHTERD Kaplan-Meier i} (KEYNOTE-048335%)
(BB : ITT £, TR : CPS2 10 BEER)



(PD-L1 FEBLRBLA D A 1)

] PR IL R 25 T AHRAER (KEYNOTE-048 3UR) ([CHAAN DI BEOT —ZIZHED x|
CPS JNZIRHT 24T o T2 A 20 (BRERAV 2T 2 5 de) M OVZEMEORERIZU T O LB Y
Th-oT-,

AAUZERIEGEH OAZIEIZES LT, CPS 28 1 Riii DA AL RIERE S IRIEFEED
ERThHoT (F3, K3),

AR EM B E OGRS LT, CPS 2MEW T SRR IEREIC 69~ D AR B 50
DAY — RN K E L 2 EANFRD B, CPS 2 1 K DGFAITII AT — R 1 %
kFl>72 (R4 KUK 4),

723, PD-LIOFBLRIUC L 6T, RFORZEMNET 17 7 A VIFFEKRTH - T,

# 3 KEYNOTE-048 BRERIZ 31T B K L0 A#ED CPS Bl TD 0S™

PDLI %5 158 gy PRI DeeCH e e
cos<t M 5 01 s 107 066170

1=<CPS<20 2&{%{;@2?;% gi 1;; g;éff;j 0.75 [0.57,1.01] ™ 0.25
crsro | RROIRRE a7 (0503

Cl: EHEXM. *1 : BEEITEEO T —4% (201846 H 13 A~ vA7) *2 : JEEHI Cox LY — K&
Fv (PRREIMEAT) . *3 : ECOGPS (0. 1) R OVHPV J&Z: (B, [fatk) ZBRIKF & L7- Cox Hfiil
—FETV

100+ 1004
90+ 90
80 80
- 70| e .
3 A5 200mg Q3W, 7T FHUAI KUSFU 2 YR ovT | 7T FFEIROSFU
N> 60 S 60y -
B 50| / B K /
Itk 40 & 40
#H o x My #Howd S
20 L iy 20
0] EYFVIT TTFFURROEFU W4 104 AHI200mg Q3W, 7T F I KUSRU
-
0 T T T T T T T T 0" T T T T T T
0 5 10 15 20 25 30 35 40 0 5 10 15 20 25 30
o AR (] . AEAEIR (]
7‘5 i;“ 3@;&%}’(\’% U % w0 67 % 9 1 0 f’j i” io‘_’)mggﬂ’i" "t 30 % 13 8 4 1
LYRTT, EYFReT,
ERARATANS T 122 83 ) 16 5 1 ot s 36 % 17 9 4 0

X3 KEYNOTE-048 3B I51T 2 AKBEH B E#ED CPS B TD 0S D T D Kaplan-Meier Hif
(£ : cpsz1 oFEFER., A : CPS< 1 0EFEF)



# 4 KEYNOTE-048 FABRIZ I3 1T 5 AF| B 5.0 CPS BT 0S*

PD-LI %5 T I I o s
crs<t Mlmrn s s lorise 17086220

1=CPS<20 Ztifgij;ji;ﬁ 1;;‘. ig? %2(7): ii?% 0.90 [0.68,1.18] ™ 0.028
T AT

CI: {ZHEXRE], *1 : PRIMITEEDT —4% (Q018F6H 138 4 v A7) *2: JE@RICoxL BN — KTV (I3
SRWIMEAT) . *3 : ECOGPS (0, 1) M UHPVEY: (B, k) Z2BRINT & LizCoxbbfi ¥ — RET L

100-]
o
&
70 —
> <
S e s #1200mg Q3W s
¥ 07 B
€ / Hy hl
i iy
2 ittt
o] BT FYTT L TITFTRARUSFU ”""""‘***t**l**hﬁw
i
0 T T T T T T T T T 0 T T T T T T T
0 5 10 15 2 % | % @ 0 5 10 15 2 % 0 %
o A LA . AAFEIR LA ]
at risk at risk
7 200mg Q3W ® 1% 12 M0 T X 17 2 0 7 #1200mg Q3W 4 P 2 15 7 3 1 0
EYEYeT. % a7 13 & 47 2 9 1 0 EYxX¥~T 3 z 18 10 5 1 0

75 F AR UB-R 77 7 ruinose

X 4 KEYNOTE-048 3B CI51T 3 AF BB 5D CPS B TD 0S D HEf#EHT# D Kaplan-Meier Hif#
(£ : cps21 DEFELEF., £ : CPS< 1 DEEFEM)



[Ze 2]
OE B I FEFH MRS (KEYNOTE-048 75R)

BEFGIIAFIG AR GHE 271/276 B (98.2%) . AFKI B L SR 290/300 1] (96.7%)
S ObSERIERE 286/287 il (99.7%) IZFRD B, 1RBREE & ORERGEAGTE TE 2
HERERGT, TNEN 263/276 1] (95.3%) . 175/300 1] (58.3%) KX 278/287 il (96.9%)
IR BTz, WITNDORETREEIS D 5% L EORIERIZTERDO LB TH-oT-,

£5 WIhLOBTRIAFISS 5% EOBIEM (KEYNOTE-048 3BR) (R2MET X REM)

