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LI ERESE) 11 (0.7%) . SUERFZE - HEAS -

HTHERERR 2 - AT A% - WEALPEARAE 2% 25 5] (16.3%) .

FOR ARG RERESE 18 B (11.8%) . FHE(AHSAERETE 2

Bl (1.3%) . FIEHERERET 2 B (1.3%) . BEERERE

d ORMEIIETMER 458) 2 61 (13%), W5 - 4

SO AEE 1 45] (0. 7%) . infusion reaction 2 44

(1.3%) , HitZ 16 (0.7%) 25880 bITz, Fiz,

HEOREEE (DEVER SRR, SRS

IRARIE e . 22 TEALEE, FETIRIESE) . 1 B FRIA |

Wz, BIERBEAIE, % - BElSR . S5 & D R,

Do, EE Mk FEE (Gt M 3R
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B R,

13—y | £8 AFOEWEENT A—X4 9= £ 6 KAIDOEYBRE T X —H
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ANCEE T 21RO EEE L LTRHESINL TS Z
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= MAETFRIER IR LT EIT - RO &M
E~A a7 T4 SARZENE (MSI-High) &6
T HEREE (BEYER I TE R S N 55 2R D)
- EENOEFEUSE 2 FOWMIHEZ(E T LI=1&I1C
54FELL EONATERDERRIHEZIT> T DH Z &,
2B, 2 FLLEF, BAEWRIEEEL LTEERR
G FOWHEZIT>TWNWDH Z &,

- EENOEFEUSE 2 FOWMMIHEZ(E T LI=1&I1C
4D FEOBRERRBRER L TND I &, 95, 34
PLEX, x5 & 7 2 lEEE C o0 AL A
LM ARROBRIHEEIT > TN DH Z &,

GO RE 2R T - HROSME~ (7 0

774 NARZEME (MSI-High) A3 5% -

IEL A ¥
« ARG 2 FOYHNHE Z & T L 72 &I

5 FELL D AR DERRNHE 21T > TW5H Z Ly

Ob. 2 FULE, BAEYREZ L LR

JEGZOWHEZ{T o TWVWDH T Ly
- ERIRFFERUGE 2 FOYBHEZE T LItk

ANCBT DIBEOEFEE L L TREINLTND Z
ko

F o DAACFHRIERLICHEE U728 T - RO EH
E~A a7 o4 NRZEM.E (MSI-High) 6
T HE R (BEER IR S N e 55 12 R D)
- EMIRFFRS% 2 FOMEIHEZE T L7212IC
5 LU DD ATEIEDERIRMHE 21T > TN D Z &,
26, 2 LR, BAEYREEZ L LEERIR
NS FOMHE 21T > TN DH Z &,

- EMIRFFRS% 2 FOMEIHEZE T L7211
4L FOBERRBREZALTCND 2, b, 34
DL, *b8 & 720 2y EaEk C o0 AR ILE%
BN ABROERIMEZToTWnDH Z &,




(. HAEEEE DD ARG 7 G e 5 FELL B D

{LEAEBFDEMEZIT o VD I L,

- R ETIRTGE 2 FEOMNHMEZE T L&

4 EOBREBRZALTWND 28, 9B, 34

VA bid, 65 L 7 % IEGEI C O A SR ik &

GLRBAMBROEAEMNEEZIT o TV D Z L,
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®-3 RHWEHOZMxSIZE LT

BITER (MEMMZEEICINZ, RiBK « NG -
BHEO TR, BUEATR - A% - ITEEEREE - iT
R - ELPERRE S, BRERERETE (RS B MR
REE), WorwbEsE (T EAEREREE, FIREREEE
[, BIBHREREDE) . 1 AUBEIRIA. S & I RAK,

i - BRECTRLARIE . BER, EHEOKERESE (f
TR AR S SCRARIE . B RORGIERARE . 2 IAL
BE, FERHIES) . infusion reaction, MZE - #E
Bk, BESEMEENE, MREE (F7 0 - N —
JEMRRESE) . DR, EE R mEES (ki
B PSR BRI . T tE R I, ARIFERES . MERRT
ERIESE) . MERBEBIEMERE, RS 1T LT, Y4
AR AT B R R B DO R 2 A3 D =Rl &
HEE L (FIEHOBZBr-OoXIC I L THRE R U
BEZTONDEMEICHDHZ L), EHITHEY 724

11 _—

@-3 RIEHOZWr-oxHRITBE LT

BIVER (FPEMEREEISINZ . KBk - MK -
HEO TR, ATHERERE S - BLIEIRE &, BHkRE
P (PRANE FEMEE &) . NWRESE (FEE
PERERE T . HUREEREREE . BB HRERES) . 1]
BERIG . 5 E DR, FHiok - BUSUHRERIE, R,
HEOKEES (PEtREESRAIE, SEHR
IRIRAEBRRE. ZIEALBE, JHRMIESE) . infusion
reaction, MK « BRI, BIEMEESGE, FhfERE
FH(FT 2 NUIEERESE) . DR, EE M
P (SoE MR MRIRAD PESRBESR | FasiPE 4 I
PRIFERES . MERERIERAESE) | MERE RAEMRREE, #HE%
) TR LT YRR ST B B oD R P
PAAT DEAMEEE L (BHEHOZE-CXISIC
EALTHEEAOXEZZTONLXZMHICHD Z
&) EBICHEY) 7R ALE N T & DIRH 3 FE STV D




BN TE MRS TND Z &,

&
— o

16 ~— 5. EXIR LI HHBE 12— 5. HThHxtG L b
[B2NMEIZ R+ % FH] (AR B 3 5 F ]
OTROBFIZB W TAFOHEIMEN R I TH OTROBFICB W TARBDOH MR ST
Do %
s MAALFERIERITHEE LU 72T - RO EHE s MAALFRIER I CHEE U 72T - RO EHE
~A 7 uYT T4 MALEMN (MSI-High) ZH+ ~A a7 T4 MARZEMNE (MSI-High) 267
2 EHE Y (EYER 7 1R R DS R 2 S5 52 R B) 2 A Y (YR e 15 S R 72 5 5 R D)
IR UIBRABE AR AT - RO EBEE~A 7 at 728, MSI-High &HF5 = itz ol 227
T4 bARZEME (MSI-High) A4 24505 « & CGEfa ) D o = B R (R4
i MST fr& % > & (FALCO) & hncibEd5 = L
728, MSI-High IZBET AAK|D a v R=F4 2 W
L LT, Rkoe4s - MST B~ b (FALCO) KR O®
k74, : FoundationOne CDx A7 ) A7 a7 ¥
ANHIERB SN TN D,

17— |6, BEICEL TREET X HIH 12— 6. HHICHEEL THETREFH
(@© ) (@ 1)
(© M) (@ )

Q@FEZREIMEHDO~RT A2 MTHOWT

cHEMRERENOLDOND ZERHHDT, K
FOBEIZH T - Tk, FIHER (B8iv, Pk
PRI, PXIREE) O RERE & OIS X B o FEhe s

@EREWEH DO~ RV A MZHOWNT

- HEMEMRENH O OND ZERHDHDT, K
AOFEEIZH 7> T, WIHER (B8, PR
R, IEIKSE) OO RERS K OIS X s A o> JEH 5 |




B2 +01ATH5 2 b, Eo, HEITE U TR
CT, MiE~—T—%DhEL*ETHZ L,

« infusion reaction BNHLONDH T ENH 5,
infusion reaction NFR® LN-HFAEITIX, )
IRAE AT O & L BIT, JERDEIET S £ THRE
DIRREZ BT H 2 L,

- HURIRPERERE S | T ERASBERERRE T & OB 6E
EEND HDNDLZERNHDHDT, AFIDESE
BET K OV G- ) AP e LS N 0 WAR RE fR
(TSH. &g T3, JWEHE T4, ACTH, i =/LFy —
NWVEORIE) ZFETDHI L,

- BUEMR, RS, IFHeRREE . L. s ki
RERDS HDONDLZ ERNHDHDT, AFDOHKS
B 46 AT M OV - 1 A 13 0 80 1 T R RE R A
(AST, ALT, vy -GTP, Al-P, B U LE LVZDHIE)
FEMTH L&,
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@AFN DGR FABR I3\ T, KEYNOTE-177 #Bi T
1% 9 M Z & . F7-. KEYNOTE-158 #ER & O
KEYNOTE-164 3Bk (mh— F A) TIZR GG S
LVAERIZ 9O AR I &, 1EURIL 12 @8 Z & I2F
DTN AT > T2 2 L 2B E I, ARG
X ERIC B RE TR OMEREITY Z &,

Bl +m3124T7o5 2 8, £, HEIZS U THRES
CT, MiE~—D—SDOMELERKTDHZ L,

« infusion reaction BB L DONH T ENH 5,
infusion reaction iR LN AITIEL, W)
RAEZAT O & L b, JERBEIET L £ THEE
DIRFEE T BIERT D 2 L,

o FRR IR RERE S | R IR RERR EE K OVEI R RE
BEEND LDONDZERHDHDT, KA OK5HE
AE AT S OV - 31 R H 13 A L2 PN 0 W e A AT
(TSH. WEgfE T3, JWEHE T4, ACTH, L =/LFY —
NWVEORIE) ZFETH L,

- JFHEERE S B LMEIRER D S B d Z &R
»5HOT, RKEN OB G BRLGRT L O 58 M I3 E
AR ATRERERR AT (AST, ALT. vy -GTP, Al-P, E
UNVEEORE) HEMTHZ L,
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OARHFN O FFERABR 2B T, KEYNOTE=164 3BT
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b4l IH

B AR— (FHMEsERD) Y= (B yH AR ERHIBR)

10~— | @3 RIEHOBZECRISIZE LT 10~— | 3@-3 EHEHOZEr-CXISIZE LT
BIER (MEMERREBICI A, KRIBK - G - BIVER (MEMERREERICI A, KIBK « MGk -
BEDO N, BUEAFR - A4S - HigRERES - I BEEO TR, ITRERERESE - BLMEARE &, BikaE
K WALPERRE S, BHRERETE  (RMNE ME M P (PR RV MER 28 %) . Woriblsss (FEER
RE) . WoHwES (FTREKRERE, FRHEE FeREfE S, FUIRIRFERERE S, RIEHReEmE) . 1 Y
P FIEHERERESE) | 1 AUBEIRIRE. S D R, PERIA ., S & DMK, ik « BIRUHRMEIE, .
ik - BRECTAARIE . e, BHEOKERESE (f HEOREES (PEtEREIFRRIE, B,
TR S SC R ARIE . B RORE I RARE R . 2 IAL TEARE R, ZIEALEE, FAKHEIESF) . infusion
BE. A RIES) . infusion reaction, AMZ - fif reaction, % - BEMI, BIEAMEGE, kR
e, EAEMIEAE, MRREE (F7 2 - NL— EA(XT - NUEERS) . LK, BEEm
FEWERESE) | s, BEEZRIMEEE (Gt IR (G Ve d R PR SR B . ¥ M i
RO PESR BT . YRR, JRIFEREE, MR IREFERES . BRI ERES) | MEKE BIEMRE, Fit%
ERIESE) . MEREAIEGRE, FiEZS) 1T LT, Y4 M) Tk LT, YR R S R A RS oD B
MR ST R R R B O B A T A AT & PEAT HEAEEEE L (RIEHOZE-CXHSIC
HE L (BHWEAOZK-OXHRIZEE L THRELOX ML THRELRVOXEEZZTONDIRMFICHD Z
BEZTONDIFEMHFICHDZ L), BHHIZHEY) /L &)L BEBICHEYI R AE N TE DIRHIRE STV D
BN TE LEHNESTND Z &, Z &,
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QELREWERH D~ R Y AL TN T

- MEMEMEERH DD Z ENHDHDT, K
HOBHIZH T > T, FIFER (B84, ek
RIS, BZkE) ORERS M OIS X SRR D S i 2% |
BRET0IATO 2 b, £ BT U THES
CT, My~ —W—EDmELFT5HZ &,

« infusion reaction WHOLDLNDHZ ENH 5,
infusion reaction NFR® LN-IHAEITIL, )
RAVEZAT O & L b, JERDBEIET S £ TRE
DREEAR + 3BT H L,

- FUR IR RERE S T IR RERRE M OV B A HE
EENDH LDOINDZ EDRHDHDT, KEOF 5B
AT K OV -3 [ P 1 E B L2 N 20 I e AR
(TSH, 78 T3, ifEHE T4, ACTH, =LY —
NVEORNE) ZFET5HZ L,

- BUER,. A, IFfEmefEE. R bk
JHERXRND HDONDZENHDHD T, AFOESE
B 4 17 R OB - 31 R o 0 0 L I R RE R A
(AST. ALT. y-GTP, Al-P, B UL E U ZEDHIE)
FEMTDH L,

QFREMWEH O~ A MZOWT
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infusion reaction NiR® LNZHAITIEL. )
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ik - BRECTRARAE . BER, BHEOKERESE (f HEOREES (PEtEREIFRRIE, B,
TR S SC R ARIE . B RORE I RARE R . 2 IAL TEARE R, ZIEALEE, FAKHEIESF) . infusion
BE. A RIES) . infusion reaction, AMZ - fif reaction, % - BEMI, BIEAMEGE, kR
e, EAEMIEGE, MRREE (F7 2 - NL— EA(XT - NUEERS) . LK, BEEm
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- FUR IR RERE S T IR RERRE M OV B A HE
EENDH LDOINDZ EDRHDHDT, KEOF 5B
AT K OV -3 [ P 1 E B L2 N 20 I e AR
(TSH, 78 T3, ifEHE T4, ACTH, =LY —
NVEORNE) ZFET5HZ L,

- BUER,. A, IFfEmefEE. R bk
JHERXRND HDONDZENHDHD T, AFOESE
B 4 17 R OB - 3401 R o 0 B 0 L R RE R AR
(AST. ALT. y-GTP, Al-P, B UL E U ZEDHIE)
FEMTDH L,

QFREMWEH O~ A MZOWT

- FEMREER D LD ENRHDHDT, K
OB GIZH T > Tk, FIEEER (BEliv, PR
RI#E, IWREE) DR M OIS X BRAR AL 0 FE Nt %
Bl +m31247o5 2 8, £, HEIZS U THRES
CT, MiE~—"—SDOMELERKTDHZ L,

« infusion reaction WNHOLDLNDHZ ENH 5,
infusion reaction NiR® LNZHAITIEL. )
RAEZAT O & L b, JERBEIET L £ THEE
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(TSH, if#Hf T3, iGEHE T4, ACTH, Ifrh =LY —
NWVEORE) ZFEMT 5 &,
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1. [EC®HIC

ESESHOGRNE « ZRVEOMIRDTDITIE, BMSEEFEIEAS W IER DR Hivd,
S DOIT, ITHFEORFHEAIMOMEANT LV | HURBESE e & OS82 i ERF R A GRS
DT, :h%®Eﬁﬁ%§:Z£&%%:%ﬁﬁé*&ﬁ@m®ﬁ%k&ofﬁb TR
T L SOEORATTEE 2016 CFRK 28 45 6 A 2 HEREILE) [CBWTH, FEiEERL%ED
HEROREHEEZN D Z & EshTnb

HRVE RS FFESR L, EKEMERSC 27 0 7 7 A VISEEAFDESS, & B BN R 5 2
ENBD, O, AIMER OB D IEWRAH% R 5 £ TOM], YiZERMD
BEEELS ZT D E RIS BE IS L THERAT S & & bic, BIERSREE L7ZBIC
Mﬁﬁﬂm%ké_&ﬂﬂEE*E®E#%%K?Eﬁ%@T@ﬁ?6:&ﬁﬁ%ﬁ%
R

L7235 T, RKIA RTA U TlE, BIREBMES 2N E TITELN TV D EFIETFR - B
S RMINC IS & DUF ORI Ofcil /e 2 HEET 2880 b B2 8 B2 07 RO
EREHAZTRT,

¥, ATA RTA AL, MSTATEGE NESESL RS O, AR B AR
B, — W EEN AAEARNEHES KO- FEN BASE 2O 10 b EAERL LT,

MR EMRDEIN - A ML—F JGlEFHE 100 mg (—f4 A7 r ) X<~7 (&

o 2 )
SR ARRENISE © PD-L1 B D R VT B FARFEME D> HER2 [&MED FHFARRE
AL

WG LRHAERORE - toFEMEEEA & ORIV T, @, AL, NA7
nl) X~7 (GEEHEZ) & LT, 1[8]200mg % 3 8 [H R X
1% 1 18] 400 mg % 6 IR T 30 43 TRifERET 5,
3% R 8 3 F : MSD MRt




2. AEDEH. ERARE

XA F—FETEEHE 100 mg (—i%4 XA T ) X~vT (EinfHz) . UF
[AHFI] w9, ) 1%, PD-1 (programmed cell death-1) & %D U A K TéH5 PD-L1
KOPD-L2 & OB ZE#EAET S, & MEIgG4 £/ 7 v — T AHKTH %,

PD-1 #RE& I T IR0 RIS 2 & kA 2 72 D203 VAR 23 FI FH 37 2 =5 72 002 il 1)
AA wF T, PD-1 I3, KRB TEER T MaoMnRimEICHEE L, BOR
2 SO % B e AL ST 72 0% UG 2 dilH 9%, 3705, PD-1 13U o B LG
ATDHZEICEIVHEZRIRCL D V7P VGREEZ AR 2% B8 TH D, PD-
L1 OIEFHMIC BT 2HBUI DTN TH LM, < OBAMITIE T Mlaod 250
ZDIZFEWMBENFHEBLL TN D, DAKIBICEIT S PD-L1 OEFEBIE, B, e
FE. NTAERRRE ., ONEE. FENMRAE e E O A B ATTRARKFTHY . KW
TR OMBEERRE I TS,

DDA DERIRE T & PD-L1 FEELOMBIMED 5, PD-1 & PD-L1 DR IXEE D
TR RREIC B W CEHEEREE 2D Z LAVRBINTEY . Hiiz/e BN AIGEOEN &
LTHIfF ST\ 5,

AFHNE, PD-1 & PD-L1 X ONPD-L2 Dffi U Hv ROFEGZET S Z &2k, EE
W INBR B Th D S SIS ENE T U U S ERATEME (L S8, FUEIE S 2 BIS ML
T 52 L THUES R AT 5,

HFN OV FIRSFFIC 15 < SBIE D RIEFIGIC X B BIERSER 5 bbh, BEUIEE
BB NN B B, ARORE TR OEERICIE, BEOBEL AT, B
PR BN ACIL, TH L RIS U S 72 20T & A F5 oI & i
U Cilig) 7 BRI 217\ I O SRIERSIC & SEIEA A EDN BT, BIE
RORLR L LA B B DY) AR 24T D BB B D,



3. BERPRRUAE
PD-L1 (Gt v 2 miRiztt o b BRI EA =25k 2 (LLT THER2) &

WD, ) BEMEDFITANRE XL R IE T DO AGEIRFI R 24T o 7 T2 BRI RBR O Rl 2~

(0]
[ BRI R S M AHRER (KEYNOTE-355 ##k)
HRf% « FRSTLIE IS 3T 2 g O RNREE D 72 ARV 2 8 REE M 5> HER2
PED FIRARE UL PRI FLp AR 847 B (AARN 87 & Ede) ZXIBIT, Al 200 mg
3 MM (LLF TQ3W]S &9, ) HEHEFRIET (Fav v i (LUF
(FLhvHE] LW, ) ROANVKRTZF o N7 ) EFEALXI N7 ) XXk
o (T UREAD) (LT Tnab-X27 U 2%t v) w9, ) ) OFREEDOR
MR N BMEDR . 7T B R HEFIRIE? (T LA ZE KB INVRT TF o "7
U &xt/ T nab-x7 U ZXE/L) RE L TREISNT, b, BRI T%
BT R BNTGAIT, REEIT 2 R JERD RO bR WEDRRIRAIIZLE L
TWAEE T, RIEILIE O B RN CHREMEITHRD Hivd £ TRAIOER 5% ikt
THTENARE L STz, EEFME B I EEEAAHE (BT TPFS) & H, )
KL OVEAFHIR L S, BRI HEFRIEOOFREEIL T 7 2R HEFRIEO O L
&g LT, PD-L1 Btk (CPS®=10) dfEFE 323 f5l (HAN 28 & ETe) IZHBWT
PFS Z#HBICIER Lz (F1EUXL) .
*1 : AR 200 mg Q3W & LA kgl (Y ERTNBRE 2 LRI 20 Lz [F A
A B 1,000 mgim? KON VR T F 2 AUC 2 mg - min/mL AHX4 & (1 =2—A 21 H
i, #=2—20 1, 8HAICEE) . "7 U ZFE/L90mg/m? (1 =—2 28 A, %
a—AD 1, 8, 15 HEIZEYE) XX nab--37 U # %+& /L 100 mg/m? (1 =— A 28 H
M, £=2—2Am 1, 8, 15 HHIZEE) ]
*2 . 77N Q3W L UL TN b E Y EMARBE ZLIC®IN) 20fFH L [Fay
X £ 1,000 mg/m? KON VAR T ZF > AUC 2 mg = min/mL Y& (1 =—2 21 H
M, F£=2—20 1, 8 HAIZES) | /X7 U ZFE/L90mg/m? (1 =2—R 28 HIH., %
a—AD 1, 8, 15 HBIZEYS) XX nab--37 U # %+& /L 100 mg/m? (1 =— A 28 H
., &#=2—2AD1, 8, I5HHIZEE) ],
*3: PD-L1 Z %8l L7zfihudt (EEMiL, ~ 27 v 77— ROV oRER) % g A fa
BCHL, 100 &3 U7l



#£1 BAZERE (KEYNOTE-355 3Bk, PD-L1BM: (CPS=10) MAFE)

ARFN+H ALk 7T R LA
(220 f1) (103 1)
o [H] 9.7 5.6
(95%CI) (7.6, 11.3) (5.3,7.5)
PFS™ N — R %2 0.65
(95%CI) (0.49, 0.86) -
P i 0.0012

Cl: 2#EXM. *1: RECIST A KT A > 1.1 BICES < B Mg oduiE. *2 @ BRI Cox Lhfl
AP —RET ML DT TR HEFERE L ORI, *3: @Rln 7 7 v 7 RE., AEAKE (F
{81) 0.00411

100-

90 -
80 2 ——— SRR

——— FFN0ME QIWHLEEA

& 701
Bt 60
& 50
Eg 40
g 30°

207 _‘—’—ﬂ_—‘l

TR ==

10- W
0 T T T

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
FSeiR+{E¥&E 103 80 41 30 18 15 12 8 8 7 3 1 O

0 3 6

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



[Zcpt]

[EIBR A R IIFA#ER (KEYNOTE-355

aER)

PD-L1 5 (CPS=10) DBFIZIIT HLAMMATRIEH] 219 Flici\ VT, AEFL
IXARKIOFARE 216/219 1] (98.6%) . {b2#JREILHE 100/103 5] (97.1%) (23D B L, 1Rk
L DEREBEBNRE TERWAFHEGIL, £ 212/219 ] (96.8%) MK 97/103
Bl (94.2%) IZFBD Bz, WTNORETHRILEIG ) 5%, EORIERIEITEDO L EY

THoT,
2 WTNHLOHETREARSD 5% LORIEA (KEYNOTE-355 RER) (ZMirxggEH)
#EBIKS¥E (SOC: System Organ Class) % )
FEAGEE (PT: Preferred Term) AHNOF F#E (b FFRIERE
(MedDRA ver.22.1) 219 4 103
4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
AEEH 212 (96.8) 155 (708) 2 (0.9) 97 (942) 67 (65.0) 0
MR LY SR 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
M/ 41 (187) 19 8.7) 0 22 (21.4) 16 (15.5) 0
PARA
R BB AEAR T RE 39 (178 2 (0.9) 0 2 (19 0 0
H
{8 32 (14.6) 1 (0.5) 0 15  (14.6) 0 0
T 48  (219) 2 (0.9) 0 0 97 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 (L0) 0
M N 17 (7.8) 0 0 7 (6.8) 0 0
Mg i 4 (201) 6 .7 0 0 (97 3 (29 0
— i - EHEER L OGO ORRE
e )95 31 (14.2) 1 (0.5) 0 13 (126) 1 (1.0) 0
ST 64 (292) 6 .7 0 22 (214) 3 (29 0
i Ek 12 (5.5) 1 (0.5) 0 7 (6.8) 0 0
FAY T 13 (5.9) 0 0 4 (39 0 0
e 22 (100) 1 (0.5) 0 10 (9.7) 1 (10 0
FRIR R AR
TI=T ) T AT 2T — BN 47  (215) 16  (7.3) 0 17 (165) 5 (49 0
TARGRUBT I FT AT =T —EHIN 39 (178 9 4.1) 0 15 (146) 3 (29 0
M7 RAT 7 &2 —EHn 9 4.2 0 0 7 (6.8) 1 (1.0) 0
I BRI 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 R 12 (5.5) 1 (0.5) 0 3 (2.9 1 (1.0) 0
1 i BR 3 39 (178) 21 (9.6) 0 20 (194) 13 (126) 0
B L O BRE
FARER 40 (183) 1 (0.5) 0 10 (9.7 0 0