FHERIRSHE (SOC: System B (%)
Organ Class) AHIGE & 51 AHI B P 51 bR
FAFE (PT: Preferred Term) 276 5] 300 1 287 Bl
(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
EIEH 263 (953) 196 (71.0) 10 (3.6) 175 (58.3) 49 (163) 3 (1.0) 278 (96.9) 195 (67.9) 8 (82)
MiKE LY 2 RkEEE
A ifn. 133 (482) 52 (18.8) 0 12 40 2 (0.7 0 118 (41.1) 42 (14.6) 0
BT T BRI E 21 (7.6) 21 (7.6) 0 0 0 0 12 42 12 @42 0
i Bk SE 34 (123) 8 (29 0 2 (0.7 0 0 38 (132) 16  (5.6) 0
I BRI E 91 (33.0) 50 (18.1) 0 3 (1.0) 0 0 90 (31.4) 59 (20.6) 0
i/ MR E 75 (272) 24 (8.7) 0 4 (13 1 (03) 0 63 (220) 24 (8.4) 0
i L ORKBKEREE
g 15 (5.4) 0 0 0 0 0 16 (5.6) 0 0
P IR
FOR IR RE AR T 35 (12.7) 0 0 39 (13.0) 0 0 1 (0.3) 0 0
H ke
(G 28 (10.1) 0 0 9 (3.0 0 0 31 (10.8) 0 0
T 49 (178) 3 (1) 0 16 (53) 1 (03) 0 75 (26.1) 5 (L.7) 0
L 124 (449) 15 (5.4) 0 12 (4.0) 0 0 131 (45.6) 16 (5.6 0
A% 67 (243) 22 (8.0) 0 2 (0.7 0 0 69 (24.0) 10 (3.5 0
gt 75 (272) 7 (2.5 0 7 (23) 0 0 64 (223) 5 (L.7) 0
—f% - BHEFR L OGN ORE
A7) i 33 (1200 8 (29 0 7 @23 1 (03 0 30 (105 6 (2.1 0
95 84 (304) 19 (6.9) 0 43 (143) 3 (1.0) 0 83 (289) 11  (3.8) 0
(Es9 18 (6.5) 0 0 (1.3) 0 0 9 (3.1) 0 0
HEISE D SR AE 77 (27.9) 26 (9.4) 0 8 @27 2 (0.7 0 76 (265 14 (4.9) 0
FEHL 16 (5.8) 0 0 10 (3.3) 0 0 12 (42) 0 0
JYIE RS L O A BUE
JIINGEAS 0 0 0 0 0 0 33 (11.5) 0 0
B, fER L OWEAIHE
HEALLE S i 2 (0.7) 0 0 1 (03) 0 0 16  (5.6) 3 (1.0 0
R AR AT
ALT #4)0 10 (3.6) 2 (0.7) 0 7 (23) 0 0 15 (5.2) 2 (0.7) 0
M7 V7 F =8N 30 (10.9) 1 (0.4) 0 2 (0.7) 0 0 15 (5.2) 0 0
I v BRSO 46 (16.7) 28 (10.1) 0 1 (0.3) 0 0 54 (18.8) 35 (12.2) 0
VAN = el 51 (185) 14 (5.1 0 1 (0.3) 0 0 46 (16.0) 9 (3.1 0
RE D 21 (7.6) 2 (0.7) 0 9 (3.0) 1 (03) 0 30 (105 1 (0.3) 0
M ifn EREs b 36 (13.0) 15 (5.4) 0 2 (0.7) 0 0 43 (1500 22 (1.7) 0
R L OB EE
BARIEE 62 (22.5) 12 (43) 0 16 (53) 1 (03) 0 62 (21.6) 8 (2.8) 0
KH Y 7 A 16 (5.8) 8 (2.9 0 4 (13) 1 (03) 0 36 (1250 11 (3.8) 0
K~ 7% 7 A fE 29 (105) 4 (1.4) 0 3 (1.0) 0 0 95 (33.1) 11  (3.8) 0
KT R U 7 AfE 23 (83) 10 (3.6) 0 9 (3.0) 6 (2.0 0 20 (7.0) 9 @3 0
1KY R 6 (22) 2 (0.7) 0 1 (03) 0 0 19 (6.6 5 (1.7 0
PR R P
TRTE LR 16 (5.8) 0 0 6 (2.0 0 0 15 (5.2) 0 0
KR =a—a/F— 15 (54) 3 (LD 0 1 (03) 0 0 6 (2.1) 2 (0.7) 0



FRERIRSEH (SOC: System

BiEx (%)

Organ Class) AFNOF 58 A EA R A (b FFRIERE
FAGE (PT: Preferred Term) 276 i 300 £ 287 i
(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 ORI REE
kT R 15 (5.4 4 (1.4 0 4 (1.3) 1 (03) 0 6 (2.1 1 (03) 0
J2 R KOV TRk E
SUERRBIE & 1 (0.4) 0 0 6 (2.0 0 0 82 (286) 6 (2.1) 0
B2 R 5 (1.8) 0 0 6 (2.0) 0 0 27 (9.4) 2 (0.7 0
Ei FREREFHIEASIE 4y 0 0 1 (03) 0 0 20 (700 2 (07 0
& D PEIE 14 (5.1) 0 0 21 (7.0) 0 0 24 (8.4) 1 (03) 0
% 22 (8.0) 1 (04 0 25 (83) 2 (0.7) 0 101 (352) 17 (5.9 0
FERs 2 (0.7) 0 0 0 0 36 (12.5) 0 0

7k, ARFIOFHBGRECR W CRIEMEIEE 13 41 (4.7%) . KB « /MG - EED
THT9 B (3.3%) ., kRS (57 2 « N —JEBERES) 9 (3.3%). AFHEREREE 27 31
(9.8%) . FLIRAREERERSE 40 1] (14.5%) . FIEMAHEREREE 1 6] (0.4%) . BHEREREE (R

A REVE MR REE) 21 #1 (7.6%) . D4 141 (0.4%) KON infusion reaction3 1] (1.1%)
DROONT-, T, BEORERE (REREIRERETE, B, HEREIESE) .
BB RERR . 1 BUBEIRIA . R, AR - BRBUTIRAEE, BEAEA M0, IMSE - BERSE .

SE DR, EELMERES (i MR TESREER, IR L, ARIFERRE,
FERIERIESE) | MERE RAEBAE S O EZ TR S rin-o T,

ARFN B 5B TRV EMEZE AR 16 61 (5.3%) . KB -
B (1.3%) . BEEO LGRS (FERMBEIMERRE, 2R, HREIES) 161 (0.3%) .
P RERE 22 15 1 (5.0%) . HUIRIRSBERE 2 42 (4] (14.0%) . T EE{SFEREREE 1451 (0.3%) .

/NS - BEED T 4

RIBHERERE S 1 61 (0.3%) . EiéRelmE (RAEHEMEBRE) 56 (1.7%) . MKk - §
B2 161 (0.3%) . 5 & IBEK 141 (0.3%). B 261 (0.7%) K& T infusion reactionl 51
(03%) MO BN, £, MRREE (72 « SU—JEEES) . 1 BFERE.
K- BT BARE, BER R, Ok, EER MRS (M MO MR 5T
. WIMLMER ML, REFERES . MERERIEKESE) | MERE BIEEEE K OWEZITEER O Hivie s

72,

AREWERZEHR I EF S (AREERE 2 E) 250RIHERETT,

10



(At - HE]

AR OREREYEETT L EZFIH LIV I 2 — 3 12k b, AHl 200 mg %
Q3W, 400 mg % 6 FHMMHE (LT TQeW]) & o5, ) XiX 10mgkg (AHE) % 2 B[
IkE (LLF TQ2WJ &9, ) THE LIZBEOARAI O MG FRENRG SNz, £ Ok
Fe. A 400 mg & QBW TH G- L7=BEROARHF O EFIRREIZ IS 1T 2 MG i (LA
T Cagss) &9, ) 1E. AHI200mg Z Q3W THeLH- L72FED Cavgss & LT 5 & T
Ehitz (FF) . 72, AH400mg % QBW TH G- L 7=BROARHKI D EHIRREIC I 1T 5
AEMIEFIREE (PAT [Chaxss) &9 ) 1, AHI200mg 2 Q3W TH G L7ZEED Craxss
g L CEEZ R T E TSN OO, BARNBEFIZE WD TR R ST
HHE - HETH 5% 10 mglkg (RE) % Q2W THH: LTZFRD Craxss & Ll U TIK
EERTETRHENTE (FFR) . SOIC, EERAERE 2 X5ICAKA] 400mg % Q6W
TESG LA EIERER (KEYNOTE-555 iklik) 1 0 455 7= FEHIMEIC H-S < 3y Ehhe
RIA=BFT v Ialb—ra Al PRI LICEMERE ST A —4 LHEEILTE (FR) .,
Mz T, BEOREEIZBIT D MR RBR ARG IS & | AR ORER L A T2 et
& DER#EZMFTT DIRBESST T VDL S L. AH 200 mg 2 Q3W X% 400 mg %
Q6W THH L7-BROMEFTE & & AME I L2 L OREIZ O W TIRFT S /R, k
LD - HEOM THINEL OVREVEICAME R 2RI 0w & PRl Sz,

&6 FAOEMBERR T A —F

v - B Crax Cavg Chmin Crax.ss Cavg.ss Chmin,ss
(ug/mL) (ug/mL) (pg/mL) (ug/mL) (Hg/mL) (pg/mL)
20mgQW' | (oivon | raoen | (78188 | (o174 | Gossio) | (208 814
400 mg QW (12;2;4) (32.3(;??2.7) (10.%1(,).?0.8) (14??49) (SO.i?gl.S) (19.?'2?0.9)
40(07%%%\/\/ (1351.2(,3.101;?6.4) NA ( 14.1: ii—, 4) NA NA NA
10 mg/kg QW' (212,2223) (14?41145) (11%,1221) (421,2?133) (272,7282) (19;9200)

$:n=2993, 100[HDY I = L—y 3 LY EHEINTKAEIEO T IAE (2.5%4, 97.5%40) | Crax : FIEIHE
HHOREMIERIRE, Cag : PIEHEGHOFEMIEFIE, Cmin : FIEFEGE (A 702 F5) ORKME
IR Crmaxss 1 EFIRBEIZ RIS D EEIMIGETIREE, Cavgss : EFIRBEIZH T 2 FHMIEF IR, Crinss : EFIRREIZ
BT D Bl i i

T : 56 Bl DT EIIME  (95%(5 HEIX[H])

§ : 41 BT (95%(5 4 X [H)

NA : 47 L

11




4. FERIZTDOWT

ARHNOB G- w70 BE 2 2Wr - FFE L, AFOFGIZ L HELRBEHZREL L=
BRI T D Z ERMERTED, LFOO~QD T T &z sl W THEHT 5
REXThD,

@O #EHRIZTHOWT

D1 Fieo (1) ~ (5) OWVWTHNTENT I THDHZ L,

(1) EAFEKEDEET 20 AFEENLSURRESE BB RS A2 RE LR b
%ﬁﬁh%ﬁ@%%ﬁ%%\%ﬁ#wﬁﬁrh@&>

(2) FrEHREIRRL

(3) ABENFRAE NG ET 203 AHEEHRRE (D3 AR EWbE, 23 AR
W19k, 23 ARSI EEHEE R R &)

(4) ARACFRIEEZRE L, SRAEFHREINE 1 UL FIEINER 2 O it a% FL
AR D AT > TV B itk

(5) BrEEMERES AL E BUINR OfER FAEITLR 2 | H 21T - TV B Jitigk

O-2  SHSHERE DAL FIIE S ORIE I FESLIE OIS +53 70 Fiak & BEBR 2 5D BE Al 3
TEBHEM (FROWTNANIEZ Y T D EMUIEBIER) 25, YiZ2 R OAFNIZE
TOHWFEOEME L LTRHESNTND Z &,

eSS

o [ERRFFEUTE 2 FOYMFHEZE T LI2RIC 5 L LD VIR O BERIHE %
fToTWbHZ L, 5b, 24U EIE, BASEWIRIEE 3 & URRIERFOFE %
7o TND T &,

o [ERRFFIAGER 2 FOMWIHEAZE T L7cRIZ 4 L1 Lo B SRR EE O IR
WHEZ1T> TR . 95, 24ELLRIE, 23 ABRMIRIE 4 3 Lo B S AR IR I 2 0% D
FRRIHE 21T > T D Z &,

o ERNARFF SUTHEFHEALFFIUSZ OMBNHE 2 T L7212 5 4ELL o O ESE
DEFFRIHMEZIT-> TR, 5 b, 2HEL I, DAL Z ST OEARIO R A
BIEDBAIHEZIT>TWNH Z &,

&% AFN L DERICBWTCIREERSE OGN E 2 BT 5720, BE ORI
(ZY 72 2 HRHEMIT EOROWT IR TR 273 =T (BESE I 0L 5%
1R ORIWE R B DO REIG+53 72 ik & 1B A F5 O RT) & OBRE/E#ED ) &
WZET 5 &,
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@ BENDOEHR. hﬁmﬁwﬁﬁ_owf
=5 %%ﬁ% (CUEHET D BB D ELE S, RS OB D, Aok - &
Eoiia ?%%ﬁ@ﬁﬁ&Uiﬁé A D IE et A HEFRNRAE LIS OWE
. FEDHLDIATON D EHIAE->TWD 2 &,

® EBEWERA~DOXRIRIZOWT
@-1 MEFEHICET 2 B4

VMR RS D B E R BIVEA N34 LT2BRIC, 24 FRRIZHIEHIO T, Yakhiak X
VOB R (23T, BB L 2 BERICIS U CABREE L O CT O FIVER O BRIz
FRREOERENY HRIZES I, EHICRHG AT EHNE->TWnD Z b,

Q-2 EFEREHRICLH>AFEFSNCET I EH

AR D DM 2 R M O R 2 B T 2 ERIEEE PRIERE=2 1Y v 7
EHEOIFRDOAT ) —= T EITOERE &R Z A TE 5 F— AEFRIRH 23V
S Tns Z L, ok, BEAHIZOWT, BDABE LZOFBEITHHIZEmE T
Wb Z &,