O,
FRERIKSFE (SOC: System Organ Class) iz 00

FEAGEE (PT: Preferred Term) AFNOFFHEE =305t
(MedDRA ver.22.1) 219 {4 103 fi
4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
e #E Rk L OV Rk S
RAER 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 S PR
S N 21 (9.6) 0 0 1 (1.0) 0 0
B 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
WERea, sl Lk OMEhmRE &
U 14 (6.4) 0 0 1 (1.0) 0 0
FER 3 KOV TRk E
BB 76 (34.7) 2 0.9) 0 37  (359) 2 1.9) 0
% 9 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. ARIPFHBC O CHEMEMZRER 3 # (1.4%) . KIBK - /NEK - EEO THI 5 4
(2.3%) | MRRIEE (X7 0 - NU—JERRESE) 25641 (11.4%) . BIEHZ% - FAR4 - iFi#ee
PRy - HFSR - AR LMENRAE 2% 65 B (29.7%) . HUIRERBEREREES 43 5] (19.6%) . HEIEFFEREMRDE 2
Bl (0.9%) . EHEREME S (RMEFIEME R, RERIKERE) 2 ] (09%) . FEX 1 4
(0.5%) . gk - BERURAARAE 1 1 (0.5%) . MMk - Bz 1 61 (0.5%) . S& S 1 f
(0.5%) . L2 1451 (0.5%) KON infusion reaction10 5l (4.6%) 7233w Hi-, F£7-. HIE
Dz JEREE (PR R R ARE . R, SIALEE, FREES) | PEE
PRheREE . 1 BOBEPRS, EUEMEE, EEMEEEE (Gl MBI E SRR . R
B, JREFERES . MERERIERIESE) | MERERIEME K ORI O bivike oo, REHEH
FHURDUIBIEES BRRMAMRTY 25T) 2R RERT,



(M- AHE]

AFNOREMEp BT T V2R L7y I 2 b— g 2k v, A#1200 mga Q3W,
400 mgx 6 MMM (LT TQeW] &5, ) XIX10 mg/kg ((AEH) Z2EEME (LT
fQ2W) L9, ) TERE LEBEROARF O MG PIRENS R Sz, TORE. AHAl
400 mg% Q6W TH#E 5 L 7= BE D ARAK O EHIRABIC I 1T 5 MG HIRE (LT [ Cavgss)
EWV 9, ) E. AKHI200 mgEQIW THEL L 7ZBRD Cavgss & LT 5 & FHIS L2 (F
) o F7o. AHI400 mgE QEW TH G- L 7= BEDAAI D E HRAEIZ 31T D fe e LT HH IR
(AT [Craxss] £V, ) 1. AHI200 mgz Q3W TH: 5 L 72 BR D Craxss & Huie L TrifiE
P ETRIESNTZHLOD, BARNEFIZEBW AR RSN TWDHE - AET
& HAAI10 mglkg (KE) % Q2W TH L L 728D Craxss & Ll L TIREZ R & Pl &
iz (FFHR) . 61T, EHRAEERR A2 X8I ARK400 mgz QeW TH L L 71/ 51
FHFBR (KEYNOTE-555:51) & 0 1% 67 ERIMEIZ K S < EWghie 7 A — 2 1%, &
Ralb—ya X PRILEERYERE ST XA —&2 LHEPIL (FR) . Iz T, 5
OFENEIZ I 1T 2 BRI RBRAAR (T HE D &, AHI DOUREE R & ARSI 22t & o BE %
ST ABREEGE T VSR S, #1200 mga Q3W X 13400 mgZ Q6W TH 5 L 7= B
DUEFE & & ME TR L OB BEIC OV TRF SN R, FRoME - AE0RM
THIER LRV 2R T e E TRIS T,

K 3 BRI OEMBE T A —F

ﬂﬁ{f . ﬂqg Cmax Cavg Cmin Cmax,ss Cavg,ss Cmin,ss
= (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
59.1 279 181 92.8 50.4 30.9
;
200 mg Q3W (58.5,59.7) (27.7,28.1) (17.8, 18.3) (91.7,94.1) (49.8, 51.0) (30.5, 31.4)
123 324 10.6 148 50.7 20.3
;
400 mg Q6W (122, 124) (32.0,327) | (10.4,10.8) (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 55 (A 70 2 FHaD) Ol

E\ Crmax,ss : ﬁﬁ%%ﬁlﬁﬁféfi%mfﬁtpf}%g\ Cavg,ss : ﬁiﬂﬁiﬁ(%ﬂlﬁﬁéqzﬁjml{ﬁqj/)%};f\ Chin,ss :

% foc AR T P e BE

T : 56 B EEIE (95%(FHEIXH)
§ : 41 GO FEE (95% (= HEX M)

NA : %3472 L

EFARIRICEB T



4. WEEXIZDWNT

AFN OG- 7 BE ZZW - F5E L, ARG L0 BEEZREIER 288 L 72ER
(ZxHid % 2 E MBI T2 LR OO~@ DT i 77 sk _;m VO R &
ThHD,

O MHRITOWVT

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

(1) EAFEREDRET 20 AR SRR (FRET RS A REEEE L AR e
HEeS A RS RGHERLRRRE,  HES A BSIRRRE 7R &)

(2) FrERERENRDT

(3) HMENFRINENFEET DA BRI (DS ASIREEER B, 25 Aot
I 1IRbE. B AR HEE R 7 &)

(4) SRAEFHREERE R L, SRR | USSR ERRRIEINE 2 O sk B iR
AR ZEIT > TN D ik

(5) PUEMEIEESAILLT B EINE Ofiax HEAR D 21T > T D fitigk

®-2  FUEOALFRIEKR ORIERFEBIRF ORI A4 20k & #5h a FfoER (FROW
FTINITREE T DERN) 23, LGSR OAFN BT HIGROTEEE & LTRESNL TN D
ZL,

*

o [ERMCFFEUSHE 2 FFOPIHIHE ZE T L721412 5 LA EO ) AR DEEIRMHE 21T -
TWAHZ L, 96, 24D RIT, BAEMELEAZ L LIRS SOMHE 21T - T
WahZ L,

o [EAMEFFEUSE 2 SEOMMINHE ZE T LI21RIZ 5 L E DRI DD A FRIE 2 & T
W2 DRRAIHE 21T > T\ 5D Z &,

@ BRADOEELBEREHOEHIZOVNT

PEIESL G HAE PRICEE T 5 BT DE S, REEREN O OIFREN ., Ak - 28
EHPRIT RO ONEME T DG EREE, AEFRPRE LA OmEES, &
DIERNATON D IKHIDTE > TN D Z &,



@ BUWEAA~DOXIRIZOWT
©-1 HEEREHICEET D&M

A MEN R B O EERRWEM 2SI AE L7ZBRIT, 24 FRREZIRIRHIO T, Hakhiisk X
(TSR 23T FEH LICRIWERISIS CCABEE B O CT SO EIEH OERN 270
MA DRI AP L L. BB AR A8 E->Tng 2 L,

@-2 EFEEFECL>AFTERNILICETER

IS ARSI HED DB A Ak e O e 2 A D BRI F E D RIERT=4 VU v 7
EEDIZFIFOAR Y ) —= 0 T ETOERE L IE#RE G TE 5T — AEFEKS 23
SN TWDZ L, 7B, BREHICOWT, BABE L ZOFRICHNIFMESN TN D
Z &,

@-3 BIEROZERCHRICE L T

BIER (BVEPERR BN Z . KIBE - /MEs - EEO TR, BHEFR - IFRA - i
PERERETE - PR - AL 28, BHERERE S (R THIEMER K. RERERBRS) |
NoywkEE (FIRAHAERS, AURIMSRER S, RIBHRERE) | LBBERIE, 5E5
BEde. g% « RERUREMRIE , TS, TRE OGRS (PR AEESCRAARIE, F2 kS
TEAREGERE . ZIEALEE, RIS | infusionreaction, AM7S - BEMEZS, HEIEAHEEIIIE,
FRERRESE (T o« NU—EEIESE) | Dk, BB MRS (S N R
PEERBENR . PRI, ARIFERS, MERERIERIESS) | MmEREBIEGERE, MR ISR
T, Y XA LEBEERS B O F M2 A 2 AN & mgE U (BIVER O Eroxt it iz B
LCHREROIEEZZT ONDEMICH D Z L) BHICHEY R AEN T DIRHIE -
TWHZ &,
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5. BEXRLELDHEE

(A2 B+ 5 F ]

@O 55 - BIEFIEIS T D BRI PEORNEERIED /vy PD-L1 5Pt (CPS=10) DAR/LE
AR HER2 FEMED TR I I A [T T K &5
B (TLy e ROHNRTTF o "7 U ZFELIAT nab--~7 U Z %))
& DO GDFEMEIREN TN D,
7%, CPS BT 2 ARF D a v R=FZWi# L LT, IiK5E4 : PD-L1 IHC 22C3
pharmDx 4 = | DRI TN D,

@ TREIZEZ YT 2 BB IK T DAFN DG M O A TTIEIZ SV T, AFIOF DD
ML SN TR LT, AFOHRG G LB,

o OTAANDOEMENTR S I TOZRUWMMOHUENMERESHA & OO 5
o fivAl - v AIRTE

[Z PB4 % 9]

O TRICEYTHIEEICOVTEHAFORGENEZ L SN TNWDLZ b, 5%
1Th7enz &,
o AREIORAZ KR LIRBUEOBERED & 5 BE

@ WBBRATOFMIZIB VT FRRICEY T 2 BFICON T, AFI OB GITHELE S
WS A OTERRIEPUR D 2 W IGHICRY | HEICAKZEHN T2 L 4BETE
Do

o HEMEMREOS O IIBMED S 5 83

o M EEg R A CRE R AR 6 D B M ONE I O R SR AT e O gu kAt 26 5 0
FZIIEME A LR I DB BB

o ACMERBOAIE XTEHENRE L IXHFEMEO B CEREBOBERE O &
% B

o JESSRBEIE (EMERBRIEE L) O b B

o FERORYSOIMREEF T D RS

+  ECOG Performance Status 3-4 “V m 3

(f£1)

ECOG @ Performance Status (PS)

Score

e
EFR

0

2 M JFEETX 5, FHRlL A U HBAEENHIRR AT 2,

PRI LUEENTIHIR S D23, AMTAIRE T, BEERE > TOMERITITH 2 LN TE 5,
Bl VR E, HEENE

ATARECH O OH ORI O Z L 3§ X CTHREEAERITTE R, BHHO 50%LL RiF~y MO Tl 29,

Al —

RBONTALOHOEY OZ ELATERY, APD 50%LL L&y K2k -T2 4,

ELE;T RV, BOOHOEIY O LI TERY, BRIy R CiiI 4,
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o

BEEICBRLTEEIARNETEHE

WA SCEF TN Z . ROEARTE3EE DRI D ERME 1T 5 & ARHKI O Feik K %l 1E
R DT DI B2 WA B R LTI T 5 2 &,

TRIEBIAAIC S D, BE UL E OFRICAIER OGPt E2 oA L, FE%x
BThroEET5Z L,

ERBIERO~R YA MZHOWT

BIEMEMRBR D Db D ENH LD T, KFEIOHKGIZH > Tid., VIHER
(BGldv, MR REE, BukE) OfEE R ORE X $a 0 I, BlEs +71T
9k, Fo, MEIZS U THE CT, Mi~—F—F0ORELFEMTHZ L,
infusion reaction 23 & 55 Z L 23%H 5, infusion reaction 2338 L= HAITIE, 1
BB AT O L &b, FERBEIET 5 E TREOREL HICBlET s L,
ORI RERR S . TR E X CRIBHERER O 5N 2 &R HDHD T,
AFI O PG BRbART R OB G- M P I E I N WssRE A (TSH, EHfE T3, bEHE
T4, ACTH, M= F Y —VEDORIE) #FEud s L,

BUENFR., A4, IRk E, Fa, sbEEERR L OO ENHHD T,
AHN D5 BRbART M O G-I I E I T seeR & (AST. ALT. y-GTP, Al-P,
EUAEEORIE) AFEMT DL &,

SEIER MR KEOILEEBRERE GT) FOEERIREENHLDOND Z &
WHHDOT, EHHICIROBRFOFEZHERT L2 L, £, IROBRFEPHEDOHN
e EITiE, BN EREERE A 2T 2 L) BELIEETH &,

AR OEGIZ IV | WEORERISICERNT 5 LE X DDA REBWREDN H
bbb Z b d, BENRDOLNTHEEITIE. BB LZFELRITS C-HEM R
G & BB A RE O R AT & s L CE ) 2 R M A AT R O E SRS K B FE
TERDR LN D HEIIE, ABFIOKRIE T I, R ORIE RE R VE CFl O 5%
EEETLHI L, B, BIRKERNVEOREICL Y BWENOSEEDTRD b
WIEITIE, BB EE AR VE S OREIRIFIOBMGZE T2 2 &,
BT, BRI ARE L TrSRIERNEIT 2 RNH 5720, K
FOBEHETRICOBER ORI FITEET D &,

1RURERIE  (BE 1 BUBEIR 2 &de) b Hbiv, RS N T R—Y RZES
ZENRHLOT, Ae, il EHFEOIEROFBILMBEEO EFIC+H0TET S
Zb, VAR EDN TS A TR G E PR L, AR CRIFIOR 5% DY)
IRAILEZAT SO T &,

AFIDERARERIZ I T, KEYNOTE-355 B Tl 5-BHAR7 5 24 3 F Tl% 8 M
T LB RO LAERNIT 9 M T LT, £ o®%IE 12 B I LIS HMED R &
ITo TN Z EE2BBIT, ARG PIEMICEGIRE CHROMEREITO 2 &,
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EFERHEETA N7
Rh7u ) X<w7 (EisFHBZ)
(BR5E4 : ¥4 FL—F EFE#E 100 mg)
~ /N i ~

T2 92 (¥ 34 8 AWET)
A B




SR

XL HIZ

AHNOFFE, (FRET

i IR AR

FaER 122D T
BhHxtG L 70 D A
BHIZERE L TEET & $HH

o ks 0N

P2
P3
P4
P20
P22
P24



1. IXTdic

RIS DOF M  ZEMEOMERO T2 DITIE, WS SCEEITIES W 2 7 AR D
BND, 6T, IEOREHRFOMEARICZ LV | FUKREIRS 72 & O 72 3R AR
FPEIMPARINDLH T, 2N O DOEHKNZEIZLEREE IR 5 2 L 3BRED
PE L 72 o TR Y REMEGE S & O IATTEE 2016 (AL 28 42 6 A 2 H BFEERE)
ICBWThH, HEHNERNLEOMHORE(LHEERZX S Z & LS Tn5,

R R S T, KRR 2T 0 7 7 A VB D ESK L & B S MR
RHZENRDD, T, HIWEROEZEMICET D HEHRN+0ERT 5 £ TOR,
MHEEGLOBELEEZT D ERIREEINBHICH L THEAT D & & Bz, BlfE
FMFEE LTI B2t & D 2 & AN A fE e — 1 O B 24 7= 3 EE R B ¢ A
THZLENEETH D,

LR T, ATA RT4 0 TlE, BIRBERESSINE TITHE LTV A EFIRFR -
BHER R EED & | LU O E IR O feii 7o FH 2 HEE 3 2 8LA b B2 B B %
F RO EFREEZRT,

RE. RHA RTA 0%, MSIATBOE NEHR G ERE R O, 2B ARAR
BRARIEE . —MAEEE N B AR NEHE S FREFEeFITEENE AN B ARME 72 KO
— it EE N B AR P OO b EER LTz,

KGR L IR BRI - XA F—F EEENE 100mg (— 4 XA T e ) XvT (B
TRz ))

MG L RDMEXTNE - UIBRARREZ2EAT - T33O IE/INHIR e

MBERDAERORE - @BH . AR, XA7nr) XA~v7 (BiarHfiz) LT, 1
[0 200 mg % 3 3 HIF MR XX 1 2] 400 mg % 6 3 [H[FE & T 30 47[H
2T TR RS 2,

B 3E W oE % & MSD Rt




2. ARIOFK, 1ERKERF

XA M—F RIEEE 100mg (—#4 : _AaT7nr ) Xv7 BIEFHEL), DUT IR
Al EvyH,) 1X, PD-1 (programmed cell death-1) &% d VU 4> K Toh % PD-L1 KON PD-
L2 L OfEAEZEHEREST S, b MbIgG4 €/ 7 v —FAHKTH 5,

PD-1 #8813 T MR S B AR 2> Dk 2 72 D12 2 AR 23 R 9= 2 T2 70 S s il 4
AA »F T, PD-1 1, EFEREBICEWDCEER T MildoMiaRmicgE L, 3%
P& SO % B e A X TRl 72 e e OS2 3%, 7B, PD-1 13U Y R Eff
AT DI LICE Y PURZERICL DV 7P vmiEa AN+ 228K CTH 5, PD-LI
DIEFMHMIZIB T 2HBUT DTN TH LD, 2L OBAMIETIE T Mlao@ s 2Mmz
DI EBENZHBLL TWD, BDARIIZI T 5 PD-L1 O &7 8%, B RbaR. .
A . SO, FE/ NI ATE 7 & O A Ze A TTRARK 7 TH Y | KW AAFE
& OMBEERRE I TWD,

B OB A DGR T#% & PD-L1 BB OFHEEAMN S, PD-1 & PD-L1 ORI
DEEREREIC W T EERREI 2 S Z L OVRIBR ST L F- 7203 ATEIE D, &
LTHIfF ST 5,

AANE, PD-1 & PD-L1 X ONPD-L2 Diifi U T2 ROFERZLESTH Z Ll kv, [EE
WU NBREE T O A ENE T U L S ER A TEM L &8, HUEE % 2 FE (b
T2 L THEGNRARET D,

HAN DI 25 < MBIE DS RISIC & B BIERS R B & b, B UIET IS
5 TS B B, AAIDR G R O EHRICIT, BEOBRE HTT, BENR
0 5 R HEAIT I, IR L7 RIS U 7 R0 7 Rk & BB A R I AT & et LT
OIZRERIRBIN & 1TV B ORIEREIC & % BIEA S EEDN 5 B A IIE, IR AL
L HIOE 5D 5T ) BEN D B,



3. ERPRARE
YIBRASRE 72 1T « FF3E D I/ N itiJes D AGREFIZ 3l 2 17 - 7= E 72 WK RER O iliis &
ZNE IR

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

LFPRIEIED 72\ EGFR B 1n - A ML faE | ALK @G B 15 1-F2t: & O PD-LL Btk (PD-
L1 2388l U7 EEAEs S %G (LR TTPS) &EW9,) =50%) OUIBRAEEZRiE
1T« B OIE IR fities o 305 B (HASAN 40 Bl & de) Zxt8Ic, A 200 mg 3 18
kR (CAF TQ3W] &9, ) HHEDOH R L RMEN, 7T FF 8K 2 & T
b=k (LLF [SOCT &9, ) ZRHRE L TRET SN, 7ed. RN T A
HEITOFRO BV GAIT, BT 2 R T RER 3588 B IR WD RRIRIZZE LTV
% BB CIE, RIBILARE O G FEAT CHR BT DD £ TARAIOER G 2 ikt § 25 2
EAMRE L ST, EEEEHTE H XM EE IR (LLF TPFS) S o, ) | EIREE
I EE A I (BAF TOS) &), ) & &iv, RJNET 7 F 8K %2 & T b
WL LC, PFS, KUNOS (FFfEfiENT) 2 A BEITIER LTz,

*:24 A ECHRESNIEBARAROREEZTIL L, 0%, ERETHRD ONHE
CHEEHBTE L L EANT,

#1 FiRE (KEYNOTE-024 3RE)

A 200 mg Q3W 777 TR
(154 f51) ALtk
(151 1)
R (A ] 10.3 6.0
(95%CI) (6.7, NE) (4.2,6.2)
PFS™ N — R 0.50
(95%CI) (0.37, 0.68) —
P " <0.001
e [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: #&ER0A, *1 : RECIST HA FT7A > 1.1 MUTES Sz dfllE, *2
JE5l] Cox eI NV — RET WML DT T FFHRAEI 2 ETefb P RIE L O, *3: @hln s 7 v
T RRE. *4 MR OT — % 201645 H9 ANy AT



100 psc
90 ™ — AF200mg 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 PFSOEKARNTE D Kaplan-Meierdi#f (KEYNOTE-0243R5%)
(PD-L1BEME (TPS=50%) DEHEM)

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 OSOH T DKaplan-Meieri#k (KEYNOTE-024385%)
(PD-L1BME (TPS=50%) D EFHLER)



@IEBEILE S 11 /M AHER (KEYNOTE-010 #5#)

7T F TR ST EFRIERET 2895 PD-L1 B (TPS=1%) OUIBRAHE/ i
1T - RO/ N EEE 1,033 6 (HAN 91 filxETe) ZXF5102, AH) 2 mg/kg
Q3W # 5T 10 mg/kg Q3W 5 DA MR OVLZatEn, Fe&Xearkfy (LT
DOC] & 9H,) XL L TREIENTZ, Zed. BN TR EETHRD btz
BAIT, REET 2R TIER DD B AR WED KRNI L E LTV 5 G TIE, KE
LI OGN TR BEIT AR B D £ TAAIO B Gk &2 alE & Sz, TEERT
TE B 13X OS XL OVPFS & &4u, AFNEZ DOC Ll LT, OS A EICER L,

*] : EGFR #&fn 12 RGMEE ALK @A BG5BT, 77 F 8K Gk
VLI L DI IEICIN 2. £ E 4 EGFR FHEIEA X% ALK FHEMER 269 2 fuEtt
NEIEANC K DIREEZ AT 2 BEDMAAN LI,

¥ .24 WA ETHREENEZHAIAROE G E2HIE L, 0%, FREETHRD b5
BlIcEEGERTE L &N,

#2 FiIMERE (KEYNOTE-010 3RE%)

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

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

E

100 f=
90 - Y ——— &8 2 mg/kg Q3W
80 F#10mg/kg Q3W
70 1 — REFFEIL
& 601
E 50
40 ] ftsgrs ‘lHII (| Il N
30 1
201 i
10
U LAGARLLULALALLLLLLALLLAL) LU LI LA LA LLL LALLM LA L IR LU LLE) LLALLLLLLLLELAARRELLLL) LA LLLLLL}
5 10 15 20 25
at risk# EFEmMA]
F# 2mg/kg Q3W 344 259 115 49 12 0
FH10mg/kg Q3W 346 255 124 56 6 0
FEFZFtIL 343 212 79 33 1 0

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




QEFRL R MFHEER (KEYNOTE-189 #iR)

{LERIERE D 72\ EGFR A6 A REM K Y ALK @ éE s O UIBR A GE 7otk
17 « H3E ORI LRI/ N aE RS 616 6] (HAN 10 iz &te) ZXI5Ic, KK
200mg (Q3W) | XA hL-FE KT RU T AKX (LLF =AML XER] L9, )
BT T FFHRAF| (AT TF oI HNRTTF ) OPFHEE RAIGEREE) o
BRIER OZEVER, 7T78R, XX L%t KR T FF A OHAES ((LFER
IERE) 2ot L —EHEMRABR ORI SN, Mte b, 77 F AT Y EAL
DB ZTEIG®RIRL, BEIIHRK4 a3 —RAFETE L, BB, B CHREETFR
D O AT R REIT E2 R TIER RO LR WEDRGIKRMIICEE L TN D EBE T
. RIEILARE O EfGEHAN CHREET VRO D ETERA L AX N L3t ROJFHES
ZAkfES D Z EFREE IS, EEFHMIEEE L OS K UVPFS & S, AHl, <A b
Lt REOT 7 FFRFOMHZEGIET 7R, <X Xt REOT T FF8E 0
DFREEE- L e LT, OS K OVPFS # HEIZHER LT,

*1 0 ARHI200mg, <Ak LFE R 500mgim2, AT T F 75 mgim2 XXV T T TF
AUC5 (mg - mL/min) ®OJIEIZ Q3W (#%=2—AD 1 HEIZEE) T4 a—2& 5%, K
#1200 mg e M2 A kLt K 500 mg/m?2 78 Q3W T4 &z,

*2: 7 TR, LA M LFE R B500mg/m2, AT T F 2 15mgim2 xR T T F 2 AUC
5 (mg + mL/min) DJEIZ QAW (%F=—=2m 1 HHIC#KSE) T4a—2HFEE5#%, FI+¢
REOANA N L& R 500 mg/m? A3 Q3W T h &z,

*3:24 WA FTELEINTZHAEEIARFOERG 2T IE L, T0%, REETHRD LY
FlcEGHEHETELZ L E T,

#3 A3 (KEYNOTE-189 35R)