@-3 BIEADOZWr-eoXINICEE LT

BIEA (REMEMZEEIN A, KBK - /DMEK - BEO TF, BUERX « IFA%2 - I
FEREREE - T2 - LMERRAR 2, BEFHEA ﬂip: RABE HVE R RS . NowmiEE (F
TERPRREFE T . HURIRERREIR S . RITHERERETE) | 1 BUBEIRIA. S E IR, Mk - B
%@%E\%%\EE@&EMD(ﬁﬂéﬁ&%%ﬂﬁﬁ\&iﬁﬁﬁﬁ@ﬁ\§2ﬂ
BE, FHRIEIESE) . infusionreaction, AN - BlEESc, HSEAN S E, MRkEE (7 -
AN USRS | D2, B e Mk bR (S M i VIR B M SR B . ¥ MR I
PREFEREE . BEYRRIERIES) . MERERIEMREE, %) ISR LT, Uik T pEE
TR OB 2 9 5 A &t U (RIVEH OZBr-oRIS T L TIREA O A %
TONDRIFICH D Z L) EBITHYIZRLEN TE HEKHRES>TNDH T &,
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5. BEXB LR HRE

[B2h B3 % 1]

O AL D 70\ VR U TR RS 2 3 2 S R EROE BE 2B\ T ARH
B 53l NZARA] 5-FU KO FFRFIO PR GOFMENREII TN 5,

@ AFNIEFESILFESIFERE (KEYNOTE-0483E) 23\ T, &fERICBWTE
YR ~T | 5-FU KOV T FFRFI O L i LT, AKHL 5-FU KO F
FFHIKN O OF G- OARF MG OG MR R ENTWAS, 7277 L. PD-L1%
B (CPS) 12X W HIWEN R BN RS NSERENE LN TNDZ L (p7
~8Z M) 16 CPS" bR L7c L CAAIR G- ORI GOYW 2325 Z L NHEE LV,
CPS MR TH D Z & PHER SN BEF TRV TE, AFILSOIERERIK S5
B35,

* o KFIOZWE L LT, PD-L1 IHC 22C3 pharmDx [ =] (JR5E4) 2VERR STV
%,

@ TREICEZYU T 2 BB T AR OFRE K OERITIEC SV TR, AFIOAZPED
MESLSNTELY, AAOHREHR LRG0,
o IiTERAIIRIE
o OTHYIMENR SN TWRW i OHFEEMEREE I & OOF A5

14



(ZaECB+ 2 FH]

O TRICEYTLIEEICOVWTIAFORENEZRE SN TNWDLZ b, AT
bipnz b
o KAIDRSY WBUE O BEEED & 5 3

@ 1BFEATOFEIZ BT RIS S T 5 BFIT OV TE, AFOFEITHERE S e
D, AOIRFERPUR A 2 NGEITIRY | HEICAHIZEH T2 2L 2BETE D,
o MIEMEMZEEROEDX iﬂiﬁ@ b5 B
o JESE R A CHRIE R 2 7B 5 B K ONEBYME O U KA lsi 2 <0 G M i ¢
FEOMMIZRIEMZE LN HA BN D BE
o HCOAEREBOED, UTEMERZRHE L < ITFERMED B R E OO
b5 EE
o BRI (Em@MaBEELST) Ob b EE
o OB EE AT D BE
e ECOG Performance Status 3-4 "V D HH

(D" BCOG 0 Performance Status (PS)

Score ER

0 | &<MERIEFEHTE S, BHAT&lFE U HEAERPHRZR AT D,

PIRRIZI LUEBNIHIIR S 225, BTAIRE T, B > TOMERITITO LN TE D,
RS N S

ATHRETHA DT DRI O Z L3 S TAFELAERF TE LW, HHD 50%Lh Big~ >y ATl 29,

BHNTZEHSOHEDEY DZE LATERY, HFD 50%LL EE2 Xy ROz 4,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+ Tl I4,

15




6.
@
@
®
@

BECBRLTHERE I REHE

IS SCEZRIIIN 2, BUEIRGEER MRS 2 BRME 2 3D & ARHK| 0 et Je O 1E

DT OIZ B HE I L TS5 2 &,

TRIEBRABIC SN D | B UL Z OFEICHINE L OERR M2+ L, [RE 215

ThoEETHZ L,

CPS LR L7z BT, AR O GG A2 W32 Z &N E LW, CPS MERT

XRWEEITIE, AR O OGS Z @O L ECRETH L,

FERBEIMERO~RT A MZONT

o HEMREENDLOND I ENH DD T, AFOEEIZHT-->TiL, PIHIE
e (BGI, PR IREE, k) O OO X S O %, Blggs 1
SATH Z b, Fio, MBS UK CT, Mg~ —F —%F 0% FEhiid
5 &,

* infusionreaction 3% H LD Z & 23 5, infusion reaction NFRD HAILIZH AT
(X, WURE AT O & &b, FERMPEIE T 5 F TREDOREL 12842
THZE,

o HURIRFEREREE | T RMHAERE R ORIBMERENH SN Z ERHDH D
T, ARAIOEE-BIHART R O G- M P IXESIIC N sie R (TSH, e
T3, #EHE T4, ACTH, M = /F Y —VEOHIE) 2FEhid 52 &,

o BUEMZ. AL, RS, FR, S{LMEBEEXN S bND 2 E03h D
DT, AAN DO E-BRIEET & O G-I e IR IS IR RERR & (AST. ALT,
v-GTP, Al-P, B U LVEVEDONIE) 2FEiid 252 &,

o HEIER (MERKMMLEERAERRELEGT) FORERERIREENH DD
ZENRHLOT, EHHNCIROEFOFEAMERT D52 L, £z, ROEF R
RO LNTHEITIE, HONICEREBEEZZ2 T 0 L) BT Z2IEETHZ &,

o AHKIDEEIZLY BEORIERISITEINT D EE 2 BN DL R IREBSCHE
NHOLDLNDIENH D, BENPFEDOLNTHEITIE, BEALE-FLRIILLT
BRI 70 ik & SR A FE O [ AT & U CE IR R AT R E ok
BOSIZ X B EWER D St 2 35-8101%, AFIOKRIES T Ik, & ORIE E R
NELHOBRGE2ZBET S, B, BIREEFRLVE L ORGIZXYEIE
R OUGERFED B WIGEIZIL, B RE R VE LSO il &l oE
LBETDHZ L,

o B TR EEMNLED AR L CHrORWERNRERT L2 LR 5720,
AR OEHHETHIZHEWERORBUC IR T 5 Z &

o 1 EUMEIRIE (BUE 1 BUBEIR A2 S i) N bbb, HERFEMES TV R—T X
WZEDLZENRHLOT, Al Fl, TRHFEOERORBL M ED FF-I12+
SERETHZ L, 1 BERENSEDN ARG 2L, AR ) il
RO HEOWEYIRNEEITH Z &,