AHKIOFFH#E (bR ibRE
(410 f1) (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
o (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: {FHEXR], NE: HEEARA], *1 : FRBHIREOT —% (2017 11 A8y AT, *2: 8
B Cox WHINYF—RET ML DT TEBR, XA FLFt REOT T FFRIAGEALFEED
OERRE L oL, *3 @Rl 7' Z 7 BiE, *4 : RECIST A4 KT A4 > 1.1 USRS ERT
HRNT H Y]



at risk#%
£%200mg Q3W. R
XNUFERRUTSF
TRAGRLEEE
T5tR, RANFE
RRUTSF+EEIHA
1|29

201 —— #F200mg Q3W. ~XRLEERRGTSFHREIGRILERE

10| ——— 75tk AN FERRUTSFFRAIHBILEEE
0 T T T T T T
0 3 6 9 12 15 18 21
S1FHR 8]

410 377 347 278 163 71 18

206 183 149 104 59 25 8

X 4 OS OHFREENTE D Kaplan-Meier Bi#f (KEYNOTE-189 38%)

at risk®

AR#200mg Q3W. ~
XhUFERFMIDL
XKMRU7S57 188
TS5k, RANEE
RFMOLKERRY
757 +EA

M5 SHTPRHEREIZES PFS OfEf#ENTEO Kaplan-Meier Bi#f

100

£ 70
& 60 1
& 50 -
B 40

90 -
g0]

— WG QIW, AANAEETMOLKEMRUT ST RN
——— TR, RAMNSCRF NDLKIORRUTIFHER

30 -
20 1 H“h«_‘.__
1 0 T 1—9———1—-0—-— —
0 3 6 9 12 15 18 21
EREFNM(R)
410 322 256 148 60 17 5 0
206 140 80 40 16 3 1 0

(KEYNOTE-189 35%)



@EFRL R MRS (KEYNOTE-407 #ER)

{LFRAERED I BIBRARRE 7R LT - FRI8 O R LRI/ N s B 559 5 (AA
A 50 Bl & ETe) xR, AHF200mg (Q3W) . HIARTTF L ROV Y X FE)L
XiF 7Y 2t (A7 I ER) (LT Thab-PTX) v 9H,) OOFH#ES (K
AOFHEE) P OFMER NLERMENR, 7T 8AR, INVKRTIZF RO Y ZF /LY
1% nab-PTX OOFHE G ((LAFER) 2 25 e Le “HEHRRR TRt S, mift
Eb, N7 Y Z XL NIT nab-PTX (%, #HYERIVEE ZEITERL, F51TH K4 =
—ZAFETE LT, 7ok, HEFHE CRAEMEITHRD bATGAEIT, REETZ 90K
DR BV NWEDEFIRIIZZEE LT 5 B T, RIBILLUE O B FEAN T EET N
RO LD ETARANOKG Zikei T2 Z ERAREE S, FEFHMEEE X 0S KT
PFS & &L, KA, WNKRT T F 2 RO Y &2 X8 /L (T nab-PTX OOFRHBEE1X 7 F
YR, DNVRTTF U RORT U Z X80 L nab-PTX OFFHES- & i LT, 0S &
O'PFS # 4 BITIER L7z,

*1: ARAI200mg, 237 U 2+ L 200 mg/m? X i nab-PTX 100 mg/m?, 4 /LR~ Z F > AUC
6 (mg - mL/min) DNEIZ Q3W (KA, /X7 VXL KRANRT T F o A35Ea—R
»1HBICES, nab-PTX Z%a2—AD 1, 8, 15 HHILEKE) T4 a—xEhH%, K
#1200 mg 2% Q3W TG-S h -,

*2:. 7Tk AR, /N7 U HXE/L 200 mg/m? XiE nab-PTX 100 mg/m?, /LR 7 T F 2 AUCE

(mg * mL/min) DJEIZ Q3W (KA, /X7 U XXV N K OHIVRT T F N34 a—AD
1 HEIZHES, nab-PTX (3£ a2—2AD 1, 8, 15 HEIZHKE) T4 a—2xE5%, 77
TR Q3W TG STz,

*3:24 WA ETEREESNIEGAEIIASORGEEZHIEL, £D%,

BlICREHEATEZZ L& AN,

BTN R H T Y

#F4 BuRE (KEYNOTE-407 3E&)

AAIDF L (bR iERE ™
(278 1) (281 1)
o (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 : FREENTREO T —% 1201844 A3 Ay AT, *2: 8
Bl Cox HeBINY— REFT UL DT TR, WIVRTTF U KROURT U X FE/L T nab-PTX
OOFREIEE Oz, *3: J@hle 7 Z > 7 E, *4 : RECIST A4 K74 > 1.1 fIZE S ER
RS A Y]



100 e
90 - :
80 -
70 -
£ 60 - -
B 50 ] .,
ﬁ 40 1 l.-“1"1++ .
30 __ == H
207 ARG QIW, ALRTSFVRY/IU I+ Rdnab/tTUT+ el
18 1 I5tR muETFUREIY S LIS
0 3 6 9 12 15 18 21
at risk# ErrM LRI
FE200mg Q3W, Ak
T3FIRVINIVIFEI 278 256 188 124 62 17 2 0
RlEnab-1t7U 9%t
T3t ARTS5FY
RUNIUIFEIRIE 281 246 125 93 45 16 4 0

nab-N7VU9%t)l

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

100 7
90 |
80 1
:\570—_

— FH200mg Q3W, ALKTSFYRUIN7UT+ IR Enab-I17U 9% I
\‘L ——— T3tk ARTSFIRUITYIF IR IEnab-I17Y9F LI

——|--|-—q__+l
————

at risk#x

AH200mg Q3W. Ak
T5FURGINIVIF I 278
Rdnab-IN7U 9%l

T3ER, hbRTS5FY
RUNTUIF LR 281
nab-IN7U 9%t

T T T T

3 6 9 12 15 18

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

X7 BERTHPRHEEIZLD PFS OH T D Kaplan-Meier Hig

(KEYNOTE-407 35%)
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GEBEIL R MAEFER (KEYNOTE-042 ##)

{LFEIERE D 72 EGFR A6 T A RFaM, ALK BhE B 5 1M & OV PD-L1 B3t (TPS
=1%) OYIRARERMELT « FIOIE/ NI B 1,274 B (HARN 93 Bl &te) %
RFGT, AH 200 mg Q3W & 5- DA K Ok, 7T FF8A| 2 & b k%
XL L TRET STz, 7eds, BN CHREETARD SN HAI1C, KEEIT2 R
FIEIRAZED BN WVEDFERANCZEE LT D BE T, WRIEILLE O B 3T TR R
TR LN D E TAANOE G 2k 5 2 LN ATHE & S, EEFHEE H 1L 0S
&St ARENLT T F B E ST REE L iR LT, OS #HRICIER LTz,

*: 24 WA ETERG INTGEIIARFORG2H 1L L, 0%, EEEITHZE D b Ga
CEGEBATES L L ENT,

&5 AMHHE (KEYNOTE-042 3E) (PD-L1BBME (TPS=1%) DRBEEM)
7' TR G Te
AF 200 mg Q3W (g
il %k 637 131 637 1]

o e [H] 16.7 12.1
;;S%i% os°! (95%CI) (13.9,19.7) (11.3, 13.3)
(4 ) ANP— R 0.81

(95%CI) (0.71, 0.93) —
P ™ 0.002
il %k 299 % 300
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 f
o e LA 13.4 12.1
Sziggzgéf 0s™ (95%CI) (10.7, 18.2) (11.0, 14.0)
- NP — REE™ 0.92 B
(95%C1) (0.77, 1.11)

Cl: 1EHEXRE., *1 : PR OT —% 2018 4E2 H 26 H A v b4 7, *2 1 @RI Cox Hufil
— RETNWIZE DT 7 FH A 2 ETALFHIE L O, *3 . Bhln 77 v 7 RE

11




100 1
90 - s — FFI200mg Q3W
80 - \ ——— FSFIEEESLIEEL
70 =
& 60 -
ﬁ 50
# 407
30
20
10
0 : : : : : :
0 6 12 18 24 30 36 42
at risk#% ErERLA]
AEI200mg Q3W 637 463 365 214 112 35 2 0
T5FFERRSOEEE 637 485 316 166 88 24 1 0

X8 OS DFREIENTE D Kaplan-Meier Bi#f (KEYNOTE-042 3{5%)
(PD-L1 B (TPS=1%) DERELEM)
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[Z4xtt]

OFE BRI R NS (KEYNOTE-024 ##)
HERRIIAFIRE 148/154 5] (96.1%) F O} SOC #f 145/150 ] (96.7%) (258D B, 15
B & ORRBIR NG E T WA FRHRIL, £ 113/154 41 (73.4%) K O¥ 135/150 )
(90.0%) ITFEH BNz, WTNNORETHILERD 5%LL LORIEMIZITERD LB ThHh-o

776

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

21 8 (52) 3 (L9 0 66 (44.0) 29 (19.3) 0

A 1 ER A 1 (0.6) 0 0 8 (53) 2 (1.3 0

i R E 1 (0.6) 0 0 34 (22.7) 20 (13.3) 0

IR i 0 0 0 17 (11.3) 8 (5.3) 0
PN 3 AR 7

FR A e TOEE 1 (7.2) 0 0 0 0

FCR IR AR AR T JE 12 (7.8) 0 0 1 (0.7) 0 0
IR

5 6 (3.9 0 0 17 (11.3) 0 0

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

L 15  (9.7) 0 0 65 (43.3) 3 (2.0) 0

O 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 1 (73) 2 (1.3 0

955 16 (104) 2 (1.3) 0 43 (287) 5 (3.3 0

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

FE 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 (13) 0 5 (3.3) 0 0

7 v F = 3 (19 0 0 15 (100) 1 (0.7) 0

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

M IR ER A 0 0 0 18 (12.0) 9 (6.0 0

1 BR AR 1 (0.6) 0 0 16 (107) 3 (2.0 0
Rtk L O EE

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

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

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

VS 1 (0.6) 0 0 15 (10.0) 0 0

K= 2 — R — 2 (13) 0 0 9 (6.0) 1 (0.7) 0
RO o, HERRS L OWiEfRREE

filiig 2% 8 (52) 4 (26) 0 1 (7 1 (07 0
B R ¥ & OV TRk R 75

B E 0 0 0 12 (8.0) 0 0

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

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

e 1 (7)) 1 (0.6) 0 3 (2.0) 0 0

13



¥, ARFIFEIZI WD CRIE ML 9 6 (5.8%) . KIGZK - HED i 8 i (5.2%) |
PRI (7 v« NL—IEERESE) 261 (1.3%) . IFHEeRE 22 5] (14.3%) . Fk
IRHgRERE S 21 5 (13.6%) . TEEMAHEREREDE 161 (0.6%) . 1 AUHESRIHE 145 (0.6%) .
EREREE (RS TR %5) 161 (0.6%) . MEZE 161 (0.6%) . Ahde - REHCT
fRSEIL 161 (0.6%) K Ninfusionreaction5 1 (3.2%) AiR bz, 7z, BEDKE
frst (R RERERSERAEMERE. SIEALBE, JEREIES) | B MRekEE, EEMEIGE, M
KBRS, SE DR, DR, PRI R VEEREES . R I M OREEER
BEITRRD b o 7o, REWERRBURILIIESESE S (BRREERY 25T) 25T
HEEHERERT,

OIE BEILF 2 /MR (KEYNOTE-010 #5#%)

HEFERIT 2mg/kg Q3W Ff 331/339 5] (97.6%) . 10 mg/kg Q3W ¥ 330/343 51 (96.2%)
KON DOC #£ 297/309 i (96.1%) IZ78& H AL, {RBRIKE & ORREBMERNGE TEX WA E
FRIL, TNE 215/339 B (63.4%) . 226/343 il (65.9%) TN 251/309 i (81.2%)
IR BTz, WT IO RETIHIELZED 5% EORWERIZ TEDO LB Th o7,

K7 DTN ORETREEDR 5% EOBHER (KEYNOTE-010 3RER)  (REMEMITIIREM)

FRERIKRSHE (SOC: System BilE (%)
Organ Class) 2 mg/kg Q3W ¥ 10 mg/kg Q3W DOC ##
JAEE (PT: Preferred Term) 339 {3 343 309 i
(MedDRA ver.20.1) 4> Grade Grade 3-4 Grade5 4 Grade Grade 3-4 Grade5 4= Grade Grade 3-4 Grade 5
REIEH 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)
MK 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 3 AR 7

FCR IR AR AR T E 25 (74) 0 0 23 (6.7) 0 0 1 (0.3) 0 0
B IEmEE

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

H % 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 - AHEEL L OB GENMORRE

1 5 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 5 (15 0 0 4 (1.2) 0 0 21 (6.8) 0 0

FEEN 10 29) 1 (©03) 0 14 (4.1) 0 0 17 (655) 1 (03) 0
BRI A

I ER B 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 6 & OVEE T ALk RE 7

=B 3 (0.9) 0 0 2 (0.6) 0 0 101(327) 2 (06 ©

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 #E & TN 10 mg/kg Q3W BEICBWCENZEH., RV MMz & 15 4
(4.4%) K146 (4.1%) . KRG - EEO FRHIS B (1.5%) KO 24 (0.6%) . =
FE D Rz [ (B2 R RERREIRAE e, 2R BE, JE RIEIESE) 1 41 (0.3%) KON 1 41 (0.3%) .

14



PRI (X7 2« N U—IEERES) 2 1 (0.6%) L ON3 6 (0.9%) . AFH§RERES 23 5

(6.8%) KLUr22 f] (6.4%) . HUIRMRFERERE T 32 5] (9.4%) K UN35 41 (10.2%) . T
RBEREREE 1 1 (0.3%) KON 1 5] (0.3%) . FIIFEHERERR S 2 1 (0.6%) & O* 1 fi (0.3%) .
1 AUFERRIE 1 B (0.3%) KON 2 5l (0.6%) . BHERERETE (RMEFEMBRSE) 4 4
(1.2%) KO0, WL 161 (0.3%) KON0 B, sk - BREUmaAEE 161 (0.3%) KO
0 #1. infusion reaction 2 f5] (0.6%) MK ON6 5] (1.7%) DD NI, £7-. HIEAHES
SE, W% - B, SE DMK, Ok, N/ MBI PESREER . FE iR M OY
IREFEREF LGRS DR D o T2, ARRIVEAFSBURIXE L EFS (BB AT 2 5 Tr)
EEDERRERE TR,

OE BRI A MAHFER (KEYNOTE-189 #f#)

HEELIIARKIOFHRE 404/405 5] (99.8%) K USkEHE 200/202 5] (99.0%) (Z#8®H &
AU, TREREE & ORI RBIRAEE CTERWEEFEFRIT. Z4E4 372/405 # (91.9%) K&
0r 183/202 5] (90.6%) (ZFB¥ HALIZ, W ORETIEBLRAN 5% EORIMERIT TR
DEEBHTHoT,

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

8B BIIK 4748 (SOC: System % (%)
Organ Class) AFNOF R {bZFFRERE
FEAGE (PT: Preferred Term) 405 5] 202 131
(MedDRA ver.20.1) 4 Grade Grade 3-4  Grade5 4 Grade  Grade3-4 Grade5
EIEA 372 (91.9) 193 (47.7) 9 (22) 183 (90.6) 80 (39.6) 2 (1.0)
MR LY R REE
E=yiil 154 (38.0) 55 (13.6) 0 77 (38.1) 27 (13.4) 0
FEENE AT P BRI 25 (62) 24 (5.9 0 4 (200 4 (20 0
i Bk iE 22 (5.4) 8 (20 0 12 (59 1 (05) 0
B R ER R i 101 (24.9) 59 (14.6) 0 45 (22.3) 22 (10.9) 0
M/ A E 69 (17.00 31 (7.7) 0 27 (13.4) 13 (6.4) 0
Rl A e
AR IRER RE AR TE 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
] 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
mISPN 26 (64) 2 (05) 0 15 (74 1 (05) 0
Mg 74 (183) 7 (L7) 0 39 (193) 4 (2.0 0
—f% - RHREER L OB EEHAOREE
T E 53 (13.1) 16 (4.0) 0 31 (153) 3 (15) 0
P T7 134 (33.1) 20 (4.9 0 62 (30.7) 3 (15 0
FERE DS SiE 30 (74 3 (0.7) 0 14 (69 1 (05) 0
RAG PRV 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
fEE e 20 (49 1 (0.2 0 10 (5.0 0 0
B AR AR AL
ALT #3n 38 (94 2 (05) 0 16 (790 3 (15 0
AST #571 28 (6.9) 0 0 10 (0) 1 (05) 0
ez 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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B BIK 5348 (SOC: System B (%)

Organ Class) AR RE {bZAFRIERE
HAEE (PT: Preferred Term) 405 4l 202 5
(MedDRA ver.20.1) 4 Grade Grade 3-4  Grade 5 4= Grade Grade 3-4  Grade 5
Rtk L O EE
EEXD BIES 84 (207) 4 (10 0 42 (208) 1 (0.5) 0
K~ 7 3% v AifE 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
B2 i W 1 27 0 0 12 (5.9) 0 0
9 FEE 37 (9.1) 0 0 12 (5.9 0 0
St 51 (126) 5 (1.2 0 17 (84) 3 (15) 0

7285 ARFIEEZ I CRIVEPEME 16 1] (4.0%)  KAGZE - FEE O T 20 41 (4.9%) |
fREfEE (77 2 N LU—EGIESE) 10 1 (2.5%) . IFHEREREE 62 1 (15.3%) . HIIR
AR REREE 32 5] (7.9%) . FHEEMAHEAEREE 2 61 (0.5%) | EIEFEEEREE 1 51 (0.2%) |
1 ApERRI 15 (0.2%) | BHReRETE (RS HIEMERE KE) 2561 (6.2%) . R 2

(0.5%) K N infusionreaction5 fil (1.2%) RO HNT-, 7o, BEOLEREE (KF
AEEARIE R . ZIALEE, BREIES) . Mk - BRRUTAlARE . BIEM e, MK -
BERBSE . S & DS, DA, SafE M MR PSR B . R IR i e OVIRZFEREE 13
R B otz, REWEARBURDLIIBEE F% (BEMREMRY 25T &5 ieEit
fERERT,

@[EBE LR 2B A RER (KEYNOTE-407 #5R)

HEEGIIARKIRE 273/278 1] (98.2%) I OXFHERE 274/280 1 (97.9%) (258 HAL,
IR & OREBUEDEE CERWVAFFERIL, T 265278 5] (95.3%) KXY
249/280 i (88.9%) (2388 BTz, WTNNORETIILRN 5%LL EORIWERIZ FRD
LB Thoi,

#£9 WTNLOBETREEN 5% EORIER (KEYNOTE-407 REr) (REMEMITrRER)

# B BIR7¥E (SOC: System Bl (%)
Organ Class) AAIE R HE (b EERE
HARZE (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)
MmEFs LY > RbEE
21 123 (44.2) 38 (13.7) 0 117 (41.8) 43 (15.4) 0
FEENEAT PRI 14 (5.0) 14 (5.0) 0 10 (3.6) 10 (3.6) 0
F if Bk s e 23 (8.3) 12 (4.3) 0 19 (6.8) 12 (4.3) 0
1 R ER R i 97 (34.9) 59 (21.2) 0 86 (30.7) 63 (22.5) 0
M/ NR A SiE 81 (29.1) 18 (6.5) 0 58 (20.7) 16 (5.7) 0
Py s Res 5
FHR IR RE TUAESE 17 (6.1) 1 (0.4) 0 2 (0.7) 0 0
R IR RE A T E 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
L 85 (30.6) 2 (0.7) 0 71 (25.4) 3 (1.1) 0
& e 36 (129) 1 (0.4) 0 25 (8.9) 3 (L.1) 0
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B BIX¥E (SOC: System % (%)

Organ Class) ARFNOE B H==2-30s
HAREE (PT: Preferred Term) 278 15l 280 i
(MedDRA ver.20.1) 4> Grade Grade3-4 Grade5 4 Grade Grade3-4 Grade5
— - RHEER 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

Uit R AR 24 (8.6) 17 (6.1) 0 28 (10.0) 24 (8.6) 0

iR 23 (83) 5 (1.8 0 16 (5.7) 6 (2.1) 0

P i Bk Hak b 30 (10.8) 11 (4.0 0 28 (10.0) 10 (3.6) 0
Rk L OveskhEE

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

K~ 7 3% v AifE 15 (5.4) 1 (0.4) 0 9 32 2 (0.7 0
B R B L UGB LRk

BA i 36 (129) 1 (0.4) 0 24 (86) 2 (0.7) 0

77 Y98 32 (115) 2 (0.7) 0 26 (93) 1 (0.4) 0
PR E

LR S 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 X OV T AR &

Jii 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

S 28 (10.1) 0 0 20 (7.1) 0 0

72E. ARAIBEZ IV TRVEMEMIZE R 14 41 (5.0%) . KB - EEEO T 14 1] (5.0%) |
MRS (7 2« N L—JEEAES) 55 6 (19.8%) . JHBERERETE 26 5] (9.4%) . HIR
MRAERERE T 31 61 (11.2%) . TEEMAEHEEERET 2 41 (0.7%) . BEHrEkES (R MEE
BLREE) 6 (2.2%) KON infusionreaction 6 5] (2.2%) MR BiT-, 7=, BEEDKL
JEREE (REREAME GRE, ZIRLEE, FRRIESE) | RIBREREREE . 1 AUMEIRN,
K. ok - MERURLARE . BAERIESE, MR - BEMREAE . 5 E 9 A, DR,
M IR PSRBT . FA P M OVRIFEREF IR B e n o 72, AREIVEHFR BRI
FREER (AMEMERT A2 E5T) 2a0EiERE =T,

GEBRIHFEFHIHERE (KEYNOTE-042 i5k)

HEREGIIAKIRE 610/636 1] (95.9%) K OMbLFHILRE 606/615 1 (98.5%) (2788 &
L. IRBRIE & ORRERA G E TERWAEEFEFRGIL, ZhZ1 399/636 il (62.7%) &
1) 553/615 ffi] (89.9%) (ZFB® HALIZ, W N DORETHBLRAN 5% EORIMEMIT TR
DEEBHTHoT,
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£ 10 WIFhIA DR TREAREDN 5% LOBIEA (KEYNOTE-042 BER) (ZRMEMITsTEEH)
a B RIRS3 4 (SOC: System % (%)
Organ Class) AHIHE #== 375 it
FARFE (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)
MiRF 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
1M/ NS SiE 3 (05 1 (0.2 0 56 (9.1) 10 (1.6) 0
i
FRR IR RE TCAESE 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
L 31 (4.9) 0 0 184 (2990 7 (1.1) 0
A% 7 (11 0 0 31 (5.0) 0
/AR 15 (2.4) 0 0 97 (158) 2 (0.3) 0
—f - RFEER L OB G OREE
I 77 iE 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
AR AR AT
ALT 1 45 (71) 9 (14) 0 53 (8.6) 5 (0.8) 0
AST #471 41 (64) 4 (0.6) 0 42 (6.8) 2 (0.3) 0
Uit A 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
B R B L O A MRk E
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 F— 1 (0.2) 0 0 50 (8.1) 5 (0.8) 0
KM = 2 —a " F— 3 (0.5 0 0 41 (67 6 (L0 0
RN IS SRRy 7]
Jitifig e 43 (6.8) 19 (3.00 1 (0.2 0
R X OV T AR
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

728 AFIBEZ IS TRV RN B 49 41 (7.7%) . K% - B O i 10 41 (1.6%) |
HE OGRS (REHBEIREGRE, 2B, FARIES) 161 (0.2%) . MRS
(7« NU—EERESE) 1] (0.2%) | [FHEEREETE 76 1 (11.9%) . HRIREEEERE
%02 5] (14.5%) . THE(AFEAEFEE 34511 (0.5%) . BIEHEREREE 341 (0.5%) . EHERE

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

CER 1B (0.2%) . OB 16 (0.2%) K

N infusion reaction 6 141 (0.9%) 23#8D Bz, £7-. 1 BUBEIRIR ., 2% - BEET Al ARIE .

HOERGBEIE, Mok - BT, 5 & O B,

Se M /RIS PESRBESR YA K

OVRIFERPHIER O b e o To, REWERREBRIUI B F 5 (R MAERE 2 & i)

Za DR R 2T,
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(M- AE]

KB OFREFFEYEREET AL EZFMA LY I 2 b—2 3 02XV, KKl 200 mg %
Q3W, 400mg % 6 FEMHE (LT TQeW) & 95, ) XiX 10mgkg (KHE) % 2 @[
Mk (LT TQ2W) L9, ) TG LZBEOARF O iE PR E S RG S, ok
R, AH 400 mg & QW TH L L7ZEROAF D E HARRBIZ I 1T 5 A MG P (LA
T MCavgss) &9, ) &, AHAI200mg 2 Q3W TH G- L72FED Cavgss & HHEIT 2 & T
Shiz (F#) . 72, AH400mg % Q6W TG L 7= ARHK D EHIRREIZ I 1T 5 %
EE FIREE (LLF TCrmaxss) & VM9, ) 1, AHAl 200mg 2 Q3W T H- L72BRD Craxss
R L CREAZ R T ETFRISNIZE OO, HARNBEIZB O THEMEDRHER I LT
LR - HETH 5441 10 mglkg (RHE) 2 Q2W THE L72EED Craxss & Ll L TIK
EERTETRHENZ (FR) . S50, EEROERE 23R I2R4A] 400mg % Q6W
TG L=/ BT ER (KEYNOTE-555 i) 1 0 5 7= 34 HE-S < Ry dhne
WIA=2T VI ab—ra AR THILTCEYEIRE T A—2 LHEILT- (TR,
Iz T, BEOFEEIZIT 5 EERABREE IS D& | ARFIORER & & A XL et
& OR#EZ R DIRESST T VDR S, Al 200 mg 2 Q3W X 400 mg %
Q6W TH 5 L7-fROMRE & & A T2 et & O #EIZ DWW THRET SRR, bk
SEORE - HEOM THME R OZ 2RI e 22 BT v &Pl &Sz,

K1 FAOKYEE T A —F

[R— Comn Cave Coni Coras Coss Coninss
(ug/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL)
200mgQ3W! | (oo Vi | (77981 | (76183 | (917 941) | 498,510 | (308 3L4)
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 | gy | i | i | wmam | s | sy

+:n=2993, 100 BIDO ¥ I = b—3 3 I K0 BEH ST 8 FEO YL (2.5%05, 97.5%45) | Cmax @ FIEIE
H#OEEMIEFIRE. Cag : PIEIER 55 O MIEFRE, Crmin: PIEIRGH% (A 702 5D OFiRiE
EF'(};%E\ Crax,ss : ﬁﬁ%%é:%ﬁé%%ﬁm%ﬁjﬁfﬁ\ Cavg,ss : ﬁﬁ%ﬁgb:ﬁ&féﬁi@[ﬂl{%@{%}ﬁ\ Chin,ss : Hﬂiﬂﬁ%-ﬁﬁﬁl
BT B I AR 17 A

I @ 56 il DRATEIIME  (95%15 HE X [H])

§ : 41 Bl EEIE  (95%(ETHIX[H)

NA : %7 L
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4, FEFRIZOWVWT

AFNO I G1Z%F LT, KBS & U CTHERARERE (SFFE) At s
HZ D, UEGREZEYICER CTXAMHFA THIMNER DD, Z0D LT, EHEMLY
A 7 R BGEHE (RMP) (ZHD & | AHI OB G 22 S VERE SE B~ D i )R 23 & 2 Hi i
Tho T, REIOBRGPEE) I BF Z2W - FrE L, AFIORGIC LY BEE2RIWEH%Z
FHLLUTBRCRIET 5 2 BT LT OO~@D TR T A7z I Mgk (2B T
fFHT L& TH D,

@ #EHRIZHOWT

O-1 F@o (1) ~ (5) m#hﬁ_&éfém Y CThHDHI L,

(1) EAEFBREDEET D05 ABEEERLS RS (BRE RS A SR HERL SRR
%ﬁﬁh%ﬁ@%mﬁ%ﬁ\ﬂﬁﬂmﬁﬁrﬁﬁk)

(2) FrEMSHERRE

(3) HBENFIRAENFRE T DA BIREEEREE (DS ARSI T b, S AR
W 19mBE. 2 ARSI HEE R 2 &)

(4) ARACFRIEEZRE L, SREHREINE 1 XU R HHIEINER 2 O it a% FL
R D 21T - TV B fitiak

(5) PUIEMEEEEAI AL 7 BINEL OO it g% FE B I AR D JB H 21T > T D fifi ek

O-2  fifiE DAL SHRE K O] 1’EFH§°§£%H#0)§<TFE Ty IR & R RO ERT (FR D
WFINICRE S T D IERN) 23, B2 R OARANCE T HEROEEE L L TRESH
TnnHZ L,

*

o [ERIRFFISER 2 FOPWHEZE T L72iRIC 5 FLLEDO D ATRIROERIRIHE &2
ToTWHZ &, 96, 28U LT NAFYRERZ T & UEIRIES - OIHE %2
ToTWHZ &,

o [EARFFESE 2 FOMMINHE ZE T L721RIC 4 L LORKRERZ A L T\ D
Z&o ob 3ELLRIE, DD AVERYIRE A S e PR GRS D BRIRIHE 21T -
T2,

@ BENOEERRFEREHOEHNIZOVT

SR L A RIS IE 4 A BYE A DS S, BUERAZE D OB A, Ao - &
EMEEIREOE R OB IR NERE SR DI mit it FEESRNRE LGS 0RE
W, SNECMNITON D IREINE S TV Z Lk,
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@ BHEA~DXIRITOWT
@-1 MM REd % Bl

[PV MR B O HE R BIEA AL L72BRIT, 24 FFRIEZIRIRTHI O T, ik X
IREEE R BV T, FEEL L2 BITERNSIE CCTABRE B O CT O RIEM Q#5424
HAMRADORERD Y B PIGEO N, EBISIS A RER AR 8-> T\ Z L,

@2 EERFEHRICLI>AFEFSAMISICET HEH

ARSI HE D 2 B 7 sk K OB RE 2 AT D IR RIEFE DNEER =XV v 7
EHEOITEIROA T ) —= T EITOERE LR EZ LG TE 5 F— AEFRRE] 235
ESNTWDZ L, B, BIFEHIZHOWT, NABRE EZDOFBEICHDITEAmMmENT
WhHZ L,

@-3 BIfEADOZW LRI LT

RIWER (FEMEMEBIZINZ ., KIBX - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - IF2% - LMERRA 2, BEREMRE S RS RIEMERERE) . AWowkEE (T
MABEEIE T, PRI S, RIBEERERETE) . | BUBEIRIA, 5 & MR, filiZk - B
IRMEAE . BER ., B ORREREE (PEMERLZBIERAIE, BRI, ZA
BE, BHRIEIESE) . infusionreaction, MM - §lFsc, HEJEMMESE, MRkEE (F7 0 -
N U—EGREE) | Dk, BRERMIKRES (Gt MR TSR, i tEE i,
REFERES . BERERIERIES) | MEREBIEMRE. M) 13 L. Yikhiak XUTmpEE
JESEA DR A A3 5 AN & s U (RWEH OO IZRE L CTHRER OS2 5%
TONAEMICHHZ L) | EHIZHEURLENTE KGN ESTND Z b,
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5. EXH LD RE
[H2hEIZ B+ 2% F1A]
O AREIOBEMBEGIL FROBFIZBNTHIMEDN RSN TN 5D,
o ALFRIERE D72 EGFR Bin AR, ALK &8s 12 & O PD-L1 5
P (TPS=1%) OUIBRAREZRHELT - I DI/ Nl R s B
o TITFFHIKEE AL TRIERE A AT 5 PD-L1 Bt (TPS=1%) OUIERAHER
HAT - RO/ NatE RS (7o, EGFR B2 BIGM E ALK @G &
GO BETIE., FNFN EGFR F 1 20 % F—PHEH T ALK F 1
v —VHER ORI A9 5 BE)
72k, TPSIFRAT7 v ) X~ (BB X)) Oar =42 (54
PD-L1IHC 22C3 pharmDx [# =] ) ZHWTHIET HZ &,
@ AAOMOHEMEEEA] & OFHE ST FTRRORF BV TEER RS T
o
o AR LMUFE REORTZFF8AIL O HEE  ALFEIERED 72, EGFR &
B EREMER D ALK BEE s 1RO UIBRREE/RHEST « BROIER T L
EN Rl e
o HWNRTTFURONT Y ZFENNiEnab--N7 U XX EDOPFHES (b
B O 72 OUIBRARE 7R AT - TS O R R FE /N it B
@ ALFFRIERE D 72\ WHETT - B O IR/ IR MR B3 1X . PD-L1#R 4 C PD-L1BME (TPS
=1%) ThiUL, AAOBEME G2 EET H & Thd, £io, EELEEEITT
T DHARMICRIED 2V EF 2 B 5 B ICx LTIE, PD-LIFBURBLIC D 5
T FNE ORIk U Tt 2R B L FRE & O G2 BET 5 2 &n
T&E D, B AROEGIZH T > TX 2R T4 7 A > (B AN T2
LEBRT L L WY,
@ TFRLICEEY T D BE KT DARA O E G K OE A HIEIZ W Tk, AR OFHPED
ML SN TELT, AAOELGRE RS20,
o INEAHBREL
o QOTAAIDANMEIT S TR ML OFUEMEIEEA] & OHEH#% 5

WD 23 WA R T A (AARBERAR) (SBO T, BT A /ST AR R > o
(DECOG Performance Status 0~1 2 T 75 g% LA . XIZ@ECOG Performance Status 2 2 OB ETiX, %3
HARPUER] (REXXEL%) OBEFIRENPHERINTEY ., 20X 5 REAE T, E bEREICRH
LHARMEICHERHD EEZ NS,
%2 BCOG O Performance Status (PS)

Score EFR

0 | <ML <IEBTE 5, MWl R CHHFAEESHIRZ AT D,

PIREICI LUWEENIHIR S5 28, SITARE T, BAEERH > TOEREIFTH 2N TE D,

U gl o, wimsiee

BATRIRE CH Y OHEDOEY O Z L33 X CTHREEMEEIL TE 220, BHO 50%LL By R Tl =,

ROENTHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l d,

AW

E<BHT RV, ALGOHFOEIY O Z LFE TERY, BRIy R klFTHId,
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[tz B 4 5 F1E]
O TRICEYTHIREICOWVWTUIAFIOREN LD L SN TWDE Z b, &5 %21T
DN &

@

RFND S35 LIBBUE OBEERED & 5 B

TERATORHMEIZ B W T RIS Y T D BE IOV TR, AR O#F G 13fELE X u 7z

AR

L DOTRFERPUL R R NG EICIRY | HEICAKZEHT 2L 2BETE 5,
MR B OA P UIBE ED & 5 B

b0 1] 5 A A C TR Y & R 00 D BB S OB B 0D i St i it i € <0 S8 Y 1 i ¢
FEOMIZRIEMEZE R A LN D BE

H O ERB OO, SUTEMR A L < IXHEMED B Oz iE B OB ERED
b5 B

e g &M EE A 5Tr) Obh HEHE

TR DB X IBE 2 A3 5 8F

ECOG Performance Status 3-4 2 & 3
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6. REICELTHET NEHH

@

@

®

I SCERITIN 2 BUEIRTEER DR tT 2 ERMEEIZ 3D & ARA| O Feik J ONiE 1Fff

RO 7O B w2 o B L Co bR« 2 L,

TRIEBRAAIC SN D | B XX 2 OFEICHINE L OERR M2+ L, [RE 215

ThoEETHZ L,

FEREWERH O~ R T A MZDOWNT

o [MEMMEENSLDLOND Z ENHDLDT, RAIOEEIZHT- > TiL, YIHIE
W CEEIAL, PR IRIEE, W) ORERR &L O X iR 0SS, #lggs+
FATH 2k, Fo, MBS U THE CT, Mg~ —h—%FDOMmA % 3
HZ L,

e infusionreaction 23&% 5L 5 Z L3 5, infusionreaction 23R8 B ILIZ A IZ
L U ALE AT D &L b, IR RIE T S £ TEREDOREE I EE
T5HI L,

o HURERHEREREE. TEAEEREELRORIBEHERENHODONDLZ ENHDHD
T, ARAEIOF5-BRLART & OFe G- I E IS N WS RE MR A (TSH, 78
T3. bEHE T4, ACTH, Mt =L F Y — L EDRIE) 2 Eiid 52 L,

o BUENTR. MFARA. IFHRERES . Tk, B{EMERERDR L L bNDL Z 03 H D
DT, AKAEIOBE-BAGRT R O G- M S i3 E IR T BERERR & (AST. ALT,
y-GTP, Al-P, BV /LEHOMIE) 2Ef+T5Z &,

o SEIER (IERLOILEEHRERLET) EOHERERIREERH b D
ZERHLZOT, EMNCIROBE OFEEMRT H &, £z, IROBEFN
RBOOLNTHEITIE, HONCERENZZ2T 2L )BEFELRETLHZ L,

o KENOBEIZLY | BEORIEICTIRINT S £ E 2 BN DR IR BSHRNIE
NHLONDZENHD, RENROONTHEIIE, BELEFRIIS U
RLF Y 72 5k & R BR 2 Re DO Rl &g U Cali bl e BB BIRe W 21TV, JRE Ok
FONZ & 2 BWER BN 2561215 AR ORE I IE, K ORIE B R
NWEVRIOERGEEZBETDHZ L, 2k, BIBEREFRLVEYOELIZXDEIE
HOYGENFRD B2 WIGEIZIE, BIE E AR VE LSO & i Fl o e hn
LEETDHZ L,

o BEKRTH. BEMMNSEIARGE L THORIERANRET D Z 0B D70,
AFN OB TRICHRIEHORBUZHSITHEET D Z &,

o LAUBEIRI (BUE LRUBEIR A B ) bbb, BERPMES RV R—2
IZELHZENRHLHOT, Alg, Fl, EHFEDEROFEELCMBEEO R+
SEETDH L, 1 AERBREDNT-SGA IR G EHIEL, AR Y Ul
Hl OB GHEOEY)7REEITO Z &,

AR DGRV T, KEYNOTE-024 35 )2 O KEYNOTE-042 7B T3 5-B

W75 9 T L2, KEYNOTE-189 7B Cli& 5Bt 5 6 B KON 12 #HH, LU

BelX 48 B £ TOWMT L, D% 128 2 L2, KEYNOTE-407 3R Tl3#% 5-5A14

Mo 6EE, RBEBLNISHEE, UMIZ4SHEBEBECTORITE, ZOR 12T &

A IEDFA &2 4T > T2 2 & 2 BE10, AFIF 5 I E I migmA coh R

DIEREATH Z &,
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xEFERHEET A FT A4
RA7ul) Xv7 (BIEHEEEX)
(BR7%4 : ¥4 b —F SRERE 100 mg)
~EfEAE~

T2 92 (¥ 34 8 AWET)
A B




SR

1. IL®ic P2
2. AANIOFHH. (EHEF P3
3. ERIKRGE P4
4. FEFRIZHOWT P16
5. BHxtGL e b P18
6. HEHEICELTHETRXHIRA P19



1. IXT®IT

IS OGN < REMEDHEROT-DITIE, WA STEZEITE SVl E el 23R D
Bid, 5T, IEORFAROMEARNC L0 | FUREIRS 22 & OB 72 Hidi/E %
FFEIMPARINDLH T, 2N O DOEHKNZEICHLEREE IR 5 2 L3RR
PR L 72 o TR Y RREMBGEE & O FEAR T #2016 CEAE 28 4F 6 A 2 H BRI E)
IZBWThH, EHERLEOHHORBHEEZXS Z L LS TW5,

HRE RS T SRR M T 0 7 7 A VDB RO EI S, & B S 2
RHZENRNHD, ZOdh, MR OEEMEICET D ERN SR T 5 E TOR,
WHEILORBEEZ R 2T D 2 ENHIRF SN BE IR L THERT S & L i, BIE
FDFEBL LTS LB ekt 2 & D 2 & DN AREZR — 8 O E & i 7= I A% B T A
THZENEETHD,

L7eRoT, KA T A4 Tid, BARBERELZNE TICHELN TV EFITH -
BHER LM EED & | LU O E IR O it 708 ) 2 HEHE 3 2 BLA b B2 g B %
FROEEFRREZRT,

I, ARITA KT A %, MSIATEOE NESE SRR S, A ANR AR
BRR IR oy . — M E A B ARERRNRHE S KON RN B AR ER 2 O )
Db EER LT,

RIG L IR B EINL A b L—F EEEE 100mg (— R4 Na T X~vT (Eis
THAHLZ))

R E R DEIHR - AN R

MELRHOFEROHE . WH . BRAIZIE, XA7r ) XA~v7 (Barfiz) LT 1
[5] 200 mg % 3 3 IR I3 1 5] 400 mg % 6 3 [ R T 30 43 [
DT CTRIEFET 2, 7272 L, i liBRIEOLGE L, &5
T 12 AETET S,

il 3& Ik 58 3¢ & - MSD RSt




2. AAIOKK, 1ERKERF

FA ML—F iEEE 100mg (—4 - AT R U X~ 7 (BisHEfz), LUF TR
Al EvyH,) 1X, PD-1 (programmed cell death-1) &% d VU 4> KT % PD-L1 KON PD-
L2 L OfEAEZEHERET S, b MbIgG4 €/ 7 n—FAHKTH 5,

PD-1 & 13 T FAQ o0& BEARKSAE 2> & 6 2 72 O IZ 3 AVKIRE ASFI FH 9 2 3= 7 s 2 il 4
AA »F T, PD-1 (F, fEFEZRREBICEWDCEER T MildoMiamicgE L, 3om
P& SO % B e A X Tl 72 e g OS2 %, 705, PD-1 (XU v R Eff
AETHZ IRV PURSEERICL D v VT VinE 2 AICHIET %A KTH 5, PD-L1
DIEFMHMIZB T 2HBUT DTN TH LD, 2L OBAMITIE T Mlao@ s 2Mmz
HIFEWENCIE L TV D, DAKIICIIT S PD-L1 O & EIL, B, el .
FERMARE ., IRELE, FE/ NIRRT S O 2 A TTPRARRKR T TH Y | IRWAEFR L
OEBEMENRE I TWD,

B OB A DGR T% & PD-L1 BB OFHEEAMN S, PD-1 & PD-L1 ORI
D PERREIC BV CHEERKREZE S Z LRI TR Y iz N ATEROER &
LTHIfF ST 5,

AANL, PD-1 & PD-L1 X ONPD-L2 Dii U T2 ROFERZILESTH Z Ll kv, [EE
W NBREE T OISR AR ENE T U v SERATEMA L &, HUEE S 4 FHE (b
T2 Z L THEGNRARET D,

AFN OVEFIRE AT IS < M8 O G5 FORIC & 2 BIERSE 2 & b, B XTI
B AN B D, AFIORG R OB GHIIE, BH OB E 0TV, B RE
W BV AITIE, FEBL L7z WIS U 7= B 72 itk & 0B % O AT & s L Col
BI85 B2 24T\ IR EE DR RS K D RITER DN b 256121, BIRKRE RV
L FI OB GE DY L AT S LR D B,



3. ERPRARE
TR Bl O ARG IR 21T o 72 7R BRI R BR O Al 2 R,

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

EFRERE DI UIA BV A~T RGBT CLF AV LA~T 1 E0nD,)
EEERN2 LY A ETORTFRIERE 2 AT HRIGUIRAGE Ao ik AR B 42 4]

(B DR R 52 37 BI) Z x5, K 2 mg/kg 3 BRMRE (BLTF TQ3W) L1 9,)
B 5-OFIER NZRMEDNRET S 7z, 7B, G FEM CREBET RS D HEIT,
PREBHETT 2 R IR 3FR8 B AL 2 W DORFRINIZ R E L T 5 B T, IREILIRE O]
GRHE CRABEITARD DD £ TAAIO B G225 2 LN ATRE & &z, HERT
MHIE B Td 5 MR [RECIST H A R4 > 1.1 BUZHES < ddeflliEic L 5 524:28%h (CR)
SOTERS 2R (PR) ] X, 24% (95%IEHHIXH @ 12~41) Thol-, 7k, FRNIEHE L
7-BREIX 10%TH - 7=,

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

A VY AT X DI AT DRI AR B RAE RS 2 XU, RA 2
mg/kg Q3W 5 & Y 10 mg/kg Q3W 1 5-DHIWER L REN | ALTFHRIE (X ANy
Y. TEYOIR, ANVRTTTF XTI VAR NI INR T TF 3T ) H ¥
T, LT TNICCRE) EvH,) X E LTRSS, 728, MM CRAHETTA
R LN HAIT, TREEIT 2 R TER AR DN WEORRICZE L TWSHEE
TUE, WRIEI LA O WG FEAT TR BEIT B0 B D £ TAAIOB S ikt 425 = & 237
REL SN, EEFHMRE B XA (LT T0S) &9 ,) M OERE AR AR (L
T IPFS) &9 ,) & &, RANILFREE L g LT, PFS A BEIJIER L7z,

#1 BB (KEYNOTE-002 3ER)

AH 2 mg/kg AH| 10 mg/kg e==2-30
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 N — R 0.86 0.74
(95%CI) (0.67,1.10) (0.57, 0.96) —
P fii5™ 0.1173 0.0106
rhofefl (A ] 2.9 2.9 2.7
(95%CI) (2.8,3.8) (2.8,4.7) (2.5,2.8)
PFS™ | Hf— R 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 < FOHARFHE B ORI 6 B (= . % A

*2 : @RI Cox eHl N — RET M L BLE L Db, =3 J@hln 7o V7 RE




100
90
80
70

& 60
ESD-_
4 40 7
30
20
10

— 39 2mgrkg GBW
——— Z10mg/kg QAW
(R

at risk#
## 2 mg/kg Q3W
##110mg/kg Q3W
{ES8RGE

180
181
179

131
138
115

ekl LU R Rl BULARLALL (LU 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
——— A 10mg/kg Q3W
eC 3

at riskEy
A 2 mg/kg Q3W
##10mg/kg Q3W
{LZERGE

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%)



@UFFMFHMAHRER (KEYNOTE-006 35#%)

AY LTI BIEERO L NIA Y AT EEERN 1 LI AL FETO(L
SRR 2 T DARTR UIBR A RE 7 B SRl R 2 kRIS A 10 mg/kg Q3W BE 5K
10 mg/kg 2 BRI (LA TQ2WI W9 ,) BHEOFEMER LN, A B A
~ 7 aRRE LTS SN, ks, BEgAHE TRDEITARD b Ga I, Rl
T2 RIIER DT BN WEDRRRINIZ L E L T2 B Tk, REILLRE O B AR
THREMEITRRO D ETAFOE G 2k 5 Z L AHE & S v, ZEFHEEE
IZ0S OVPFES & &, AANFA B A~T7 LH#g LT, OS XO'PFS # HEICHERE L
76

#2 AuhakEE (KEYNOTE-006 3ER)

AFI 10 mg/kg AF 10 mg/kg AV L~T
Q3W Q2w
(277 f41) (279 1) (278 f31)
tgefE [A ] NE NE NE
(95%CI) (NE, NE) (NE, NE) (13,NE)
OS™ | NHF— Rip7 0.69 0.63
(95%CI) (0.52, 0.90) (0.47, 0.83) —
P {5 0.00358 0.00052
HdafE [A] 4.1 5.5 2.8
(95%C1) (2.9, 6.9) (3.4,6.9) (2.8,2.9)
PES™ 5 | AA— R 0.58 0.58
(95%CT) (0.47,0.72) (0.46,0.72) —
P i <0.00001 <0.00001

Cl: {3#EX[M. NE: HEEARA], *1 : PRAEITREO T — % 1 20154E3 A3 B v b4 7, *2: J@hl
Cox NP — REFMIC L DA B Y A~T7 L Ok, *3: @Hlna 75 7 E, *4 : RECIST &
A RTA4 2 11U IS < SE U 72 BFHR R E K OB PR 12 X 2 A, *5 : R REfARATRE D 7 —
Z 20149 H3HA By bF7)



B 50

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

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
11F

X 3 OS @ Kaplan-Meier fi#2 (KEYNOTE-006 :5%)

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

at riskE

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

2 4 6 8 10 12 14

HREREFEM A

231 147 98 49 7 2 0
235 133 95 53 7 1
186 a8 42 18 2 0 0

—

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



@[E BEIL A 2 MAHRER  (KEYNOTE-054345Rk)

TERUIRGO AT — VI WY o REAEEE (AR ZET) 2XRIC, ik
FIBNFRIE & U TAFI200 mg QAW L-D A MK O 2MN, 7T R ExteE LTH
PN Te, BEFHEE B I EERAGAHIN (BUF TRFS) W9 ,) & &, KFNETZ
AR L LT, RFSEHFITIERE L1,

#3 HEhMHREE (KEYNOTE-0543R8%)

AA200 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: 2. NE: #EART, *1 : PRETEOT —Z  20174E10H28 0 > A7, *2: J@5l]
CoxlbINYF— RET NI LD T TR EDLRE, *3: Bilue /7 7 BE. Q3W : 33 RikE

¥ 5., NE : Not Estimated

100 -
90 1
80 hh"‘-\“-
;g e \H—-\____._\._.‘-.
# 60 "~y
lI:E|-|I..b 50 A .'.-"-llﬂl-li—i
MR 40
g 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% ERERELEFHE B8]
ZAF1200mg Q3W 514 438 413 392 313 182 73 15 0
TSt 505 415 363 323 264 157 60 15 0

XI5 RFSMKaplan-Meierfift (KEYNOTE-0547335%)

(U AJCC (American Joint Committee on Cnancer) 12348 (55 7 1) (&S <FHM, A7 — YA TiLY
L ERN DEEREEL)S 1 mm B DA D Ix,

8



[Zz421E]

OEMNE I bR (KEYNOTE-041 #X5%)