AFNOEGRRBICB N T, BG50G10 9B, UMIZ1FEREToHITE, 0

#% 9T L ITHEIMEDFM AT > T\ 2 & 2B E| T KRG 30E B g
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REEHHEETA KT4 v
NRATu ) X7 (BEFHEBZ)
(E4 : %A h— 3 S 100 mg)
~RIERE~

SH2#E8A (Sf 348 AED)
JEA S EE




SN

1. 1ZILC®IC P2
2. ARANIOFHH. 1EHEF P3
3. ERIRAGE P4
4, FERXIZOWT P9
5. BHxtGL e b P11
6. WHIZEL THETRXHIH P12



1. IXC®IC

IS OGN < REMEDHEROT-DITIE, WA STEZEITE SVl E el 23R D
b, 52, IEOREFIFOMEANC L0 | FUREIR S 72 & OFH) 72 B /e %
FPEEGENARINDLH T, 2D DOEKTZ BV E B ITIRAET 2 2 L BB
R L 72 o TR Y RIFMBGE R & GE O AT #2016 Gk 28 4F 6 H 2 H B E)
IZBWThH, EHERLEOHHORBEHEEZXS Z L LS TWn5D,

AR AR ESR S, EE RS R 27 0 7 7 A VBBEFEOES L & B S MR
RHZENRDD, TS, HIWEROLZEMICET D IERN+0ERT 5 £ TOR,
WMHERGOBEEEZIT D ERPR SN BEIRH U THEMAT L & L b, BIE
RNV LTI B et & & D 2 & DS ARE 72— 8 O B 4 i 7= 3~ A B <
THIENEETHD,

L7725 T, RHA RTA 2Tk, BB 2N E T L N TV D EFRIRZEY) -
BHER M EED & | LU O E IS O feii 7o FH 2 HEE 3 2 8LA & B 2 g B %
F RO EFREERT,

RE. RHA BT A 0%, MNIATBAE NEHR G ERE IR O, 2B ARAR
BRI s . — M AN B ARERIRN B E S L O E IS FITEENE AN A AR BE TS D
Whob EER L,

KfG L I DEIEN A M —F SEERHE 100mg (— k% AT e U X~vT (Eis

T )
K% ERDBREIUIRR « 23 AALFIRIER I\ ZHEE U 72 PD-L1 B ORI UIBR N GE 7R 1T - 15
FE O RIE VbR

NEERDMEROAE « @, RAIZIZ, A7 r Y X~v7 (BEaEfz) L LT 1
8] 200 mg % 3 F HIFFRE L 1 [E] 400 mg 2 6 3 [H IR C 30 20/
DT T RIEFES 2,

3% R 8 3 & MSD #RAUath




2. AFOKHK, 1ERBERF

XA M —H BIEEHE 100mg (—i4 XA 7r ) X~7 GBEFHZ) BUT TR
Fll &vv95,) I&, PD-1 (programmed cell death-1) & %DV 77 R CToh % PD-L1 T PD-
L2 L OfEHEHEMET S, & MEIgG4 £/ 7 v —F AFUETH 5,

PD-1 R 1T T FAQ e BEARRSAE 2> & 8 2 72 D12 03 AUKIB SR 3 2 T 2 s 28 il £
AA »F T, PD-1 1%, EFE/DIRREICEWCEER T MiloMia£micgE L, 3om
P i % B o AR B T R e BSOS 2 35, 3725, PD-1 XY v Rk
ATHZ LK VHURZRIRCE D v 7 VB EZ AT 228K Th 5, PD-LI
DIEFFIC BT 28BUT DTN TH L0, L < ONAMBTIE THlROB X 2 Mz 5
IEERBENCREBLL TV D, BSAMBEIZI T S PD-L1 O ERBIL, BN, e, T
AR, INELRE . FENEIRMIE R E O 2 AT THRARK T THY | IRWAEFRE
OB HE ST 5,

BED D A DEGIRI T4 & PD-L1 FELOEBEMED S | PD-1 & PD-L1 ORI ILAEL D
TP AR C BV CEHERBE 2 ) Z EAURB SN TEY | iR ARROEN L L
THIFF STV 5,

AANX, PD-1 & PD-L1 X O'PD-L2 Difi U 7> ROFEAELET 52 LIk v, JEE
W NBR B T oD B A S M T U o SER 2 1R ML S8, HUE S s & FHEME L
52 L TGN R A HET D,

AFNONEFIREITIC 165 BIE O RIERISIE & BBERS2 S b b, Bl XTI
EH AN D D, AAORG PROBGHIIT, BEOBBE AT, RENRE
D BTG AITIE, BB U HGUIE U B 2 ik & B8 & Fe o R Al & L Col
GIZR BRI AATU, BEOGIESURIC X B BIEMASEDA WAL, BRI
TR DORSTEOBGNRILEEAT O WERD B,



3. BREREE
D AACFRREAR IR L7- PD-L1 M ORIGUIBRARE 2 1T « B OBIE R L
JeE D KR I Z B 24T o 7= E R R B OGS 2 =T,

(2]
[E| B L R SB A RER  (KEYNOTE-181 #k5#)
— IR & U CTHEHE 72 LR IEIRE O & 5 ARIRUIBR R RE 7 AT - IR OB RV L&
R OVETE IR B 628 ] (AAN 152 il 2 &de) Zxigc, Al 200 mg 3 3 [ b
(LLF TQ3W) &9, ) BEOHEMMER OZEMEN, (b5EE 07 VX', R
THEXEAIIA ) )T HY) BRBRE L TR SN, 2B, B TR AT
R LN HAIT, TREEIT 2 R TER AR DN WEORRICZE L TV D HEE
TUE, WRIEILARE O TG FTAT TR BEIT 80 B D £ TAAIOE S ikt 425 = & 23 a]
RE & SN7c, EEEFHMEE B X RAAHIR (LLF T0S) &9, ) &S, s &
LCREIN () PD-LLEGME (CPS™=10) M, (i) P LEREER KO Gi) ITT
HLHIZBIT 2 0OSOFERIIR1OLEBY THY, WTHOEMIIBWTHHERNICHE X
NIz HHEA GG T X 7o T,
*: PD-L1 2 RH LMt (GBS, ~27 077 —U RO L85 2R IEEmiaL T
Br L. 100 % 3 U7~ 1A,

F1 FETHSRLE SN-BEEFICBIT S 0S DE (KEYNOTE-181 3BR)