AEFGIL, 4142 5] (97.6%) (258D b, IBBRIE & ORRBBENEE TE WA
L, 34/42 5] (81.0%) IZFRW HALTZ, FEBLED 5%LL EOREWERIZT TERD LBY T
HoT-,

#£4 BHEEDN 5%LL EORIER (KEYNOTE-041 3RE)  (RAeMMTxISER)
Bk (%)

2 mg/kg Q3WHE
42131

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

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

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

T 3 (7.) 0 0
—f - FEER L OB G ORRE

P IR 5 (11.9) 0 0
R AR AR AT

AST #471 3 (7.1) 0 0

TP BR A5 N 3 (7.1) 0 0
Bl H KO T kb= &

% 9 FEE 6 (14.3) 0 0

R INIR S IN A 6 (14.3) 0 0

R B 3 (7.1) 0 0

. EVERIZRE 1B (2.4%) . Kz - EEO TR 2 4] (4.8%) | IFHERERT 3
Bl (7.1%) . TEAHEERE 2 61 (4.8%) . FHRIERERTE 6 61 (14.3%) . infusion
reaction 1 5l (2.4%) KOS E D IER 161 (2.4%) 23580 bz, Eo, PREE (F7
o N LERERESE) | BIRRERRTE (RMAEREMER RS | BIBEE, 1 BRI,
HEDORGEE (BEHMBEIRIERRE, ZIPHEE, HREES) | R, HiR - BUUm
e, EUEREEE, Mot - BEIRAR, GDAhZR. SRR PR MRS PESRBER ., YA IR I
K ORIFERBSHIRR D S e o 7o, ARWEMZEBURILIBNESR SR (RRMAMR T 25
) ZELEFRREZ TR

@iEsh i 1 AHRER (KEYNOTE-002 i5R)

HEFESRIT, 2mg/kg Q3W #f 172/178 51| (96.6%) . 10 mg/kg Q3W #¥ 178/179 15| (99.4%)
JZ OV ICC B 167/171 ] (97.7%) (258D DAL, 1RBREE & DR EBERN B E TERWAE
FRIL, TNTFh 121178 # (68.0%) . 133/179 fil (74.3%) M TX 138/171 i (80.7%)
WD BV, WU ORETHILRN 5%LL EORIWERIZTEDO LB Th o7,



5 WIN»ORETRERN 5% EOEIEA (KEYNOTE-002 3RBR) (2Nt REH)

% (%)

FREBIKr$E (SOC: System

2 mg/kg Q3WE: 10 mg/kg Q3WH ICCH
Orga”f'aSS) g1798(1257‘IJ i 9178 gﬂJ i 1714?;]
HAGFE (PT: Preferred Term)

(MedDRA ver.18.0) 4 Grade Grade Grade 5 4 Grade Grade Grade 5 4 Grade G;aje Grade 5
EIEM 121 (68.0) 20 (11.2) 1 (0.6) 133 (74.3) 25 (14.0) 0 138 (80.7) 45 (26.3) O
Mg LY R fEE

2 ifi. 5 (2.8) 1 (0.6) 0 7 (3.9 0 0 35 (205 9 (53) O
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 3 AR T

AR IR B REAEC T E 9 (5.1) 0 0 13 (7.3) 0 0 0 0 0
B IR E

A 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% - BREEER LOREENOREE

0 i 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
PR IR A

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

RARIBOE 8 (4.5) 0 0 17 (95) 2 (1.1) 0 26 (15.2) 0 0
B R B L O%E A Rk S

EfiRnil 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 TR

KM= 2 — T — 2 (11 0 0 0 0 0 14 82 2 (12) ©
BERLTE 1 (0.6) 0 0 2 (11) 0 0 11 (6.4) 0 0
B2 6 £ 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 (1.2) 0 0
Z 5 FEIE 37 (20.8) 0 0 42 (23.5) 0 0 6 (3.5) 0 0
B2 21 (11.8) 0 0 18 (10.1) 0 0 8 (4.7) 0 0
ZIRINIIRZ 3N A2 5 (28) 1 (0.6) 0 10 (56) 1 (06) 0 0 0 0
M A BE 10 (5.6) 0 0 9 (5.0 0 0 2 (1.2) 0 0

728, 2 mglkg Q3W K TX 10 mg/kg Q3W BEICH W TENFh, I VENEE 1 41
(0.6%) KON46] (2.2%) . KiFZ% « EEO FH 161 (0.6%) K66 (3.4%) . ik
[ (T« N U—JEGERES) 2 6] (1.1%) KO0 fi, AHHEEREE 13 41 (7.3%) M
V15 5] (8.4%) . BHEREEE (RANEMEMEELRE) 161 (0.6%) KU1 H4] (0.6%) .
FEEAEEREREE 1 6] (0.6%) KON3 B (1.7%) . FUIRAREEREREE 14 1 (7.9%) KON 15
B (8.4%) . infusionreaction2 fiil (1.1%) &3 B (L.7%) . EHEDOKERESE (K&,
TERRAEBERE . ZTEALEE, JERIEIES) 15 (0.6%) &M 141 (0.6%) . ML 145 (0.6%)
K ON0 3, EEEAREE DHE O il Je OV 1 131 (0.6%) . Aide - BRSSO Il K O 1 5] (0.6%) .

10



WRCHE 55 0 BIRTH 2 B (119%) AR BITz, Eho, BITHE, 1R,
5% - BRECTHARSE, DAfJ6, SemebEiL MSRAPESRBER, T ILPER R AR 1
Wb B o T, ABWERITRBLI B S (AR 2 61) & aTkdt
AR

@A FEMAHRER (KEYNOTE-006 #X5#)

HEFESIT, 10 mg/kg Q3W £ 264/277 1511 (95.3%) . 10 mg/kg Q2W F¥ 275/278 4] (98.9%)
SO IPILAE 239/256 5] (93.4%) (1Z388 B AL, VRS & ORIRBERNA G E TE WA EHESE
Ld. FAFER 202277 1 (72.9%) . 221/278 f4] (79.5%) K X 187/256 1 (73.0%) |
WO BTz, WTIUDORETIBLED 5%l EORIWERIZTED LB THo7-,

K6 WTNADRETREED 5%LL EOBHWER (KEYNOTE-006 #R) (LM REM)

B (%)

B BIRSIHE (SOC: System

10mg/kgQ3WHE 10mg/kgQ2WHE IPI#E
O;ga”f'aSS) _ 277451 278451 25613

FEAGE (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 TT M E 7 (25) 0 0 17 (6.1) 0 0 6 (23) 1 (04 0
AR 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
PN 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) 0O

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
M A 5 (1.8) 0 0 10 (36) 1 (04 0 14 (55) 0 0
—f - A EFER L OB G ORE
1 5 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) ©
PR AR AR
AST #40 6 (22) 1 (4 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 R 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) 0 5 (20) 1 (04) 0
B K OV T ALk RE
Z 9 FEE 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 (1.6) 0 0

728, 10 mg/kg Q3W Ef M O 10 mg/kg Q2W BHICRBWTENFh, MR B 4 4
(1.4%) KON (0.4%) . KiFZ% « BHEO FH 10 61 (3.6%) MK ON13 6] (4.7%) . f#
fEE (X7 2« NU—IEERESE) 2 61 (0.7%) K ON0 B, ATHREREE 14 61 (5.1%)
J O 23 5 (8.3%) | EFREREREE (JRAE B RSE) 261 (0.7%) KOV 4 (0.4%) |
TEAEEEREE 1 6] (0.4%) KU1 61 (0.4%) . FUIRARAERE S 28 f31] (10.1%) KUY 33

11



B (11.9%) . REIBkEESE 161 (0.4%) L2 4] (0.7%) . infusion reaction 7 5] (2.5%)
KOVS i (1.8%) | L HUHEIRIE 161 (0.4%) K ONO0 B, BEEDKERE (FERREARSE
e, ZTEALEBE, JEHRIEIESE) O 5] L O 1 51 (0.4%) | S 1 451 (0.4%) J N 1 431 (0.4%)
e - BB RARAE 1451 (0.4%) KOV 0 i, g - #lMEZ O 5l Je Y 1 f31] (0.4%) | TR
IZ5E IR 3B (1.1%) KON B (0.4%) DB bivlz, £7-, EIEMEIGE, L
P, So I N PE SR BN . VAR I B OIRZFER GRS e 1=, AREIE
MFBLRDUIBIE RS (BAMAMERE 2 5T) 230EERE =T,

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

HEFERIIARAIRETIL 475/509 1] (93.3%) (2, 77 BHREETIL 453/502 51 (90.2%)
IZRBL LT, 1R L OREBEGEATE CERWVWEERERIL, AAIFETIX 396/509
(77.8%) 2. 77 & AREETIE 332/502 ] (66.1%) (ZHHL L=, WFNNORETRILE
M 5%LL EORIERIZTTFRDO LB THoTo,

KT DTN TREED 5%LL EOBIWER (KEYNOTE-054 3RR) (LM REM)

#= B B K & & ( soc: B3 (%)
SystemOrganClass) AFNHE Placeboff
HARFE (PT: PreferredTerm) 50941 50241
(MedDRAver.20.1) 4:Grade Grade 3-4  Grade 5 4:Grade Grade 3-4  Grade 5

SRIE 396 (77.8) 74 (145) 1 (0.2) 332 (66.1) 17 (3.4) 0
o WiBE

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

FRL PR 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 OREE

4 )9 48 (9.4) 0 0 34 (6.8) 0 0

il 143 (281) 4 (0.8) 0 135 (26.9) 2 (0.4) 0
e R A

ALT #4111 26 (51) 3 (06) 0 16 (32 1 (0.2 0
B i R B L OV SRRk &

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

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

TS 37 (7.3) 0 0 33 (66) 1 (02 0
MR ER. MOERES KON R P =

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

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

B 49 (9.6 0 0 32 (6.4)

7p B AFIFEZ BV CRIE MEMIR A 15 61 (2.9%) . K - BE O T 23 6 (4.5%) |
FFFREREE 46 61 (9.0%) | BHEEREREE (RAEMEMEBRLE) 26 (0.4%) . FEAHE
REREE 11 4] (2.2%) . AR IREERERSE 105 4] (20.6%) . EIFEHERERSE 5 4 (1.0%) .

12



1 BUBEPRSF 5 51 (1.0%) . 55 & 9k 2 6 (0.4%) | fh *ﬁ% e 1451 (0.2%) .
g 2 B (0.4%) . ESEMESIE 1 ] (0.2%) . DAsZ 1 61 (0.2%) I ONT infusion
reaction 2 5l (0.4%) MFRH LTz, Fiz. ffkkEE (%7/ NU—IEERESE) | EE
DR REEE (B RERERARIEWERE, ZIRLEE, *”ﬁf@g%‘:) o AR - RS SEME L
B PESEBESR  PRIMAME R i M OVIRZEBR S X b%ﬂfmwto AR ZEBLR DR
HESR (BARMRAEMET L E5T) %a@%#ﬁ%%%%
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Uik - HE]

RIGUIBRARE 2 M BB 2 x5 & U= MBs M AR SR (KEYNOTE-002 75k &
O'KEYNOTE-006 i) O#EF. 2 mg/kg Q3W. 10 mg/kg Q2W K O 10 mg/kg Q3W
DT LD L - HEIZB W THARANOF R LRI ZRITRD e o
77
KN O RHE S Eh REfRMT D S, FEMERAEREE 2T 5 200 mg Q3W # H-Kf o
AUCenc GEFIRBBICISIT 2 6 MM D FE-FRef b #R T EAE) O [10% 5, 90%
] mg-day/mL) % 2.16 [1.45, 3.04] mg-day/mL T&H V. 2 mgkg Q3W FHKED
AUCss 6wk (1.32[0.722,2.06] mg-day/mL) &Fa{EL L. 10 mg/kg Q3W F 5D AUCqs 6wk
(7.49 [4.32,11.3] mg-day/mL) % F[a]->7=,
M RAMEEE 2R & U ARH OWRER 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,
AHNORHEMRYEEET LV EZFHA LY I 2 b—2 3 280 AH 200 mg %
Q3W, 400mg % 6 MMM (LLT TQeW) & 9,) X 10mgkg (KHEH) % 2
Mk (CLF TQ2W] W5 ,) TEAE LIZBEOARAIOD Mg HIRE P E S iz,
ZDFER., KA 400 mg &2 Q6W TH G- L 7=BOAK| O EH IRREIZ I 5 FH M iE
FIREE (LT [Cavgss) &VM20) 1. A 200 mg 2 Q3W TH L L7ZFRD Cavgss &
T 5L FlEne (FR), £/, AAI400 mg 2 Q6W T L L 7ZBROAHA|D
EHIRRBIZ BT D e m g FIREE (LLT TCmaxss) &V 96) 13, AFAl 200 mg 2 Q3W
TEG LTEBED Chaxss E I L CTEEZ T ETHIESNTZH 0D, BARAANBEIZE
WTHARMENHER SN TWD L - HETH HAH) 10 mgkg (REH) % QW TH
B UTZBED Craxss & I L TIREZ R & Tl Sz (FR), S 6, BERANE
B 2R RITAHK 400 mg % Q6W T 5 L 7=/ B 1AHFAR (KEYNOTE-555 #5%)
L 0N FEREIZE S S EYBEE T A —FF, VI 2 b—T a3 ISk D Tl
L7cEWEhe 7 A —2 LFRIL7. (TR), M T, HEEOEEIZH T 2 KRR
BREGRE IS & | ARFIOMREE & &AM X T2 & OB A2 REH 2B SE
TIVIMEZ XL, AAl 200 mg 2 Q3W X 400 mg 2 Q6W TH 5 L 7-BROIRFE &
AT N & OB OW TR S Lo )Ry EREOE - HEDORTH
SR R OV BRI 7 22 BT 7 & PRl E 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 (58.55?§9.7) (27.277-38.1) (17.%35,3.118.3) (91.3?.984.1) (49.?3??1.0) (30,2(,)'3?1,4)
400 mg QBW! (12;,2;4) (32.%?';2.7) (10.%1(.).50.8) (14%3%?49) (50.?%1.3) (19.33(,)'230.9)
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 DI = L—3 =3 02 K 0 B S SEEO hIUE (2.5%45, 97.5%45) . Cmax : A
BEHOREMEFIRE. Cag : FIEHEG%ONEMIEFIRE, Cmin : FIEHEGHE (A 7V 2 5051 OfKin

(%EF'/&%};E\ Crax,ss :

RIS I 1T 2 Bt 17 i B2
11 56 BRI (95%(F FHIX[H])
§ 1 AL BRI (95%(= FHIX[H])

NA : 472 L

15
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4, FEFRIZOWVWT

VG EIBR AR RE 22 M E R B 1253 2 kGRS & U CTHRE G IIE (A1) 2355
BNTWNDZ END, YEHELHEUICERTX HMHTHILERNH D, TD LT,
I Y 2 7 EHGEHE (RMP) (M5 & AHI OB G 22 MR ARTE B~ {7 ) (R 238
B HMEE T > T, KRN OG- DEO) e BFELD2W - FE L, AFOFREGIZ XD HER
RIERZ B LTRSS T 2 2 & BB el LT OO~@ DT & il 72 T ik
IZBWTHERTHIRETH D,

@D #EHRIZHOWT

®-1 T%@(nﬁvw)@wﬁMﬁ_&éﬁém Y CTHDHI L,

(1) FEAEFBRKENEET 20 A2 EEHENSRRES B RA A REEEIL SRR
HIE S A2 S S ML R P i&iﬂzﬁw;ﬁﬁif BeZa &)

(2) FrEEREIFLL

(3) HEMFRAFENFRET 203 A HGEEEFFE (DS AR WL, 25 At
Wb IIEBE, S AR HERE R R &)

(4) AKRALFHIEEZHE L, SREFRENR 1 SUISSRAL 2B 2 Ok KL UE
AR DR AT > TV D e

(5) PUEEMERERL AL BN O FEHEI AR D 21T > TV D ek

®-2 %‘Tﬁ%@ﬂ%@ﬂﬁ?ié?ﬁ&(ﬁ%’”’ﬁﬂ%%\éiﬁﬁ%@iﬂi oy i RN & R BR A RO RN
(FROWFTNNITEEY T DER) 23, YEZEROAFICE T 2IGROBMEE & LT
BlESNTNDZ &,

B

o [ERIRFFISR 2 FOPWHEZE T L72RIC 5 FLLEO D ATBIRDOERIRIHE 2
ToTWDHZ &, 96, 2FURIE, DAFMIREL T & UIZBRERG - ONHE %
ToTWHZ &,

o [EEMEFFEUS% 2 FOYMINHEZE T L72RIC 5 FELL Lo R EEMEESZ RO
KRR AR L TCWD I &,

Q@ PBENOEEBBEREEDOMEHNICONWT

EEGERERICEE T 5 TEDEE S, BESENSOEFRE D, A - &
e ﬁ%ﬁ’)fﬁ?&@”@fi&()\[:ﬁﬂiﬁ X AR, AEERDBAE LGS oS
RS, EDRHESODITON D IEH RS TWNWD Z L,
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® EBIHER~DRRITDNT
@-1 BIERARBRE ORI B35 B

R PEMR B D EE A BITEA N A LT-BRIC, 24 BRRI2IRIRHIO T, Mk X
VB R (23T, FEEL L 2 BIERNCS U CABREHE L O CT &0 FIVER O BRI 2
B EDORERNY HHRIZE G, EHICRHIGC TR AEHINE > TWND Z &,

@2 EERFEHICLHIAEFFSNICET HEH

DN AR 2 B 2 sk B OB RE A2 9 D IR HE DN EER =X U v 7
EHEOITIROA T ) —= T EITOERE LR EZ LG TE 5 F— AEFRRH] 235
s TWbZ L, k. BHEKEIZCOWT, DABRE L ZFOFBEICHFSICEmENT
WhHZ L,

@-3 BEHERADZEr xRN LT

BIER (RVEMEMEEICI X2, KB - Mgk - BEO TH, BUEFX - R4 - I
BERERE T - TR - M LMENR/E 25, BRkREmEE URMEMEMERX%) | WomwEE (T
MAMRERE . FURIRREERE . RIBRREERRESE) | L AUBEIRIN, S & MR, ik - 14
KWORRMEIE . FEJe, B ORIERETE (PR BT, RERMEIRE R, 27
FLBE, FARIEIESE) | infusionreaction, AM4E - BfifJe, EIEANIESIE, MhfkkEE (X7
Vo NL—IEBERESE) | L. B MREEE (R MR PESREEE . Vs ik
i, JRIFERES, MEPRRIERIESE) | MEKERAEGERE. M%) 1Cx LT, YiZhnsx ]
UTHEE R OB FIVE 245 2 AT & L (RIEA OB SIcB L CTHRE L O
BEZTONDOIRCHD L) | BHHITHEYRLEN TE HEGINES>TNDH I L,
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5. B#GxtB Lt BE
(G 2hEcBE§ % 31E]
O TROBEIZBOTAROHEDEN RSN TN D,
o ALTFIERED 720 L OMEHEIERE O & D AR OISR ANRE 70 B A fE s
o ERYIRBOAT -V TV OEMEAREBE BT Dk MBhERE
72%. BRAF BicARZAT5HEICHVTIL, BRAF [LEANC L 160 H EE
THI L,

@  FREICEEY T D ARBIOPEE K OMEFH 5 IEIZ DN TE, ARANI OB ZIMERHESL SN TR
59, AFlOEER LB,
o fhOPUEMREEAIEOPH L TR S EE

(e EIC B4 2% FH]

O FRECEY T HEFICOVTIEAFIORGENEZE SN TWDH Z &b, &5 51T
brpnz &,
o ARHFNDEITIZHT LIBBUE OBEERE O & 5 B

@ THRERTOFHIHIZB W T FRRICEZS T 2 BF IOV TR, AFORGIFHELE I 70 n

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

o [WEMEMEEOEIUIBED & 5 B

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

o HORERBOAOF SUTEMR A L IEFEHMEO B o R OB T RED
RN ey

o JEEREE GEMSHIRBHEE L B T) Ob o EE

o MO IIBEE AT HEE

»  ECOG Performance Status 3-4 "2 D EH

(2 ECOG ® Performance Status (PS)

Score EFH

0 |E&SMELIETE 5, BWATE R LA EAERSHIRZ AT D,

PIRENZIE LWEENIHIR S 1525, BTHIRE T, B > TOERIITO 2N TE D,
RS N 2

BITRRETCH Y OHOEY O Z L3N THREZSMEEITI TE 20, BH O 50%LL x> FAACilE 29,

ROENTZESOEDEY DZ L LTEXRY, BHRO 50%L EE2 Xy R+ TimId,

F G VS I O]

ELET RV, BOOHFOEIY O Z L34 TERY, BRIy Rk THIT,
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6. REICELTHET NEHH

® ® ©

WA SCEF TN 2 BOEREEE D TR 2 ERME T D & ARH O REME K OV EAE

RO 7O B G H 2 B L T bR« 2 L,

IRIEBRAAIC SN D | BB LT OFRICA MR Otz +a L, AR5

ThoRETHZ L,

FREWEH O~ 2 A MZOWNWT

o [MEMMEENSHLDbND Z ENDHDLDT, REOEGIZHT-> T, PIHIE
W (BGIv, PR IREE, RS ORER L OWIES X SRt O Ehids, #lggs 1
FATH 2 b, Fo, MBS U THE CT, Mg~ —h —%FDOMmA % 3
HZ L,

e infusionreaction 3% HIDH Z L 03&H 5, infusionreaction 2358 H AL AT
L EURALE AT D &L IS, IR RIE T S £ TREDOREE B
T5HI L,

o FURERFEREREE. TEAERELRORIBTEEREN S OO BB DD
T, ARFIO B G- BAART & O G-3RI H 3 E 0 N  WHERERR A (TSH. bEhf
T3. bEHE T4, ACTH, M= F Y — L EDRIE) 2 Eiid 5 L,

o BIENTR. MR, IFEREREE . TR, S(EIERERDRH LoD 2 &h 5
DT, AKAEIO BB AGRT R O G- M S i3 E IR T BEsEMR & (AST. ALT,
y-GTP, Al-P, BV /LEHOMIE) 2EfT 5 &,

o FEIERK (MEREOMLEEHREREET) EOHERIREELH b s
ZERHDLZOT, EMNCIROBE OFEEMRT HZ &, £z, RO N
RBOOLNTHEITIE, HONCERENZZ2T2 L )BEFELRET L L,

o AREFNOEHIZIV | WEORIEMIGTRINT 5 £ B X LN DHER A 7R BN EE
NHLONDZENHD, RENROONTHEIIE, BELEFRIIS U
BLF Y 72 5k & Rk 2 Re D[RRl & g Ui bl e BB RIS W 21TV, I8 DSk
FOSE £ B RWER D S 2355101%, AR ORIETH IR, K ORIE E A
WEVRIOEGEEZZBETHZ L, 2k, BIBREFRLVEYOEEIZXDEIE
A OYEERFRD IR WIGEITIE, BB RE ARV o LIS O S i #l oisin
LEETDHZ L,

o BERRTH,BEMMNSE L ARB L TOrLRIERNRERT LI Z 0B D720,
AFN OB TRICHRIEHORBUZHSITHEET D Z &,

o I AUMERRIE (BIE 1 BUBEIRIEAZ 5T) b bbiv, PERFEES R T v R— X
IZEDZENRHLHDOT, A, O, EHFEOIEROBECMAED L2+
SEETDHZ L, 1 BBERBEREDN -G REEZ Il A2 ) U#
Fl O 55 OME) I LEEITH Z &

RVEEIBRANRE 22 M R AR B F IO 3 2 BRI, AFIOBRKRRRICB VT, &5

BALEDN G 3 I AL, Z LA IR, #5866 1R 6 B Z & oAbk

MiZAT> T2 &L E2BEIC, AFEGEHITEMNCHROMREEITHI Z L.