. . R L I
X o AU MK N— Kb p fiE
BEEE BGE K [95%C1]
(%) 38 [95%Cl] CHr )
Kﬁéé&? mg 197 (8282) 9.3 (6.6, 12.5]
CPS=10 s 0.70 [0.52,0.94] "'  0.008557
b1k 115 (89.6) 6.7 [5.1,8.2]
A 200mg ) gg 166 g5 167, 103]
Ao b BW @fé'f) 0.77 [0.63 0.96] ©  0.00894"
{bEEE 203 (89.7) 7.1 [6.1,8.2]
AAl200mg g, 211 L e 0]
ITT Q3w (22'43) 0.89 [0.75,1.05] ™ 0.08431"
{bkiE 314 7.1 [6.3,8.0]

(90.4)

Cl: XM, *1: Huk (77, Zofl) ROYEMES (R EEOE, e ZEhlRT & LRl Cox [ElF,
*2 MR (7T, Zofth) RUKREEE (R EEE, ) ZERIAT-& Lz log-rank e, Aok (b
i) 0.00853, *3: Mgk (77, ZoOM) ZEHIKTE LN Cox BlF, *4: Hiulk (77, o) =&
BT & L7 @R log-rank #i7, A &A% (1) 0.00766, *5: s (727, ZOf) ROKHAE (RF L
i M) A JE R T & L 72 @R maximum weighted log-rank 7. A &K% (FH)) 0.00772



—J5. PD-L1G% (CPS=10) 7 oJ@ - LR OB 167 Bl (AARN 77 BlZ5Te) (2
BOWTUTOFEERGES G LN (FK2KROK D) 7ok, SRk R FaiE

ST R RN Tld7n < | PREBHIRBITHRE R T 5,

72 FiHE (KEYNOTE-181 #Bk)

(PD-L1 BBt (CPS=10) 2o ERBEDORE ., BRRORBITER)

AF1200 mg e=-305
Q3W
(85 1)) (82 1)
POfE (H) 10.3 6.7
oS [95%CI] (7.0, 13.5] [4.8,8.6]
NP — R 0.64 ~
[95%CI] [0.46, 0.90]
Cl: EHEXR. * : JBRI Cox Bl Y — REF T L BALERE & O ik
110
100 - "-,_t_:]
1
90 - =
- \“
\,:; 80 =1 ;1
& ‘()
§ 70 HH‘ \‘-.
2 60 \\ T A 200 mg Q3W
iy
2 50- .
© ™ \
G>J 40 — L"L\_ “1\
o) \H .
30 y ‘—\1\_ *-‘—i\_%
20 - =22 30 ‘L\_‘_ w._H_l
10 —k" H I | l' l+—H- I
i T x R "-'T
lL .+.
0 | | | 1 | | | | | | | | | I | |

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

Number at risk

AF200mg Q3W 85 79 70 56 51 43 40 30 27 21 11

oee/3eS

(PD-L1 [B## (CPS=10) 2O RELEEOAE, BRMLBITER)

Time in Months

7 4 3

1

82 74 54 42 34 23 18 14 10 8 4 4 3 2 2

1 OS® Kaplan-Meier Bi#R (KEYNOTE-181 #Bk)

0
1




[Zzart]

ERR A FE BN ER (KEYNOTE-181 #5R)
PD-L1 (51 (CPS=10) M 2R FEEOEBEICB W T, AEFLRITIAFIEE 81/85

(95.3%) . {LZFRIERE 78/82 61 (95.1%) |(ZFE® DAL, 1ABRIE & ORFEBIENEETE

IRVHERERRIL, EZEI55/85 ] (64.7%) K ON67/82 %1 (81.7%) IZFEH BTz, W
TN ORETIHBEIG D 5%, EORIERIZITRO LB THoT,

£ 3 WTHHORETRIAEISH 5%LL LORBIVEM (KEYNOTE-181 3BR)  (Z2MMAT I RE)
FE RIS (SOC: Bl (%)
System Organ Class) AHIE b HERE
HAREE (PT: Preferred Term) 85 i 82 {3
(MedDRA ver.21.0) 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
ERIEH 55 (647) 19 (224) 1 (12) 67 (8L7) 32 (39.0) 2 (2.4)
MR LY o RREE
i, 4 @n 2 (2.4) 0 22 (268) 7 (8.5) 0
FEEME LT P BRI 0 0 0 8 (9.8) 8 (9.8) 0
I BRI E 0 0 0 6 (7.3) 5 (6.1) 0
W W
R IR AR RE AR T 7 (8.2) 0 0 0 0 0
B GRS
T 4 4.7 0 0 13 (15.9) 0 0
L 5 (5.9) 0 0 17 (20.7) 1 1.2) 0
H N 3 (3.5) 0 0 11 (134) 0 0
— % - REEER L OB G OREE
I 9 5 (5.9) 0 0 9 (11.0) 1 1.2) 0
9 57 10  (11.8) 0 0 16 (19.5) 0 0
TR 7 (8.2) 0 0 (6.1) 0 0
FEEN 5 (5.9) 0 0 9 (11.0) 0 0
HRPR IR A
i ER B A 1 (1.2) 1 (1.2) 0 17 (20.7) 7 (85 0
3 1 BR AR 0 0 0 22 (268) 10 (122) O
Rt L O REE
BARBOR 10 (118 1 (1.2) 0 16 (19.5) 0 0
B R L O%E A F Rk
17 PR 0 0 0 8 (9.8) 0 0
PR R M
ST 0 0 0 6 (7.3) 0 0
KM= 2 —m N F— 1 (1.2 0 0 5 (6.1) 1 1.2 0
RWPERE = 22— S — 0 0 0 22 (26.8) 1 (1.2) 0
MR 2R, FEhds K OMithm e
filiig 2% 7 8.2) 0 (1.2) 0 0 0
B F KO TRk
it B 1 1.2) 0 0 28 (34.1) 0 0
B2 4.7) 0 0 6 (7.3) 0 0
BEIR BB 2 (2.4) 0 0 6 (7.3) 0 0

7k, ARABEC IV CHIE NGRS 841 (9.4%) | B DREEE (hEPEREEE

6



FMRE . 2 FEREARAE GERE, ZIALBE, JERIEIES) 161 (1.2%) | MfkbEE (X7 -
N U—EGERES) 241 (2.4%) | FFHEEEREE 9 1 (10.6%) . FIRAREERERESE 7 41 (8.2%) |
1 BUBEPR IS 141 (1.2%) | fihsk - BREUTALAEAE 1 61 (1.2%) K TF infusion reaction 1 4
(1.2%) WERDH BT, £z, KBE - /NMEK - BEO TH, FERAEIERS. RIEH
REREE, BREREREE RN MEMER R%) | Pk, BIEMEE, WK - gk, 5
E MRS, DhYc, MERERIEMRE, EE R MERRE (S M M PSR B, A
MR, FRIFERES, MEHERIERIESS) K OREZITRE® Do iz, AREIVERRBLR N
FEEFES (RRMEMRET 2 ET) 280EHEREZRT,



(R - AHE]

ARIOREMEY BT T LV AERA LY I 2 b— a2k v, AF| 200 mg %
Q3W, 400 mg % 6 MEMHIE (LAF TQeW] & 5, ) X% 10 mglkg ((KE) % 2 @[H
Ik (LLF TQ2W) &5, ) THE LIZBEOAAIO Mg FRESBHN SN, £ Ok
J. AHN 400 mg & QEW TH G- L 72 BROARAI O E FIRRBIZ IS 1T 2 B iRE (LT

[Cavgss)] EVV9, ) X, AFKI200mg % Q3W TH G- L7ZEED Cagss & FEELT 5 & FHIE
iz (F#) . £7=. AHI400mg 2 Q6W T L L 7= AHKI O & HIRREIC I 1T 5 i
MIEFIRE (BLF [Craxss) &9, ) 1E. A 200mg 2 Q3W TH 5 L 72BRD Crnaxss &
L CREiEE R~ T e FRISREZL 0D, BARAABEICBOD CARENHREINLTND
ik - AR THDEAHK 10 mgkg (IRE) % Q2W THH L72FED Craxss & Hilt L CTIEAE
ZaRTETFHIENT (FR) . S50, BEAERAMESE %2 55124 400 mg 2 Q6W T
B 5 U7 s SRR (KEYNOTE-555 #BR) & 0 15 5 7= SEHIME IS 255 < S EhRE /<
TA=HEI V2 b=y g KD PRI L3R EIE T A —& LHLL L (FH),
Nz T, BE ORI 5 BRRBRE IS D & | AR ORE & & HM T2tk
& DB#HZ MG DIRBESE T VDS S L, AKI 200 mg % Q3W X% 400 mg %
Q6W TH 5 L7=BROgE & & Ao UI R &M L OEIC O W THRET S /R, |k
SO A - AEOM TN L OV I 2 Z R T 0 &Pl Sz,

R4 AFAOEYBE T A —F

- Crax Cag Crnin Crxss Cavges Crninss
(ug/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL)
200 mg Q3W (%?éﬂ (ﬂ?%ﬂ (ﬂ?%& (m?im (m?ém (m?;m
400 mg QoW (12;?i24) (SZEfgéj) (10;?f58) (142%?49) (soi?gls) (19?35%9)
40(0%2%%\,\/ (1351.:(33?.10;6.4) NA (14.1:'22,4) NA NA NA
OmGK W!| gy | aanase) | unim | aeees | s | (93200

$:n=2,993, 100[ED¥ I = L— 3 2LV FH S 8MEEMEO Rl (2.5%5,97.5%m) | Cmax : FIEIHE
H#OEEMIEFIRE, Cag : MIEEGEZOEHMERRE. Cnin: PIEIRG% (F1 270 2 B5RTD ORI
EF'(};%E\ Crax,ss : ﬁﬁ%%é:%ﬁé%%ﬁm%ﬁjﬁfﬁ\ Cavg,ss : ﬁﬁ#f(’ﬁgﬁl%”’éﬂzi@m{ﬁqj/%g\ Chin,ss : Hﬂiﬂﬁ%-ﬁﬁﬁl
BT B FeARum i i

I 56 D RELME  (95%(5 1 X )

§ : 41 B EE  (95%IEHH X )

NA : %7 L




4. FERIZDOWT

ARHNOB G- w70 BE 2 2Wr - FFE L, AFOFGIZ L HELRBEHZREL L=
BRI T D Z ERMERTED, LFOO~QD T T &z sl W THEHT 5
REXThD,

O HERRIZOWT

D1 Fito (1) ~ (B5) OWVWTHNMNTENT I THDZ L,

(1) EAFEKEDEET 20 AFEENLSURRESE BB RS A2 RE LR b
Hitsl A3 ARSI EE L AR ﬂﬁszwu;%%%ﬁ Bera &)

(2) FrEHREIRRL

(3) ABENFRAE NG ET 203 AHEEHRRE (D3 AR EWbE, 23 AR
W19k, 23 ARSI EEHEE R R &)

(4) ARACFRIEEZRE L, SSRAEFREINE 1 U SRAE RN 2 O jitigk FL e
AR D AT > TV B itk

(5) PUENMEREES AT & ENING O fiti g% S HEICAR D Jm 21T > TV D Bk

O-2 IEREOLRE L OFEIE A SEBRF O XG0 7250k & R 2 FroERT (F3R
DWFTINTEE G T DERN) 23, X2 REBOARANCET DIROBMES & L TRE S
nNTnsHZ &,

ESS

o [ERETFRSEZ2FEOYMHE ZE T L7 IZ5FELL_E DN AR DO RIRIHE 2
IToTWBHZ L, 96, 280 BT, DSAEWERESY T & LR IEEZOMME %2
1ToTWAHZ &,

o EMRFFIUSRZEDOYHHHE ZE T L72RIS, LR O A EYIRIE %= 515
FELU OISR ZDER ZIT> T D 2 &y

o [EGFFEUSEAFEONMPHE ZE T LR ICAFELL LORKERZ AL T\ D
Z &, 9 b, ELLEIL., E LR DD ASEY R & S T LR S O IR RHE &
IToTWBHZ L,

@ BENOEXRLFHREBEOMEHICOWNT

3R LB A FRICIE 4 5 BYEE DS S, SRS OfF A A, ﬁ%é 7S
EMEIEE R OB B OERSE SR 2 1E R, AEFS0NRE LG 0o®RE
EH ., ERHECHIITONDIRHINE S TWDE Z L,



® BIERA~DORIIZOWT
@-1 R iRHIC BR§ % B

WV PE R B O B ZRBIWER 2338 4 UT-BRIC. 24 B2 HRIAH| O F | Yikhiak X
S BT, BB L2 BIEANCIS U CARREHE L O CT 20 BIVEF OSBRI S5
IRRRAEORERNY B IS, B HICRHGATRRR2ARI N E - Tnd Z &,