SEARYIERE O M BANEERE ~OM S MBIEE & U CTEHT 2 BRI2IX, AR DERK

ABRICBW T, BGBENSEEBERE T 12 #BE I L I2aM0 247> T
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122 & BBEBI, AROBRGTITEBNROMRE 21T O Z &, ok, ki)
ke LTHEAT 25E810F, ARIOFEGHIZ 12 VAETETDHZ L,
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REFERAEET A KT 1
Ra7nl) Xv7 (B FHEEEX)
(74 : %A M A —4 EFEE 100 mg)
~HHEARSF ) UNE~

YR 2 94111 (%1348 AKET)
BA A




ER/N

1. LI P2
2. AANIOFHH. 1EHEF P3
3. ERIRRGE P4
4, FERXIZOWT P7
5. BHxtG L e b P9
6. WEHIZEL THETRXHIH P10



1. IXC®IC

=S5 DH N « B RMEOREROT-OIZIL, I SCEEIZE S W2 Ee AR D
B, 6T, ITEORFEHNOMEAIZ LY | FUREIKS 22 & OFHH 72 Frll/F A%
FRIESEMDPEB I NDHF T, 2o OEEMLZ BICHLERBEITRIET 5 2 L EREO
AR & o TR Y RIFMBGER & SO FA T #2016 (FRk 28 42 6 A 2 HEERE)
IZBWThH, FHERLEOHHORBEHEEZXS Z LS TWn5,

BFORERE ST, B ERCLZ 2T 0 7 7 A VBB FOESKEL & B 5 5
B ENRDHDH, ZOD, HIMEROLEMEICET S ERN ST 5 E TOR,
WMELEIL DO BE LR ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
FDFEEL U= BE 72 kb & & D 2 & DS ARE 72— 8 O B &3 7= 9 R B < fd
THZENEETHD,

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

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

WG L IR DEIS, XA bL—F R 100mg (— %4 Xa T n U X~ GBI
THAHLZ))

R LR DMREIHR « R SUTEREME D YA % ) i

MNEERDAEROHE - WBH, A, a7 nl) X+ (Barkz) LTl
[0] 200 mg % 3 3 [E AR 313 1 18] 400 mg 2 6 1 [#] IR C 30 73]
DT T RIEFET 5,

3G IR 5¢ ¥ & - MSD RSt




2. AFOKK, {ERBERF

FA ML—F RiEEHE 100mg (— %4 - XA T7r ) A~ B HE#z), LUF IR
Fl EvvH,) 1%, PD-1 (programmed cell death-1) &% dD Y %> K Td 5 PD-L1 & T PD-
L2 L OfEAZEHERET S, b MbIgG4 €/ 7 v —FAHKTH 5,

PD-1 #2313 T Al e o0 2 B SAE 2> © kAU 2 72 I 03 AVKBRE 23R FH 5 % 32 7 50 22 ol )
AA »F T, PD-1 (F, fEFEREBICEWDCEER T MildoMia£micgE L, 3%
P& SOt % B e A B X TRl 72 oS UG A HlH 95, 372 BH . PD-1 13U o K&
AT D LICEYHURZERICL D V7T vimiEe Akt 2% /K TH 5, PD-LI
DIEFEMIKICIB T HHBUTDO T TH L0, Z< ONAMETIE T Moz 2
HIFEWMENCFB L TV D, DAFIICEIT D PD-L1 OEFEBIL, B, M.
JHAREE . IR0, FE/NHIRaNTE 72 & Ofix AT THRARRK T TH Y | RWAEFE
& OB HRE STV D,

B OB A DGR T#% & PD-L1 BEEOFHEEAMN S, PD-1 & PD-L1 ORI
DEEREREIC W T EEREEI 2 5 Z L AVRIB ST L F- 7203 ATEIE DY &
LTHIfF ST 5,

AANX, PD-1 & PD-L1 X O'PD-L2 Olj U > ROFEREREST S Z L2k, 5
WUNBREE T ORISR AR ENE T U S ERATEM L S8, PUEE e 2 s AL
T 52 L CHUEENRARET D,

AFN ORI 2 2 B DS RISIC £ 5 BHEA S S b, BESUIIEEIC
DRI B D, AAOBGHROBGHIIE, BEOBIEE HHITIT0, BEH IR
D BTG AITIE, BB L HGUTIE U B 2 ik & B8R & FF o R Af & L Col
Y72 BRI 21T\, BB DS RIS K 2 BIMER 2 Eb L 88T IE, RIS R AL
B LI OB G S O R ILE & 1T 5 LER D D,



3. BRI
I TEEE MO IR % o U oSO ERIE 3 21T o 7 B2 R R o
R A R,

(A %2h]
BRI O AHRER (KEYNOTE-087 #kf5Hh)

FFEUTEHRTED H AR % v U o lEE (210 B, BARAN 10 flA2&Te) OLLF
D3 ODAKR— FEZHRGIT, AFH 200 mg 3B LT QW] &), ) &5
BEIME R OV ZEVED B S vz,

- HEGE MBI THRIC, 7Ly F o ~T REF UK BiRREZ T -8
F (ah—h1)

- HFEEMEBHEBHEIERIS THY . hoT LYo <7 XRFUIC L DIEEE

2T BE (2h—1h2)

- BFEE MBS MRBRERITRIC, 7L Y X ~T XRF UL DIEFR (—RIBEX

ITRARILFERIEDO—BRE LTOT LY Fr~T RRF AL HAHEHRITE £ 72
V) BT TCOARWEE (adk— R3)

2B, EG I TR BT D SN AIT . REEITA R IIER SR by
LOWRENICLZE LTV D BE T, /k@uﬁw Gl CRBETVRRO ONDET
KRB DR G 2T D2 ENFREE Sz, FEFHMEEE T©h 5 B8R (LFET IWG
criteria (2007) (25 < FIHEIC L H5E428%) (CR) Xi*ﬁ 725%) (PR) OFEIE) |
£ 1OLBY ThoT, 2B, FANIRE INZEERESDEIL. WThoak— lﬂb
20% ToH -7,

#£1 EOMERE (KEYNOTE-087 3ER)

aR— k1 IR — 2 aR— 3
(69131) (81451) (60751)
78740 (CR) 15 (21.7) 18 (22.2) 13 (21.7)
. | #9375 (PR) 35 (50.7) 35 (43.2) 27 (45.0)
BiEK -
(%) “Z7E (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%(EFE X [#) (60.4, 82.5) (54.0, 75.7) (53.3,78.3)




[Ze21]
[EI B HL (R 26 1 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 FHRFN 50U EORIER (KEYNOTE-087 38 (AN SEM)

PEEBIR¥E (SOC: System Organ Class) @fé;/(f/;)g

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
MiEF LY v REEE

I ER A I 11 (5.2) 5 (2.4) 0
P53 WA

B B A REAK T i 26 (12.4) 1 (0.5) 0
B GRS

T 15 (7.1) 2 (1.0) 0

GV 12 (5.7) 0 0
—% - RHREER L O GEA OREE

5 19 (9.0) 1 (0.5) 0

F&H 22 (10.5) 1 (0.5) 0
PRI E

R 13 (6.2) 0 0
MR, MaZhds K OMERRFREE

Nk 12 (5.7) 1 (0.5) 0
FeIE 8 X OV TRk =

Je5 16 (7.6) 0 0

ek, RVEMERER BT 6 B (2.9%). KGR - EEO FHIT 3 F] (1.4%), FPRpEE
(7 v - NU—EBEREE) 1 X161 (0.5%) . FEEREREE I 8 il (3.8%). HUIKIEEEME
E13 29 B (13.8%) | fh ¢ « BERUH ALEIE 13 2 41 (1.0%) | infusion reaction 1% 17 f51] (8.1%) .
SEIBERIZ2H (1.0%) ROHRIT 1A (0.5%) T bk, 72, EEDOKE
bR (R RERGIRIRAEMERE, SZIALEE, FARRIESE) . FIRIFEREREE, RIBHREEREE, 1
ROPEIRIE ., BAkRerEE (RAEMEMB RS, Bk, HEMEIIE, MK - Bk, &
P I/ IR P SR BN . VA IMAE R 1 & R ZEEREE IR B AL DN » 7o, REIVEF 3B
W EFRS (RAMEMRET L ET) 230EIBRETT,



(At - HE]

KB OREEFSEYBREET LV EZFH L7Zv I 2 b—32a 2k v ., KK 200 mg %
Q3W, 400mg % 6 FHMMHE (LT TQeW) & o5, ) XiX 10mgkg (AHE) % 2 B[
Mk (LT TQ2W) L9, ) TG L7ZBEOARF O iE PR ESRG Sz, ok
Fe. AL 400 mg & QBW TH G- L7=BEOARHF O EFIRREIZ IS 1T 2 Mg iR (LA
T Cavgss) &9, ) &, AHAI200mg 2 Q3W TH G- L72FED Cavgss & HHEIT 2 & T
Shiz (F#) . 72, A#400mg % Q6W TG L 7= AHK D EHIRAEIZ I 1T 5 %
E G FIREE (LLF TCrmaxss) & VM9, ) 1, AHAl 200mg 2 Q3W T H- L72BRD Craxss
g L CEEZ T E TSNS OO, BARNEFIZE W TERENFHER ST
HHE - HETH 5% 10 mglkg (RH) % Q2W THH: LTZERD Craxss & Ll U TIK
EERT TSN (TR) . ST, EERAHEEBE % XIGITAHK] 400mg %2 Q6W
TG L7/ TR (KEYNOTE-555 iBR) K 0 155 7= FHMEIC S < Ky Hhhe
NRIA=BFT v Ialb—ra Al PRILICEDEE ST XA —2 LML (F&R),
Nz T, BE ORI 5 BERRBREICE S & | AR ORE & & HM T2tk
& OR#HZ R DIRESST T VBEE S, A 200 mg 2 Q3W X 400 mg %
Q6W THH L7-BROMEGTE & & AME T Z 2N L OREIZ DWW TIRFT S /R, k
SO A - AEOM TR OV S22 R T 0 &Pl S iz,

K3 FAOEYBE T A —F

[ Crax Cawy Crnin 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
0GR QW| gy | aanase) | unim | aeees | s | (93200

+:n=2,993, 100 [BDT I = L—3 3 XY BFH N7 % EEO R IE (2.5%,97.5%4) |« Crmax @ FIEIH
H#OEEIMIEFIRE, Cag : PIEIR 5% O MIEFRE, Crmin: PIEIRGH% (A 702 5D OFiRiE
EF'(};%E\ Crax,ss : ﬁﬁ%%é:%ﬁé%%ﬁm%ﬁjﬁfﬁ\ Cavg,ss : ﬁﬁ%ﬁgb:ﬁ&féﬁi@[ﬂl{%@{%}ﬁ\ Chin,ss : Hﬂiﬂﬁ%-ﬁﬁﬁl
BT B FeARumn i e

I : 56 FIORELIE (95%(E X [H)

§ 1 41 Bl EEIE  (95%(ETHIX[H)

NA : %7 L




4. FEFRIZDOWT

KRR U CHERBERE (2FFRE) T TnDd Z énb, Uikl 26
UNZERTEZ DA THINERDH D, D LT, RKEIOERG-N#EY) 2 BE 220 - §F
E L, AFOEGIZI Y BERBWEHZIBL LIRSS T 5 2 &R 72D, LUF
DO~@DT X T & THRICBWTHEHT & ThH 5,

O HERRIZOWT

D1 T (1) ~ B) OVWTIIEYT IR THD Z &,

(1) BAEGFBRENET 20 V2 EEHEN SRS EE R AR L SR Pt
HIE )N AR B EEHL R T, HUIR DS ARSI RE e &)

(2) FrEREERPL

(3) HEM IR ENFEET 203 A HOEEERRE (DA EWRPL. 23 A2
W IRBE, 23 ARSI HERE B e &)

(4) AHRALFIEEZHE L, SRAEFRENE 1 USSR 2B 2 Ok 5L UE
AR DR AT > TV D filiex

(5) PUEEMERERL AL BN ORI AR D 24T > TV D ek

DO-2 HEAKR T2 U X JEOL SRR R ORIVE R B O %S+ 50 7 ik & R
Bra R oERT (FEOWTIIIIEYS T DIERN) M. YEZ2FEROARRNZE T 5 1BED
EEHEL L RESINLTWND Z L,

#*

o [EEMEFFESE 2 FOUMINHEZE T L7212 5 FELLEDO D TR DB IRIHE 2
ITHoTWBHZ L, 96, 2L RIX, BAZEMEEZ £ & UEERIES S OHE 2
ToTWBHZ &,

o [ERMEFFES% 2 FOUMMHEZE T L72&IC 4 FFLL EORZEREZ A L T D
Z L, 9B, 3FELL T, EMmAREMENEL O 2 A SEY L 2 B TR IR R S OAHE
EIToTWnWBH T &,

© BENOERBFEREHEOKHIZONT

2R A 1 B BRICAEF 9 2 R DS S, BUEARZED b DA O, ﬁ?ﬂJ M - 22
Btk S ol i&@ﬁ'gii&@[:ﬁﬂi%? X D IR medt, AEFRNEAE LIS OE
FH . FRESDITT DL IEHINE > TN D Z L,




@ EBHWERA~DOXIRIZOWT
@-1 fEsk Iz BE 4 5 B

B MERR B O EE R RITERA N RAE LZBRIC, 24 BRRIR2IRIKHI O T, Y%k X
TEEE R 123\ T FEL L7 BIEANICIS U CARBEE L O CT ZOFIVEH ORI &4
B EDORERN Y HHRIE G, EHICRHIGC TR AEHINE > TWnWD Z &,

@-2 ERNEEEHICL H2AFELMNHICHET 2 EH,

IS ARSI HE D D B 22 Gk e O RE 2 A T D IR EAE DEER T =42 ) v 7
EEOIERDOA T V== TEITOERE & HHREZ LA TE 5 F— AERIKH 23V
ESNTWAZ L, B, BiEHEICHOWT, RABRE EZDOFBEICHFSITAmENT
WhHZ L,

@-3 BHEADZWrox N LT

RIWER (FEMEMEBIZINZ ., KIBE - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - IF2% - LMERRAE 2. BEREME S RS RIEMERRE) . AowkEE (T
TERPRREFE S . FRIRR RS, RITRERERETE) . | BUBERIA. 58 IR, 7k - B
TRMEAE . BER, B O RERE (PEMERLBIERAIE, BRI, ZA
BE, B RJEIESE) . infusionreaction, M - BlEESc, HSEAN M E, MRkES (7 -
AN USRS | D2, R Mk FEEs (S M il VIR B A M SR B . ¥ PR I
PREFERES . BEFRRIERIES) . MIERERIEMEE, %) 1Sk LT, Yikhsx T pEE
JERSEA DR 2 A3 % AN & s U (RIWEH OO IZRE L THRER OS2 5%
TJONAEMICHH L) | EHIZHEEURAENTE LRGN ESTND Z L,



5. EXIHB LR DRE

[B2h B3 % 1]

O B FiE MR RGIE SUIR A O T3 U EHR O iR o % U v
/WQ%%_kwT$ﬂ®%xwﬂm3éMTwéo

©@ TREICEEY T 2 BB AT D2AF OFE KL OHERITIEIZ SV TR, AAIOA R
MESLSNTELY, AAOHREGHR LRG0,
o AEFRIERIGRO B,
o MOPUENERELA & O,

(&4t B4 % 9]

O TRICEYTHEEICOVTUIARROEENEERE SN TND Z b, #5517
Dlanz L,
o ARAIDORSTIZ R LIBEUE DBEEIED & 2 B3

@ IREETOFHmIZ I T TR uEféﬂ‘%)'%% ZOWTIL, AFIOEGITHEE S N2
D, AOIREERPFUL A 2 NGEITIRY | HEICAFZEHT 22 2BETE D,
 [HHE ﬁ%f$@AﬁXi%E@%é$%

o JaESE AR A CRE R 258 2 B K ONE B o F B i it 2% <0l e M fiti 2%
FEOMMIZRIEMEZE N A BN D BHE

o HORERBOAD, UXEMERZE L IXHEFREMED B CaZ R B OB TR O
b5 BE

o EERBMEE (&R A 5 T) Ob b ERE

o WEORGESUIEE AT 2B

*  ECOG Performance Status 3-4 "V

(ED  ECOG & Performance Status (PS)

Score | EF

0 | &<MERIEEHTE S, BT LlFE U R EAERPHRZ AT D,

PRREIZI LUEBNIHIR S 525, BTAIRE T, BRI > TOMERIITH 2 &N TED
Bl - BEOFE, FHEE

BTRIEECHSDOH DRI O Z L 13T N THEEEDERILTE W, HHD 50%LL EiZ~<y FACiE I,

BHNTZEHSOHEDEY DZE LATERY, HFD 50%LL EE2Xy RO T Z1,

AW

ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,




6. BMEICEL THEETREFE

O  IRFASCEREIIIN A, BEIRTE S D IRAT 2 BB 1T D & ARHI O Fetk K& OV 1Efif
DT OIZ B HZ I L TR 5 2 &

@ JBREBIAICENL D BE T F OFRICE MR EREE oA L., FEE25S
ThoETHZ L,

@ FEREWERHO~RT AL MZDOWNT

MEMEMERR D LoD 2 EDRH LD T, KO GIZHT=> Tk, WIHE
W (BG0v, PR IREE k) ORER & O X fRfRds o i, BlEx+
AT O T &, Flo. BELTS UTHES CT. MiF~—F —F O 2 FEhi+
5k,

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

FURISEERE . P RAHERE K ORIBRERENHODONDLZ ENH DD
T, RHNOFH-BAGET L O G-I IE SN wrsRe iR (TSH, 078
T3, 8 T4, ACTH, I =L F > —VEDRIE) ZEMET 5 &,

BIERF 2%, A4, ITREREREE . TR, S{LHERERNH L DNLZ 03 H D
DT, AHNOEG-FAMERET R O 58 I3 E M iTseER A (AST, ALT,
y-GTP, Al-P, B U LB EHOHE) ZEMTH &,

SEIEE (MR L T BHRAER 25 T) FOEERIREERNS bbb
ZENHHOT, EFICIROEFE OFBEMHRT 52 L, £, IROEF N
RO OLNTHEEITIE, HONCERENZZ2T 2L )BEFELRET L L,
AHNOBEGIZLY | WEORIERINIERT 5 &5 2 bILbHEk A 7B E
BHOLLNDZ ERDHDH, BEDPBOONTLEICIE, BELEFRIIS U
BEPHEY 70 itk & ARk A B O Rl & s U ClE bl 22 8 B Wr 247 o
FOSZ & D BWER R BN 2581213, AFIORIESUI IR, K ORIE RE R
WEVAIOBRGEZZRT DI L, ok, BIERERLVE L OEREIZEDENE
HOYGENFRD B2 WIGEIZIE, B R E AR VE LSO & 1 Fl o e hn
LERET DL,

B TR, BORRI 5 AfRE L T LEERD BT A2 B3 H 579,
AFNOEGHETRIZGEWEHOFRBU A 2ITEET D 2 &,

1 BUBEPRIS  (BIE 1 BUBEIR S &2 & de) Db bbiu, BERPES 7V F—T &
IZELHZERHDHLOT, Aig, Bl EHFOIEROFEELCMBEEO R+
SEETDHZ &, 1 EEREA OGS IR EERIEL, AR 8l
H O bE DO R LEZITH Z &,

@  AA|OEERRERICIBNT, BEGHAND 12 1 Z & ITHMEORHE 217> Tz Z
EEBFIT, ARG TITEHRICEIGRE THROMEREZ1T I Z &,

10



XEFEHEET A R A
RAT7u ) XA<v7 (BETHBEZ)
(BR7E4 : A MA—# K 100 mg)
~ R LR~

YR 2 941 2H (%1348 AKET)
BA A




ER/N

1. LI P2
2. AANIOFHH. 1EHEF P3
3. ERIRRGE P4
4, FERXIZOWT P8
5. BHxtG L e b P10
6. WEHIZEL THETRXHIH P11



1. IXC®IC

=S5 DH N « B RMEOREROT-OIZIL, I SCEEIZE S W2 Ee AR D
B, 6T, ITEORFEHNOMEAIZ LY | FUREIKS 22 & OFHH 72 Frll/F A%
FRIESEMDPEB I NDHF T, 2o OEEMLZ BICHLERBEITRIET 5 2 L EREO
AR & o TR Y RIFMBGER & SO FA T #2016 (FRk 28 42 6 A 2 HEERE)
IZBWThH, FHERLEOHHORBEHEEZXS Z LS TWn5,

BFORERE ST, B ERCLZ 2T 0 7 7 A VBB FOESKEL & B 5 5
B ENRDHDH, ZOD, HIMEROLEMEICET S ERN ST 5 E TOR,
WMELEIL DO BE LR ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
FDFEEL U= BE 72 kb & & D 2 & DS ARE 72— 8 O B &3 7= 9 R B < fd
THZENEETHD,

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

I ARITA RT A %, MSIATBOE NE SRR O, AME AR AR
BRI s . — At FE N B ARERIR N B E 2 R O FE N B ARIBRE B 72 O W
Db EAERR LT,

KG L I HIEIEN XA M —F SR ERHE 100mg (— k% AT e X~ T (Eis
THREHL %))

KR ERDMMEUTHIE: © DS AL\ CHE I U 72 ARV YIBR AN RE 72 IR I b B

MEERDREROHE  @% ., AT, *a7vn ) XA~7 (Ealfz) LT 1
[8] 200 mg % 3 W [A]HIME 13 1 (5] 400 mg 2 6 fHfE kR T 30 57 fH
DT T RIEFET 5,

& R 58 ¥ & - MSD BRIt




2. AFOKK, {ERBERF

FA ML—F RiEEHE 100mg (— %4 - XA T7r ) A~ B HE#z), LUF IR
Fl EvvH,) 1%, PD-1 (programmed cell death-1) &% dD Y %> K Td 5 PD-L1 & T PD-
L2 L OfEAZEHERET S, b MbIgG4 €/ 7 v —FAHKTH 5,

PD-1 #2313 T Al e o0 2 B SAE 2> © kAU 2 72 I 03 AVKBRE 23R FH 5 % 32 7 50 22 ol )
AA »F T, PD-1 (F, fEFEREBICEWDCEER T MildoMia£micgE L, 3%
P& SOt % B e A B X TRl 72 oS UG A HlH 95, 372 BH . PD-1 13U o K&
AT D LICEYHURZERICL D V7T vimiEe AlchHliEaT 225K CTH 5, PD-LI
DIEFEMIKICIB T HHBUTDO T TH L0, Z< ONAMETIE T Moz 2
HIFEWMENCFB L TV D, DAFIICEIT D PD-L1 OEFEBIL, B, M.
JHAREE . IR0, FE/NHIRaNTE 72 & Ofix AT THRARRK T TH Y | RWAEFE
& OB HRE STV D,

B OB A DGR T#% & PD-L1 BEEOFHEEAMN S, PD-1 & PD-L1 ORI
DEEREREIC W T EEREEI 2 5 Z L AVRIB ST L F- 7203 ATEIE DY &
LTHIfF ST 5,

AANX, PD-1 & PD-L1 X O'PD-L2 Olj U > ROFEREREST S Z L2k, 5
WUNBREE T ORISR AR ENE T U S ERATEM L S8, PUEE e 2 s AL
T 52 L CHUEENRARET D,

AFN ORI 2 2 B DS RISIC £ 5 BHEA S S b, BESUIIEEIC
DRI B D, AAOBGHROBGHIIE, BEOBIEE HHITIT0, BEH IR
D BTG AITIE, FB L2 HGUIE U B 2 ik & B8 & FF o R Afl & L L Col
Y72 BRI 21T\, BB DS RIS K 2 BIMER 2 Eb L 88T IE, RIS R AL
B LI OB G S O R ILE & 1T 5 LER D D,



3. BRI
M AACERFRER \THEIE U T2 ARIBUIBR AR RE 72 R b R O KGRI IZ Gt 247 - 72 £ 72
PR FBR O s % 7T,

[G2hE]
[ BRI R 25 T AHGRER (KEYNOTE-045 #5#)

7' F TR 2 G AL RIERET A T 5 RPTET M USRS M O SR K b RO B
542 5 (HAN 52 il & Ede) Z x4, AHI 200mg 3 HEH R (LT TQ3WJ &5, )
B G- OF MR VL BMEN ALTFRE N7 U Z X', I\JZ?%JZ/I/X%;* vinflunine)
2L UTOHE SN, ek, BGEHE CHERBETHR O b =HEE1, EEET

Z R TIER DT G IR W EDERIRAYIZL E LTV 5 BH T, ﬁt@uﬁnp@@{%ﬂ?ﬁﬁf‘
RIBEITDFRD DAL D £ TAFOE G ki + 5 2 L REE S 7c, EEFHMEEH X
AN (0S) K OVEHEIEA I (PFS) & &, ARFNbSEIE & eig LT, OS
EHBIERE L (F1ROXD

*1: 77 TSR E ST LFERE (—RIBE) RICRBEITERD RS, KO 7 F R E ST
LRI L BAFAT - R MBMEARE 12 7 B DINIC S LI B BSAAN DL,

*2 : ARFRTIE vinflunine 1ZIRARTH D720, X7 VXXV I REZXEZLOWNTINERIRL
77



7 1 KEYNOTE-045 3B DB MHERAR

AF1 200 mg oe=2-30
Q3W
(270 1) (272 1)
oSt i [A] 10.3 7.4
(95%(ZHE X [H) (8.0, 11.8) (6.1,8.3)
N Rt 0.73
(95% 15 #A X ) (0.59,0.91) -
P {5t 0.002
PFSTl thfil [H] 2.1 3.3
(95%/15 FE X [#]) (2.0,2.2) (2.3,3.5)
N — R 0.98
(95%{5 #A X [H) (0.81, 1.19) —
P fiifb 0.416
T TR DT — 2 120169 A TH A AT
o @R Cox eI ANY — RET M K A 529 & Ol
S @hla 7T U E
I': RECIST HA T A > 1.1 fIZ IS < Pz A el e
100 7
90 7
80
70
& 607
& 50
§ 40° \\
30 5 MM—H
20 ] —— smoomg W
10 7 PRE
O a6 10 12 14 16 18 20 23 24
at risk® e R)
Z51200mg Q3W 270226194169147 131 87 54 27 13 4 0 O
= P 272232171138109 89 55 27 14 3 0 0 O