@-2 EENERICL 2EEFEFSIINICEAT 2 E NG

DAZRICED 2NN OB E A T A EEEFEEDPEERE=2V 7
EHEOIEFRDOAT ) —= T EITOERE & HREZ A TE 5 F— AERIRH 23V
iESNTWAZ L, 2B, BIEHIZOWT, BABE EZDOFEICHFSIEmMmENT
WhHZ L,

Q-3 BIER o2 HroxhtizBI L T

RIWER (FEMEMEBIZINZ ., KX - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - IF2% - BLMERRAR 2, BHEER S RS EMEBRE) . AomwkEE (7
MERPRREFE S . HRIRBREIR T, RIBEREREE) | 1 BUMEIRIA . 5 & DRk, sk - B
TIRMEAE . BER, B OREREE (WEMERLZBIERAIE, BRI, 2A
BE, FRIEIESE) . infusionreaction, AN - BMEESc, HSEAN M E, MRkES (7 -
AN U—IERRESE) | D2, B 70 Mk B (S M il VR R SR B . ¥ MR I
PREFERES . BEFRRIERIES) . MERERIEMEE, %) ISk LT, Yikhsx T pEE
JESEA DR 2 A3 % AN & s U (RHWEH ORZEBr-oXHS IR L CTHRER OS2 5%
TONAEMICHH L) | EHIZHEEURENTE KGN ESTNDZ L,

10



5. EXRLRHBE
[ B2t B+ % HIH]

@

@

bR 2 A9 % PD-L1 BiPE (CPS=10) DOIRIEYIRAREZRHELT - IO RIER
RO BE B W TARAIOFENEN RSN TN D,

2B, CPSIFRAT Y X~ (BB THHZ) Oar =42 (kE4 :
PD-L1 IHC 22C3 pharmDx [# =1]) ZHWTHIET 5 Z &,

TRLIZEE Y T B BT D ARK OB G K O IEIZ OV T, AEAIOBFZIEN
ML SNTEOLT, KFIOELGHR LR BN,

o ALFHERIERO I N EBEE

o Filrowmishik

o fhoFUENERELA] & OO

[Z2 4tz B+ 5 F ]

@

@

TRUCHEU T HEEICOWVWTIEIARBORENED L SN TWDLZ Enb, 5 E21T
F oA ARG
o AHNDORITIHR UIBBUEDORBEERE D & 5 BF

BRI OFHMIZIB W T TFRRICEE Y T D BTV T, AFIOFE GIFHEE S vz

D, AOIREERPFUR A 2 NGEITIRY | HEICAFZEHT 22 L 2BETE D,

o MEMMZEROEIH IIBEOH 5 BHE

o oS E R A CHRE R 2580 D B K ONE B M O FUR BT I <R g M fiti 2
FEDOMIZRIEMEZE N A BN D B

o HOMRERBOAD, XUXEMERZE L IXHEFREMED B CaZEE OB O
b5 BE

o JEESBE (GEMm&HRBHEL ST Ob b EE

o MO IIBEE AT 5B

»  ECOG Performance Status 3-4 V@B

(ED ECOG @ Performance Status (PS)

Score | EFE
0 | &<MERIEHTE 5, B CHEAEESIHIRZ <ITx 5,
: AARIICEL LUEENIHIR SN DS, SITATHE T, BIEERIE > TOEEIIITO Z LN TE D,
B BNFE, EEEE
2 BTRIEECHSDOH DRI O Z LT T X THEEEDERIZTE W, HHD 50%LL EiZ~<y FACiE I,
3 RONTZHSOEDEY DZ L LnTE7R0, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O LiFael TERY, BECy KRBT CTild,

11




6. HEICEL THEETREEHE

O  IRFASCEFIIIN A, BEEIREES D IRAET 2 ERFE T -D & ARH| O FeE K OV Ef#
MO DI B EFRE + B L T ERT 52 &,

@ JHREBIAICIENL D BE T F OFRICE MR OEREZ oA L, FEE2S
ThoEETHZ L,

@ FERBEWEHO~RT AL MIOWNT

MEMEMERER D 5o D Z ENHHDT, AAOBRGIZHT- > Tk, PIHE
W CEYIAL, PRURIREE, RZ0kEE) ORERE R O X it O FEhEss, Biggs +
SIATO T &, Floo BELTS U THES CT, MiF~—F —F O 2 Fhi+
5k,

infusion reaction 23 & 545 Z L 3% 5, infusion reaction 23728 H LG AT
E. WUREZIT S & & bIT, JERDEIE T 2 £ CHRE DR L 0 IT8l5
T5HI &,

FURIRSEERE R, PR E K ORIBHREREELNHODONDLZ R H DD
T, ARHNOFH-BAGET L O G-I IE SN wrssieir & (TSH, 78
T3, i T4, ACTH, I =L F > —VEDRIE) ZEMET 5 &,

BIRERF 25, A4, IFiREREE ., TR, b E RN H LDONDHZ EDBHDHD
T, KA OG- BIAGHT M OF G-I I 3E BRI TR sER & (AST. ALT. y-
GTP. Al-P, BY L E U HORIE) Z2EfiT 52 &,

SEIEE (MR L T BHEAER 25 T) FOEERIREERS bbb
ZENHHOT, EMICIROEFE OFBEMRT 52 L, £, IROEFE N
BOOLNTHEITIR, HONIEREELZZ2 T2 L0 BEBLEETHZ &,
AR OBEGIZ LY WEORERINIERT 5 & B 2 bV EkA IR EHE
DHOLLNDZ ERDHDH, BEDPBROONTLEICIE, BELEFRIIS U
BEPHE 70 il & AR & RO Rl & s U ClE bl 22 8 B Wr 247U ot
FOSZ & B BWER R BN 25581213 AFIORIESUIH IR, K ORIE RE R
IWEVRIOBRGEZEZRT DI L, ok, BIERERLVE L OERGIZEDETE
HOYUGENFED B2 WIGEIZIE, BB B AR VE o LSO % il Al e hn
LEET DL,

B TR, BORR 5 AfRE L T LEVERDP BT 22 13 H D720,
AFN OB TRICHRIEHORBUZHSITHEET H 2 &,

1 BUpE PRI (BE L BUBEIR I 2 5 ) Db bbiv, BERFM S 7 v F—T &
IZELHZERHLHOT, Aig, Fl, EHFOIEROFEELMBEEO R+
SEETHZ &, 1 EEREASRONZGE I REERIEL, AR 8l
H O 5 ORMY R LEZ1TH 2 &,

@  AA|OEERRERIC I T, 556D 9 HFFIRE THMEORHE 217> Tz Z
& EBBEI, ARG PITEBICEBRRE THROMEREITI Z &,

12