1 OS ® Kaplan-Meier #i#f (KEYNOTE-045 35%)




[Ze21]
[EI B[R ZE AR RS  (KEYNOTE-045 35#)

HEFEGIIARKIRE 248/266 5] (93.2%) K UMb IERE 250/255 41 (98.0%) (2788 B
L. RIPERIZE N Z L 162/266 5] (60.9%) K& T 230/255 il (90.2%) (2788 Hivlc, A&
FIHE THBLEN 5% L, EORIERIZTRO LB THhoTe,

2 FEED 5% LEOBIER (KEYNOTE-045 3RE)  (LZA&MAITRER)

#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 IBhEE
T 24 (9.0) 3 (1.1) 0
0 29 (10.9) 1 (0.4) 0
—i% - RHEER O GEALOREE
I F7 i 15 (5.6) 1 (0.4) 0
W 37 (13.9) 3 (1.1) 0
FREN 17 (6.4) 0 0
Rt L OvseaspmEE
AARIHIR 23 (8.6) 0 0
BeE ¥ KOV T AEAk R
Z 9 FESE 52 (19.5) 0 0
433 22 (8.3) 1 0.4) 0

723 AFIFEZ BV TRIE MR 10 41 (3.8%) « Kimdk - EEE O T 7 4 (2.6%) |
MRS (72 - NL—EBERSE) 16 (0.4%) | TFHEEEREE 14 651 (5.3%) . HUKAR
BEREREE 23 15 (8.6%) . WIEHEREREE 1] (0.4%) . BFFEAERETE (JRAE FIRMER 2
%) 141 (0.4%) M ONinfusionreactionl f5] (0.4%) iR L, Tz, HEEDLERE
(RIS R, Z2TALEE, BORRIESE) | T EEMaERE S, 1 AR E, k.,
A - BERURRIE . EEARIEDRE, DR, K - BEIRR, 5 &0 MBS, ki
BRI PESREESF . PRIMAE R I M OVIRZEERIEE 1IR80 D72 o 72, AREIWER R BLIRILIXES
HHESR (BAMEMEET L) 230EHERERT,



(At - HE]

KB OREEFSEYBREET LV EZFH L7Zv I 2 b—32a 2k v ., KK 200 mg %
Q3W, 400mg % 6 FHMMHE (LT TQeW) & o5, ) XiX 10mgkg (AHE) % 2 B[
Mk (LT TQ2W) L9, ) TG L7ZBEOARF O iE PR ESRG Sz, ok
Fe. AL 400 mg & QBW TH G- L7=BEOARHF O EFIRREIZ IS 1T 2 Mg iR (LA
T Cavgss) &9, ) &, AHAI200mg 2 Q3W TH G- L72FED Cavgss & HHEIT 2 & T
Shiz (F#) . 72, A#400mg % Q6W TG L 7= AHK D EHIRAEIZ I 1T 5 %
E G FIREE (LLF TCrmaxss) & VM9, ) 1, AHAl 200mg 2 Q3W T H- L72BRD Craxss
g L CEEZ T E TSN OO, BARNBEFIZE WO TR R ST
HHE - HETH 5% 10 mglkg (RH) % Q2W THH: LTZERD Craxss & Ll U TIK
fEzrdEFPEnN (FR) , &5, BEAERAMMEBE Z 552K 400mg %2 Q6W
TG L7/ TR (KEYNOTE-555 iBR) K 0 155 7= EHMEIC S < EiyHhhe
NRIA=BFT v Ialb—ra Al PRILICEDEE ST XA —2 LML (F&R),
Nz T, BE ORI 5 BERRBREICE S & | AR ORE & & HM T2tk
& OE#EZ R DIRESST T /VBEE S, Al 200 mg 2 Q3W X 400 mg %
Q6W THH L7-BROMEGTE & & AME T Z 2N L OREIZ DWW TIRFT S /R, k
SO A - AEOM TR OV S22 R T 0 &Pl S iz,

K3 FAOEYBE T A —F

[ Crax Cawy Crnin 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 W\ gy | s | unim | aeees | s | (93200

+:n=2,993, 100 [BDT I = L—3 3 XY BFH N7 % EEO R IE (2.5%,97.5%4) |« Crmax @ FIEIH
H#OEEIMIEFIRE, Cag : PIEIR 5% O MIEFRE, Crmin: PIEIRGH% (A 702 5D OFiRiE
EF'(};%E\ Crax,ss : ﬁﬁ%%é:%ﬁé%%ﬁm%ﬁjﬁfﬁ\ Cavg,ss : ﬁﬁ%ﬁgb:ﬁ&féﬁi@[ﬂl{%@{%}ﬁ\ Chin,ss : Hﬂiﬂﬁ%-ﬁﬁﬁl
BT B FeARumn i e

I : 56 FIORELIE (95%(E X [H)

§ 1 41 Bl EEIE  (95%(ETHIX[H)

NA : %7 L




4. FERIZDOWT

KRS & Ul AR (2FRE) N ONTWEZ Enh, Yild 4
UNZHETE Digk CHOIMERH H, T D LT, AKF OGN w7 B85 220 - §F
E L, AANOBRGIZL Y EELRRIERZRB LIRSS T 5 Z &R0 ERT=D, LIF
DO~BDOT R T &G - THXIZBWTHEAT 2 XEXTH S,

O HERRIZOWT

D1 Tid (1) ~ B) OVWTINIHEYT IR THD Z &,

(1) JEAFBREDIEET 20 AREEIL SRR G E RS A2 RGEEERL FUR B
HIE )N AR B EEHL R T, HUIR DS ARSI RE e &)

(2) FrEREERPL

(3) HEM IR ENFEET 203 A HOEEERRE (DA EWRPL. 23 A2
W IRBE, 23 ARSI HERE B e &)

(4) AHRALFIEEZHE L, SRAEFRENE 1 USSR 2B 2 Ok 5L UE
AR DR AT > TV D fiex

(5) PUEEMERERL AL BN ORI AR D 24T > TV D ek

O-2  R¥E EEE DAL E K ORIWE I BLRE O %S 443 22 Fnak & #R8R 2 F¢ D il
(FROWT NN A T DIER) 23, BEZZFERORANCET 28R OEMTE & L
THEINTWDHZ &,

#

o [EEMEFFESE 2 FOUMIMHEZE T L7212 5 FFELL LD D TR DB IRIHE 2
ITHoTWBHZ L, 96, 2L EIX, BAZEWEEZ & LUEERIERFOIHE 2
ToTWBHZ &,

o [ERIRFFIGER 2 FOPMHEZE T LIRS 4 FLL EOWIREGFZ DR IRIHE
7o THY. 95, 2HEU T R LR DM A TR 25 Lo D3 AR TR DS
RWHEZAT> TV H Z L

Q@ PBENOEEBBEREEDOMEHNICOWT

IR HRE BEICE T T 2 LA S E S v, REEEENSOFRE D, Ao - %2
AVEEIRFRE R OB B L NERNE IR D iRt AEFRBBE LGS oHE
EH. FERHSHIATONDIEHINE S TNDH T &,




@ EBHWERA~DOXIRIZOWT
@-1 fEsk Iz BE 4 5 B

W MERR B O EE R BITER R AE LZBRIC, 24 BRRIR2IRIKHI O T, ik X
VEEE SRR 123\ T BB L RIEANSS U CABREE K O CT 2 OFEIVEH ORI &4
B EDORERN Y HHRICE G, EHICRHIGS TR AEHINE > TWnD Z &,

@-2 ERNEEEHICL H2AFELMNHICHET 2 EH,

DAZRICED 2R L R 2 BT 2 ERIEEEPEIERE=42V 7
EHEOIFRDOAY ) —= T EATOEIRE & fFlZ G TE 5 F— AERFIRH 23
iESNTVWAZ L, 2B, BIEHIZHOWT, BABE L ZOFECHIICEmMmENT
WhHZ L,

@-3 BHEADZWrox N LT

RIWER (FEMEMEBIZINZ ., KX - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - T2 - BEMERRAR 2, BHRER S RS EMEBRE) . NWomwkEE (T
TERPRREFE T . HURIRERREIR S . RITHERERETE) | 1 BUBEIRIA. S E IR, Mk - B
TIRMEAE . BER, B OREREE (WEMERLZBIERAE, BRI, Z2A
BE, B RIEIESE) . infusionreaction, AN - BMEESc, HSEAN M E, MRkES (7 -
AN USRS | D2, B 70 Mk FEEs (S M il VRS M SR B . ¥ e I
IREFERES . BEFRRIERIES) . MERERIEMEE, %) 1Sk LT, Yikhsx T pEE
JESEA DR 2 A3 % AN & s U (RHWEH OO IR L CHRER OS2 5%
TONAEMICHDH L) | EHIZHEURENTE LRGN ESTND Z L,



5. EXIHB LR DRE

(G 2hEIcBE§ 2 351E]

O 77 FFR/H T G FIRIERE 2 A 5 /T TYE AT O R R
FIZBW AR O NERREES N TN D,

I

D fE

E

@ TRICEZYS T 2 BE T 2 ARKANOBE L O FIEIZ DWW TR, RFIOAF D
ML SNTELT, KFIORGR LB,
o TITFFRIHNE G AT X DR O I W EE,
o FF ORI,
o fhOHUEMERELA] & OOFH,

[Z iz B4 5 F1E]

O TRICEYTHIRFICOVTUIAKORENR LD L INTWD Z Enh, &5 %21T
r YA A RPN
o AHNDOESTIT KR LIRHUE DO RBEAERE D & 5 BHE

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

D, AOIRERPFUL A 2 NGEITIRY | HEICAFZEHT 22 2BETE D,

o [HEMMEEOEIUIBED & 5 B

o B E{E R A CRE R 258 5 B K ONE B M 0 F B i st 2% <0 R g M fiti 2%
FEOMMIZRIEMEZE N A BN D BHE

o HOMEBEROADE XUXEMERZE L IXHFHEMEO B O REEDOBHERE D
b5 BRE

o EERBHIE GEMEHaBHIEL ST) ObHEE

o MO IIBEEE AT 5B

*  ECOG Performance Status 3-4 "D

(ED  ECOG & Performance Status (PS)

Score | EF

0 | &<MERIEEHTE S, BT LlFE U R EAERPHRZ AT D,

PRREIZI LUEBNIHIR S 225, BATAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL EE Xy R+ T2 d,

AW

ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,

10

BATRARECTH A O OEY O Z LT F N THEEIZBERTTE 20, HHP D 50%Lh Eid~y R Tl 25




6. MEIZBEL THEE T REFIH

O  IRFASCEREITIN A, BUEIREES DRI 2 ERFE T -D & AR O FeE & OV Ef#
DT OIZ B HZ T L TR 5 2 &

TRIRBARICIENL S | BB XX E OFIRICAHINE R EREZ +o3 L, RE x5
TmbEGT5HZ L,

FEREWERH O~ R T A MZDWNT

@

®

MEMEMERER D oD Z ENHHDT, AAIOBRGIZHT- > Tk, PIHE
W (BG0v, PRURIREE Wmkes) ORER & O X MRiRds o i, BlEx+
AT O T &, Flo. BELTS U THES CT, MiF~—F —F O/ 4 Fhi+
5k,

infusion reaction 23 & ©H 0I5 Z & 3% %, infusionreaction 23728 H AL HGA T
X, WUREZIT D & &b, JERDEIE T S £ CHRE DR L /0T 8l5
T5HI &,

FURISEERE . P RAHERE K ORIBRERENHODONDLZ ENH DD
T, RHNOFH-BAGET L O G-I IE SN wrsRe iR (TSH, 078
T3, 8 T4, ACTH, I =L F > —VEDRIE) ZEMET 5 &,

BIERF 2%, A4, ITREREREE . TR, S{LHERERNH L DNLZ 03 H D
DT, AHNOEG-FAMERET R O 58 I3 E M iTseER A (AST, ALT,

y-GTP, Al-P, B U LB EHOHE) ZEMTH &,

SEIEE (MR L ITE AR ZET) FOEERIREERS bbb
ZENHHOT, EFICIROEF OFBEMRT 52 L, £, IROEFE N
RO OLNTHEITIR, HONIEREEL =2 T2 KO BEBLIEET HZ &,
AR OBEGIZLY | WEOGERINIERT 5 &5 2 DLk A I RESORTE
DHOLOLNDZ ENRDHDH, BEPBOONTLEICIE, BB LEFRIIS U
BEPHE 70 ik & AR A RO Rl & s U ClE bl 22 8 R W 247\ ot
FOSZ & B BWER R BN 25581213, AFIORIESUI IR, K ORIE RE R
IWEVAIOBRGEZEZRTDHI L, ek, BIERERLVE L OERGIZEDEIE
HOUGENFRD B2 WIGEIZIE, RIS B R VE LSO 5% i Al e hn
LERET DL,

B TR, BORRI 5 AfRE LT LEVERDP BT 22 13 H D720,
AFN OB TRICHRIEHORBUZHSITHEET H 2 &,

1 BUBEPRIS  (BIE 1 BUBEIR S &2 & de) Db bbiu, BERPES 7V F—T &
IZELHZERHDHLOT, Aig, Bl EHFOIEROFEELCMBEEO R+
SEETDHZ &, 1 EEREA OGS IR EERIEL, AR 8l
H O bE DO R LEZITH Z &,

AENOEERRIRIZ N T, &S 9 MR, TALIRITR GGG 1 F/MIE
6 WRIMHINE, #GBLEG 1 AFLIEIE 12 HFME CHMEOFHMIZ1T> T\ Z
EEBHBIT, ARG TIIEHRICEIGRE THROMEREZ1T I Z &,
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XEFEHEET A R A
NhT7u ) A=T (BicFHEER)
(BR7E4 : A A —& K #E 100 mg)

~MSI-High #F 3 2 EFE (EEARIERIPIENERGEICRS) ~
~MSI-High ZH 3 5%/ « ERE~

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



ER/N

1. ZL®ic P2
2. ARENOF. (FHKT P3
3. ERIRRGE P4
4, FEFRIZHOWT P14
5. ®hHxtGE LB P16
6. HEHEICELTHETRXHIRA P17



1. [FLHIC

=S5 DH I « B RMEOREROT-OIZIL, IR SCEEIZE S W2 Ee AR D
B, 6T, IEORFEHNOEAIZ LY | FUREIKS 22 & OFHH 7o Frll/F A%
FFEIMPEKRBINLH T, 2O DOEEKLZFEICHLER BT IR 5 2 L BRED
PR L 72 o TR Y RREMBGEE & O FEAR T #2016 CEAL 28 4F 6 A 2 H BRI E)
IZBWTH, EHMERLEOMFHORKE(LHEEZXNL Z L &S TWn5,

FORE R E ST, SRR BT 0 7 7 A VDS EDEIK L LB S TR
RHZERDD, ZOD, HMELROLZRMICET 2 EHMN +0ERT 5 £ TOR,
WMELEIL DO BE LR ZIT 52 EPWIRE SN D BFICK L THERT 2 & &b, BIFE
PN U= B 72 kb 2 & D 2 & DS ARE 72— 8 O B &3 7 9 R B < fdi
THZLENEETHD,

L7eRoT, KA KT A4 TiE, BIFERES ZNE TITE LN TV A EFEIH -
BHEm R S & | DUTF ORI O e H 2 HEEST 28800 6 MR 2R 5 2
FROEEFRREZRT,

B ARITA RT A %, MNATEBUE NEE S EREE R S, A tHEAR AR
BRI s . — M FE AN B ARERIR N E & & Ot AN B AR IR 7= O )
Db EFER LT,

RIG L IR HEISL A b L—F EEERE 100mg (— R4 a7 X~vT (Eis
THAHE %))

REERDMENINGE 1. DAACTFRIERITHEE LIET - BROEEE~ A 7 T
T A4 MZENE (MSI-High) &9 2 EEHE (BEMER IR A A
R AR D)
2. IBEYIBRRREZR AT - BROEBE~ A 7 v T 74 FRL
EME (MSI-High) A 5860 - E ke

MNEERDRMERORE - @, AT, 2a7nl) X~7 (Earlfkz) LT 1
(5] 200 mg % 3 MMM IE 1 18] 400 mg % 6 # R T 30 75
DT TR ERET 5,

3 % # . MSD #hath

;3
=
o




2. AEIDOYEH. ERAEF

XA M —F BIEHE 100mg (—i4 XA 7r ) X~v7 GBEEFHHHz) BUF TR
Fll EvvH,) 1%, PD-1 (programmed cell death-1) & %D U %> K Td 5 PD-L1 & T PD-
L2 L DOfEEZEHZMEET S, B MEIgG4 £/ 7 v —TF LHURTH 5,

PD-1 #2813 T HifE S s (RS 2> D ki 2 72 DI 2 AR A3 FI 5 5 3 7 S 7 il 4
AA w F T, PD-1 1, RIS TEER T MifuoMinLmIcBELL, B %
P I s % B Lo AR LB STl Rl 7 50 RS & 35, 7B, PD-1 (XU o REfE
ATHZ LKV PURZRRICL D v 7P Ve AICHIET 5% B/ K TH 5, PD-L1
DIEFFFEIZ BT 2HBUT DTN TH LN, Z<ONRAMIETIE T Mo 2z
HIFEWMENCFB L TV D, DAFIICEIT D PD-L1 OEFEBIL, B, e,
JHHERE . IRBLRE . FE/NBITE 7 & Ofx N T TR ARR - CTH Y | IRWVEER
& DM HRE STV D,

BED N /DGR T4 & PD-L1 EHOFEEME) S, PD-1 & PD-L1 OFfRIKIINEE
DHPERREIC BV CHEERKREZE S Z LRI TR | Hiiz/e N ATEROER &
LTHIfF STV 5,

AANX, PD-1 & PD-L1 X O'PD-L2 Oj U > ROFERELEST D Z Llck v,
W NBRBE TR O RS OGS SN T U S ERATEMAL &8, HUlEE S 2 FEE L
T 52 & THIEG IR Z T D,

AFNOVERBE 2D < B ORE RIS X 2RITE-E)R & b o, BESUIELTIC
EDLAREMD D 5, AANORGH R OEEGRIZIT, BEOBIEL TITATV, BEH
D BTG EITIE, FEH LT F RIS U RPN 22 ik & BB 2 Ff O PRl & i L Col
BN 8RR W 2 ATV B DSERISIC K D RIER 2 B 2 56 1213, BB RE AL
RO GHEDWY) IRALE 24T 9 MER D D,



3. ERFRAHE

(3 AL I U T2 T - B OEME~ A 7 a¥7 T4 b ARZEN (MSI-
High) #H 7 5EEE (BEENZRIGENRERGAICRS) ) KO NEEYIRAGE /2
1T BROEHE~A 7T 74 MARZEME (MSI-High) 263 5868 « EEE] O

PRI M 24T o 72 T 72 iR akBR O plift 2 7~ 9,

B, TEHEE~A 7T T4 NRLZEME (LU IMSI-High) &\ 95,) 267 5E
FCBE LT, TPCRIEIZE W MSI-High & HIE SN2 ) 2BXT 5856 (k) 12
I% TMSI-High (PCRYE) Zf 7 5EE ] LRIL L. DNA I R~ v FEEHEEE OIHED
boEEBEXNT LA (L) . 72 BIPCR EIC XL Y MSI-High XX figifkilb -y
& (LLFIHCI E W) ) JEIZE D I A~y FEEEEDO KB (LLF T[dMMR] &9 )
CHESINT-RE] BN 554120k IMSI-High #6792 HB¥#% ) £ L7z, THCE
12X 5 MMR #i#t & PCR L2 L D MSI A D —ERI% 96.6~98.7% WV ThH 5 = L%
DHEINTWD,

[H20E]
<D AL T U= 11T - 5% D MSI-High 281 2 [EER  (FEAER) 227503
W25 A IZRD) >
DE B HE S TR (KEYNOTE-164 &8, =tdh— K A)

7 oAb IV URGUEBMEIEIES, XYY ST F RO Y T R KR
(2 X DAL O & 2 16 YIBR A GE 72T « B9 D dMMR X3 MSI-High (PCR %)
W BT DA - EIEEE 61 B (HARNTHIEETe) ZXRIC, AHKI200mg3 ¥
FfkE LT TQ3W] &9 ,) EEDHNMEK VMR BET Sz, ok, WG
i CHEEEIT IR0 LN T HEIC BT 2 R JHER DR O S N WE DO RFRIIZE
TE LTV 5 B TIE, RIEILLRE O BfG RN CHEEBEIT 3580 H LD £ TARAI O 5% ik
T HZEAREE STz, EEFHMIEE Th HE20F [RECIST A4 R4 2 1.1 iR
ICES S HIHEIZ L 5584882 (CR) XiXimwZE2h (PR)] I2OW T, ABRIZEEk
SN 6l PIOFEREIIR 1 DOLEBY THoT-,

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

V) g C B\ T, THCHEIC £ 0 R A~ v FEH # 2 /%7 Tdbh % MLHI, MSH2, MSH6 /% PMS2
DWTNNDFBINRD LR WA IMMR, PCRIEIZED 2 2L LD~ A /0T 5 (4 h~——T
KINLIBIR T ED Y A X O S L7256 MSI-High (PCR %) &HIE Sz,
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#F1 BBHRAEDRRUVEHR (KEYNOTE-164 BB, =H—F A)
(RECIST ver.1.1, BT RIRERZE, PIHEE, 20072107 —F v b4 7)

B s A % (%)

SRR 61 " 39 51
FER%%) (CR) 0 0
#5r25%h (PR) 17 (27.9) 9 (23.1)

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

1#47 (PD) 28 (45.9) 18 (46.2)
HEEAEE (NE) 2 (33) 2 (5.1)

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

1 ATVERRIT SR 2 AR G O 5 B MSI-High (PCRIE) &5 5%,
*3 . IEHEE
@IEBEILF 1 AHRER (KEYNOTE-158 ##)

— IR & U CTHRUERY 72 L SRIERE O & B 15 UIBR N RE 72 61T - F338 D dMMR XX
MSI-High (PCR %) “? 249 2 FEfFEEE 9 254512, AHI200mg Q3W 5D f
IME R OV MR S, 7238, HGRHE CEREBETRR S D -5GaIc, HEE
TR TIERDFED DI WEDERIRIIZRE LTV 5 BE T, RIEILIKE O B a7
THREETHRO LND ECARAOE LG 2k T2 2 LN AMREE Sz, EEFHEEH
To 5385053 [RECIST A R7 A 2 1.1 UZHES < FIEIC L 5584872850 (CR) X
L5853 Z8%h (PR) ] 122U T, MSl-high &M S V72 % ICARRER IS S vz 83 fil%E

(ZNV—7"K) OFEFRITE 2, R BRITEER S 72 94 I 30T 2 IER Ofs 5133k 3
DEBY THoT,
*2 BBEHRAEMERVES®R (KEYNOTE-158 B, 7/ —7K)
(RECIST ver.1.1, FRMEMATRIGERE, FRUE, 2017F4 8 2887 —F Iy b4 7)

ELE] G A % (%)

RERREIR 83 f5" 28 {52
542785 (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)
HEEAGE (NE) 10 (12.0) 5 (17.9)

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

*1 o G ROMERRENT XSGR %2« AR RS 4EHI D 5 6 MSI-High (PCR %) #H 3 5 BH,
*3 : IEHElE

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

E, 20— A TERILME (RYELEER) . Z0—7 B TikiRER (BEEOEZEORRE) . 72720
77— Z—WREEE AR, ZA—7 C TN, B, MME. fEE. B ORI e ORI S s iE
B (BRSO A L RAR R N A W) . 7V —7 D TIEFE IER (AR R ORIEEMIEE 25 <) .
IN—T7E CHTESE (RELEE) . ZVv—7F Cl3ter (RFLigs) . 70— G CidvNibuht
Ji, JV—7 H CIIHERE, Zu—7 1 TIRRE, 70— ) CIaMER i (PR ST SE M s 1
<), Z—7 K Tit MSI-High 263 2 @ERHE (B5E - EEER<) BEMEAAAN LN, 71—
7 A~ TGRS T2 B O MSI-High IZOW TR, b e AT T ¢ TR L 0 HIE S vz,
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# 3 MSI-High 2 F 7 5 EREORER DZEL#E (KEYNOTE-158 3A5R)
(RECIST ver.1.1, BRI RIRERE, FR¥E, 20174F4 A 287 —F v hA47)

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

i 94 " EBE (%) 39 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)
N 13 (13.8) 4 (30.8) 6 (15.4) 2 (33.3)
FAEE 10 (10.6) 1 (10.0) 1 (2.6) 0
ERTER 9 (9.6) 2 (22.2) 4 (10.3) 1 (25.0)
Il R 3 (3.2) 1 (33.3) 0 0
HH R 3 (3.2) 0 1 (2.6) 0
ANl 3 (3.2) 2 (66.7) 0 0
T SR 2 (2.1) 1 (50.0) 2 (5.1) 1 (50.0)
PR N 57 AR 5% 2 (2.1) 0 0 0
FPR s 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 S 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 TR NS 1 (1.1) 0 1 (2.6) 0
Rk 1 (1.1) 1 (100) 1 (2.6) 1 (100)

¥ ARMWERRHT TR *2 © AMEREAT T RAEH D 5 5 MSI-High (PCR %) ZH7 % B4

IR UIBRARRE/RHELT « 38 D MSI-High & A9 2 f&E 15 « ELAGE >
OEBEIL A MAHFER (KEYNOTE-177 ##)

{EEEFRIEE O 22 W IR U AN RE 72 1T « 598 dMMR X% MSI-High (PCR i) 2
AT DR - EIBREE 307 5] (HAN 22 fladEte) X512, AHK 200 mg Q3W
B G- OFIER VLRV, Y ERORIN T 2L [T vAda 7720 (BLF Ts-
FU] EW9 )« ARYUF—rIvs s (BLF IARYF—h) EWd,) - AFHUTFT7F
EE (LR TmFOLFOX6) &9, ), mFOLFOX6 M MY X< 7 (& s/ z)

LUIF TR X=T) L)) Tt rFo~7 (ElaFlz) OLF eyxy
<7 WD), 5-FUKRUF—h AU T h RS (LU TFOLFIRI)



&9, ) FOLFIRI } AN X< T X db Vo~ 7] W 2R e L THa Sz,
72, IR CHEEETT D DA IS, EAET 2R IR0 bW
DERRINZZEE LT 5 B Tl R IEILLRE O BN TR EEIT AR b b F TR
B OP G-k d D 2 E R FHE L Siviz, FEFHMTE B XM EA M (BT TPFS)
VD) ROVERAFIIR & Siv, RAFNIEEERIE & i L C PFS Z# A BICIER LTz (F

4 O 1),

#4 AHMERE (KEYNOTE-177 #BR)
#1200 mg Q3W == 3r
(15331) (15441)

thofiE [H] 16.5 8.2

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

PFS™ | N — K™ 0.60

(95%(fE HE X [#]) (0.45, 0.80) —

P fE" 0.0002

*1 : RECIST A R 7 A LIIZIED N g E, *2 : Cox BN — RET M L (b5
FIEE DO, 3 vl 7RE. AEAE (M) 0.0117

V) fp ot s LY A VBT O £ Y 5 LT,
mFOLFOXG6 :
FFH Y 77 F 85 mg/m?, AV F— F400 mg/m? XX LA Y F— 200 mg/m?, 5-FU 400 mg/m? (2K
FE) . 5-FU 2,400 mg/m? (46~48F[FFeafE) Z2lMkREc&E L,
FOLFIRI :
AV T B KFI 180 mg/m?, A VU — F400 mgm? XX LA F Y F— K200 mgm?, 5-FU
400 mg/m? (GUEHERE) . 5-FU 2,400 mg/m? (46~48HEMRREEERE) Z 20l MM C85 LT,
VAN A=y i
5 mg/kg % 2RI CTHRE LTz,
YR T
WIEE 400 mg/m?, 2 [B] B LAKEIE 250 mg/m? % 1 IR THS- Lz,
7




FH200mg Q3IW 153 96 77 72 64 60 55 37 20 7

g0 - ", — EM0Img QIW
——

10 7 S

0 4 8 12 16 20 24 28 32 36 40 44 48
SR R )

5 0
154100 68 43 33 22 18 11 4 3 0 0 O

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



[Ze21k]
<IN AR ST U - 11T - F38 D MSI-High 2 A7 % B (FEAER 72 1858 H3
R RIGEICIRD) >
OE B[RS B (KEYNOTE-164 &8, Zid— k A)
HEERIT60/61 B (98.4%) 12, BIEAIE 35/61 5] (57.4%) TR LT, FHR
5% EORIWERIZ FRO LB ThoTo,

#5 ZEBRN 5% EOBIER (KEYNOTE-164 8. 28— b A) (ZRAMMEIT R BER)

#EBIK2HE (SOC: System Organ Class) B (%)

FEAGE (PT: Preferred Term) 61 11 |
(MedDRA ver.20.1) 4 Grade Grade 3-4 Grade 5
2RIEA 35 (57.4) 9 (14.8) 0
B I5hEE

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

—i% - REEER L O SENORRE

) 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 5

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

) FENE 7 (11.5) 0 0

7ok, MEMEMZEE 1B (1.6%) ., FEEOKLERE (FEMEIREMRE, SR,
FRBIESE) 161 (1.6%) . NTHEREREE 3 il (4.9%). FUIRMREREREE 2 61 (3.3%). ¥
RK3G (4.9%) ., Bk - BEBUHRAE 1 6] (1.6%) . K2k - BEER 1 61 (1.6%) 23FEHH
Nico Fo. RIBK - BEO TR, fklEE (7 2« NU—IEGERS) . T EAEER
. ORIBHRREREE ., 1 AUBERE . EERelEE R MEMER RE) . BEIEMEE, O
o, S M MRS PSR EE . PR MR, JREFEKDS . infusionreaction X N5 E 9
TERITRD DAL D o Tz, AEWERBBURDUIBEEFESR (AREMER T L) 258
EFHE R A TRT,

@ E BRI EZE T AERER (KEYNOTE-158 #tbR)
HEELIL, 91/94 1] (96.8%) 1. BIVEAIL. 5894 B (61.7%) (T3 Hiviz, FH
TN 5% FORWERIZTRDO LB THoT-,



#6 REZEN 5% LOBWEA (KEYNOTE-158 3RER) (R2MfEN ot 5ER)

#EBIKHE (SOC: System Organ Class) B (%)
HAGE (PT: Preferred Term) 94 {31
(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
GITIN 8 (8.5) 0 0
M - 5 (5.3) 0 0
— %« RHEER LS OREE
) RE 8 (8.5) 1 (1.1) 0
it 11 (11.7) 0 0
B8 KOV TR
7 5 FENE 11 (11.7) 0 0

. MEMEMRE 461 (4.3%) . KBk - BEOTHI3F (3.2%) ., #kfEE (£7
2 N UIEBRRES) 2 5] (2.1%) \ ATRERERE S 8 51 (8.5%) . HUIR L RERRZ 8 151 (8.5%) .
1 ZUBEPRIS 1 61 (1.1%) . infusionreaction 1 5l (1.1%) 2§D LTz, £/, EEDLE
fE (R EREIRIRIEERE, ZIALEE, FAEIESE) . T RAHEEREE . RIEHREREE .
el RMEMEMEBRE) . R, ik - BIEUHBIARE, BREMEE, O
K. Wide - B, SRRk OB SR B . TR IR M, JRIFERES K ORS B9
TR BN o Tz, REWERZEBUR LI EES (BRRMRAEMEE T 251 25Tk
AR AT,

<JBRYIBRRREZR T « F538 D MSI-High % A3 55515 - E s >
Q@E B LA ZE AR RER (KEYNOTE-177 35R)

AEFERIX, 149153 ] (97.4%) 12, BITERIE. 122/153 651 (79.7%) 1ZF8 8 B ALz,
W I DRECTHRIELEDN 5%, EORIWERIZTRO LB Th-o7-,
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£7 WTNHLOBETREEN 5% EOBIER (KEYNOTE-177 RE) (REMMIT st 24£M)

ZE M K4 (SOC: BE (%)
System Organ Class) AFRE (L RRIERE
JEAFE (PT: Preferred Term) 153 44 143 #il
(MedDRA ver.22.1) 4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
FEIER 122 (79.7) 33216 0 141 (98.6) 93 (65.0) 1 (0.7)
Mgk KOV >/ RBEE
25 1f. 9 (5.9) 2 (13) 0 17 (11.9) 7 (49 0
I HRER I i 0 0 0 30 (21.0) 22 (154) 0
NG b
PR IR REAR T 16 (10.5) 0 0 0 0 0
E e
259 6 (3.9) 0 0 10 (7.0) 1 (07 0
INCEN 8 (5.2) 3 20 0 0 0 0
5 R 2 (1.3) 0 0 10 (7.0) 0 0
T 38 (24.8) 3 20 0 75 (524) 14 (98) O
N RS 11 (7.2) 0 0 6 (4.2) 0 0
L 19 (12.4) 0 0 79 (55.2) 3 @21 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 e 11 (7.2) 0 0 25 (17.5) 5 (35 0
9 57 32 (20.9) 3 200 0 63 (441) 13 (91 0
HEBE D RAE 4 (2.6) 0 0 25 (17.5) 1 (07 0
FEEN 11 (7.2) 1 07) 0 4.9) 0 0
R EE AL AN 0 0 0 8 (5.6 0 0
JEYSIE R K OV HUE
INEE/S 1 0.7) 0 0 8  (5.6) 1 (7)) 0
e R A
ALT #4m 15 9.8) 3 200 0 10 (7.0) 1 ©7) 0
AST H#5/1n 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 ER A 1 0.7) 0 0 33 (23.1) 24 (168) 0
iR 2 (1.3) 0 0 9  (6.3) 1 ©7) 0
R 3 (2.0) 0 0 (5.6) 0 0
i B HaE D 1 0.7) 0 0 17 (11.9) 6 @42 0
R L O E
RARIEER 12 (7.8) 0 0 49  (34.3) 3 @21) 0
1&H U v A fLE 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
FEIED 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
KRR =2 —a N F— 0 0 0 29 (20.3) 3 @2 0
Bk L OUREEREE
HER 2 (1.3) 0 0 10 (7.0 2 (14 0
M g, MaERES KON R P
S 0 0 0 20 (14.0) 0 0
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B R 4y HE (SOC: B (%)

System Organ Class) AFHE === 375 it
JARFE (PT: Preferred Term) 153 {51 143
(MedDRA ver.22.1) 4 Grade Grade 3-4  Grade 5 4 Grade Grade 3-4 Grade 5
LR KO P AR RRRE S
JHiESE 5 (3.3) 0 0 28 (19.6) 0 0
2 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
£ 17 ALy 1 07 0 1 an 1 07 0
k=g
1o I 1 0.7) 1 (0.7) 0 9 (6.3) 6 4.2) 0

¥, MVEMEMIZRE 561 (3.3%). Kiak - /Mak - HEO TH 14 61 (9.2%) . #ik
fasE (72 « NU—EEREEE) 161 (0.7%) . BUEAFS - FFR4 - FFREREREE - AT -
fEALPENBAE 2% 25 1511 (16.3%) | IR IREERERR T 18 131 (11.8%) . T EARBERERE T 2 151 (1.3%) .
R HEEERE 2 1 (1.3%) . BEHEEREE (RMEMIEMEBRE) 261 (1.3%). Ak - B4
R RAAE 141 (0.7%) . infusion reaction 2 5] (1.3%) . #68% 1 5] (0.7%) 2358 H AT,
T, BEOREREE (TEEREESCRMATE, REREIREGRE, S, X
ESE) . 1 BUBEIRIR, PER . EIEMNIEIIIE, MM - BB, S E ORIk, EER
MRS (M RIS PESRBER . WM PR I, JRIFERES  MEMRRIERE ) KON
EKREBIEGREIIR O b o 7o, REWERRBURDLIEEFS (BRMRAME R 25
te) HEUEIERETRT,
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(At - HE]

KB OREEFSEYBREET LV EZFH L7Zv I 2 b—32a 02XV, KK 200 mg %
Q3W, 400 mg % 6 FHMMHE (LT TQeW]) &9, ) XiX 10mgkg (AHE) % 2 B[
IkE (LLF TQ2WJ &5, ) THE LIZBEOARAI O MG FRENRG SNz, £ Ok
Fe. A 400 mg & QBW TH G- L7=BEOARHF O EFIRREIZ IS 1T 2 P Mg iR (LA
T [Cagss) &9, ) 1E. AHI200mg Z Q3W THEH L7ZFED Cavgss & LT 5 & T
Ehitz (FF) . 72, AH400mg % QBW TH G- L 7=BROARHKI D EHIRREIZ I 1T 5 %
EIE IR (LLF TCmaxss) &9, ) X, &Kl 200mg 2 Q3W THEH L72BED Craxss
EHE L CTEEZ RS EFRISAEZ 00, BARABREIZBOD TERENHER S AT
HRE - HETH 5% 10 mglkg (RE) % Q2W THH: LTZERD Craxss & Ll L TIK
EzrTEFHlsnz (TR , 6T, EREAEBE Z XTSI 400 mg 2 Q6W
TG L2/ TR (KEYNOTE-555 i5R) K 0 155 7= EHMEIC IS < EiyHhhe
RIA=BFT v Ialb—ra Al PRI LICEMERE ST XA —X LHEEILT- (FR),
Mz T, BEOREIEIZBIT 5 BRRBRSGE IS X | AR ORE R & FMEUIZ ek
& ORE A MRS D IRELUSTE T VMRS X hu, Kl 200 mg & Q3W X 400 mg %
Q6W TH#h L7-FROBRFE R & AahiE 3 etk & oE#ic SW TRFT S =R, b
LD - HEOM THEINE L OVREVEICAME R 2RI 0w & PRl Sz,

&8 FADOEMBERR N T A —F

v - A Crax Cavg Chmin Crax.ss Cavg.ss Chmin,ss
(ug/mL) (ug/mL) (pg/mL) (ug/mL) (ng/mL) (pg/mL)
20mgQW' | (coivor | raaen | (7888 | (o174 | (ossto) | (208 81
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' (213,2223) (14?41145) (11%,1221) (421,2?133) (272,7282) (19;9200)

t:n=2,993, 100 BN I = L—3 3 U2 X 0 R S SESEO Il (2.5%8, 97.5%5) | Cmex : #IEIHE
%O MIERIRE, Cag : PIEHEGHOFEMIEFIE, Cmin : FIEEKGE (A 702 F5) ORKME
IR Crmaxss 1 EFIRBEIZ RIS D EEIMIGE T IREE, Cavgss : EFIRBEIZI T 2 FHMIEF R, Crinss : EFIRREIZ
B B el i 375 e

T : 56 BIORMELIE (95%(EHEIXH)

§ : 41 DT (95%(5HE X M)

NA : 47 L
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4. FHEERIZDULNT

TRERARMEE U CHEHSERE IS T D868 - B A B < MSI-High A9 % [@ERHEIC
*THEAMGEREN T SN TWD, AEZE D, EHRNLY 27 EHEE (RMP)
(233 < ARFN O R S & EMEREAIE B ~ D W AR 23 8 2 sk Td - T, ARFI O 573
B B AW - B L, ARG L v BERBIWER 233 LIZBICkhid 5 Z
EMRERTZD, LTOO~@DT X TEMI- T B W THEHAT I RETH S,

O mEFITHOWVT

D1 Fid (1) ~ (5) OVWTIIEY T IR THD Z &,

(1) FEAEFBRKENEET 20 A2EEHENSRRES BT R AR EEENL SRR
HUIE DS AR B EEHL R, HUR DS ARSI RE 7 &)

(2) FrEFEREIRLL

(3) HEM IR ENFEET 203 A HOEEERRE (DA EWRbL, 23 A2
W IRBE, 3 ARSIELEEHERE B e &)

(4) ARACFEHIEEZHE L, SRR 1 SUISSRAL 2B 2 Ol s 5L 1E
AR DR AT > TV D fiex

(5) PUEEMEREES AT EFNINE ORI AR D i H 24T > TV D Mk

@2 x5 & 72 2 R T OALZRE S O BIE & B O RIS 57 70 A0k & Rk 2 FF
DER (FROWTNNNIRZYS T D ERM) 23, YE2HEROAFNICE 5RO EE
HELTRESN TS Z L,

D IAETFIRIERITHE LT - RO SHE~ A 7 2T 74 ML EME (MSI-
High) Z4A9 5P (BEHERZR2RRENINEREEIZIRD)

o [ERIGIFEUSE 2 EOPHAHME ZE T L2121 5 FELLED D ATRIED BERHE &
fToTWBDZ &, 96, 28U BT, BAERYEELY I & LIZBRESESOHHE %
IToTWBH I L,

o [ERIGFFESE 2 FEOYHAHMEZE T L2142 4 FELUL EDOBRRBRZAE L TV 5
Z L, OB 3FELRIE, WG LE 7R D FEIEREI T O 0 A SRMRIEZ G T DS VIR D
FERBHE 1T > TN D Z &y

IR YIBRARE /AT - R OEHE~ A 7 aYT T4 MARLEM (MSI-High) &
T 5 - B

o [ERIGEFEUSE 2 FOYIIHEZE T L7122 5 UL ED D AIRIE O EGIRIHE %
fTHoTWBHZ &, 96, 28U BT, BAEYEELS I & L-BRESEZOHHE %
IToTWAHZ &,

o [EANRFFESE 2 EOWMBINHE ZE T LI%IZ, LSO N AFMIRIEZ ZT 5
FLLEDOHLBARFZOBEMEZIT>TND Z &,
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o [ERIRFFESE 2 FOMINMEZET L72RIC 4 FL LORIKERZ A L T\ D
Tl OB 3T, HRE T DT DN A EYIRIE A E e ATRIRD
FRRBHE Z1T > T D Z &,

© BEHNOERFHREHEOKHITONT

AT HE BRI IC S 2 BMEA D BLE S, BURESE O OfF B D, A - &2
I OB P ONER S IR 5 E Bt A FFRNRLE LB E OIS
. FRHESNIATONDIEHINE > TN D Z &,

@ EBIERA~DOXRIZOWT
@-1 FERAEAICE T 5 2y

PR MR RS D BB A BIE N LT-BRIC, 24 BRRISIRIRHIO T, Mk X
IR R 3BT B L2 BIERNICIE U CABRE BE L O CT Z O RIVER ORI
ERRAEORERD Y HHRIZE O, B HITRIGFTREZREHI 3 > T D Z &y

@-2 EFEREHRICLH>AFEFSNCET I EH

DN AR D BN 2 ik M O e 2 A4 2 EREEHEE NRIERT =421 > 7
EEHEDIETROA T ) —= T EITOERE &R EZ G TE 5 F— AEFRIRH] 235
i S TnWBZ L, 2B, BiAHIZOWT, BABRE EZOFEICHFIITEMENT
WhHZ L,

®-3 BIEADOZMORINICEE LT

AWER (FEMEMREEIINZ . KGR - DMk - BEO M, BUEFX - IR - 1T
BERBREE - 2 - B bMENRE R, B#EEES (RMEMEEERSE) . WaowEE (F
MABEERE T, FIRIERERE S, RIBHERERETE) | 1 AUBEIRP, 5 & IR, ik - B
RlfRIE, R, HEOREET (PEthRESRAE, ERIREIRIEERE, 2 AL
BE, BHRIEIESE) . infusionreaction, AN - BlFsc, HEJEM M E, MRkES (F7 0 -
AN USRS | D2, B e Mk FEE (S M i VR B A R SR B . ¥ MR- I
TREFERES . MERERIERIESE) . MERERIEMRE. M) 13 L. Yikhiak XUTmpEE
WSRO ML A 2 EM & L (RIEH OBt S I L THRER O #E L %
TFONDEMICH D Z L), BEHITHUIRLENTE HEHNE> TN 2 L,
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5. REXRELGDHEE
(0B 5 4 H]
O TROBHFIZBWTAADOHMEI RSN TS,

o NAMEFFIERICHEE LZET - BROEHEE~A 7Y T T4 NARLEM
(MSI-High) #H 3 2 EfHE 5 (AR RIR DR EE 225612 R D)
o IBREMUIBRARE /ST - B OEME~A 7 a7 T4 NARLEM (MSI-High)
HT DN - EE
7255, MSI-High (ZB3 2 ARAKID 2 o "=A4 23k & LT, lk5E4 : MSI Ff = »
L (FALCO) K OMK5244 : FoundationOne CDx WA J L7 a7 7 A VINHKGREN
TW3,

@ TREICEEE T 2 BB T 2 AR O G K OEAITIEC W TR, AFIOAZPEN

WESLSNTELT, AFIDOEREGIR LB,
o FiomBhRE
o fOPUEMELA L O L TRE SN D EBH

[ % 42MEl B % )
O FRICHEMT 5 BECAWTEAAOBEEREREE SNTND I L b, #5517

DipnZ &,
o ARHNDRST KR LIBBUE DAL D & 5 BE

@ RERTOFHIZIBW T FREICIEYS T 5 BE IOV TIE, AR OB G ITHELE I 00

D, AOIRFERPUR A 2 NGEITIRY | HEICAKZEHT 22 L 2BETE D,

o [HEMMMEBROEMUIBED & 5 B

o JfaEEiE A CRIE R & R 5 B K ONEBYME 0 Jil S R i gk 2% <0 Ge 11 it 7%
FEDOMIZRIEMEZEC N A BN D B

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

o BB (GEMmEMaBEEL ZTe) Db 5B

o MBOBEXIIBHEE AT HERE

e ECOG Performance Status 3-4 /¢ D HH

55 MSI-High % #4 % BRSO — 1T ) > FHEGERTH D = & 2485 STV 5 (Latham Alicia etal.: J Clin Oncol.
2018; JCO1800283)

(I£6))

ECOG @ Performance Status (PS)

Score

vy
EF%

0

2L MR JEBTE 5, FIFaIL [ U HEAENHIRZ <72 2,

PIARIZI LUEBNIHIR S5 2%, AATRIRE T, BAERERE > TOMERITITI 2L N TE D,
Bl BOFE, R

BATARECH Y OH DEIY O Z L1F T SN TAEREMEEIFITE R, B D 50%LL EiE~y M Tl I3,

[RONTZEGOHOEYDOZ L LNTERY, HHOD 50%L L&~y Ko TilZ 4,

1
2
3
4

L@ R0, BOHORY O LEEL TERY, BRIy Rk TciiId,
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6.
@
@
®

BEIZIFRLTEEITRERHE

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

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

TRIEBRAAIZ e D | B XX Z OFEICHINE L OERR M2+ L, RE 215

ThoETHZ L,

FREWEH O~ 2 A MZONWT

o [MWEMMEEND LD ZENDDDT, KEIDOELIZHT- > TiL, FIHE
W (BGIv, PR R, k) ORERE M O X S o FE %, Bl s+
FATH Z L, Fo, KIS UTHE CT, My~ —h —FOmMA % Kt d
HZk,

e infusionreaction 23& HILD T LN & 5, infusionreaction 3R HILTZHAIC
(X, WEIRAE 21T O & &b, SRR EE T D F TREOREBE 0ol
THZ L,

o HURERBERERETE . T HRAEMEERET LK ORIBEHERENHLDONDLZ EDBHHD
T, AFN OB H-BIbkET M O G- 30 X EARIC N IS EERR A (TSH., 178
T3. W78 T4, ACTH, I =/LF Y —VEORE) ZFEiT 5 &,

o BUERTSR. MFAa, RS, ITR. {LMEERP O DN 2 E03H D
DT, AANIOEE-BRIERT & OG- W e S iFséaE 4 (AST, ALT,
v-GTP, Al-P, BV LVEVEHDONIE) 2FEiid 252 &,

o SEIERK (IERKMITEEMREREZ ETy) EORERIREERH DD
ZERHDHZOT, EMHICIROBE OFEBEHGRT D &, -, IROEFEMN
RO BT HEITIE, HONCERKBEL X2 T 0 L) BEFZIEETHZ &,

o ARFNOEHIZIY GBEOEIESINITER T D LB 2 S DA 7RSO RE
NHOLOLNDIENH D, BENPFDONTHEITIE, BELE-ZFLRIILLT
B 72 05k & BB 2 FF O R Al & e Ul 2R R M A 1T IR E Ok
FOGIZ X D EWER D S 2355113, ARFIORIE T H 1L, & ORIE E R
IWERIOBRGEZZETHZ L, B, BIEREFRLVE L ORGIZEENE
FHOUENRFRD LAV WA, B EE A DA O miilA e in
LEETDHZ L,

o BETHECARN O ARGE L T LEWERANRE T ZER”H D720,
KRN OBEHE TR HRER OB 2ITHEET 52 &,

o IAUBERRIT (BUE | USRI A B ) Db b btv, RS 7Y R—U &
WZEDZENRBHLDT, e, Bl NEH-%DORER DR BLLCMPEE D FH12+
EETDHZ L, 1 BRSNSk G 2L, AR ) il
RO GEOMY R LEEITH Z &,

AR DOFFAR BRIV T, KEYNOTE-177 B2 Tl 9 M = &, F£7-. KEYNOTE-

158 3B & O KEYNOTE-164 ik (24— b A) TIE& 5865 1 41T 9 M

TEL VARELRRT 12 B I S ICHEIMEOFMI AT o TV 2 L2 SBIT, KA

SR ESICE G RAE TR R OMEEREIT D Z &,
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EFERHEETA N7
Rh7u ) X<w7 (EisFHBZ)
(BR5%4 : ¥4 b—& BmiE#IE 100 mg)
~ P e ~

SFTEEL 2 A (FFfn 348 A%ET)
JEA B




SR

1. [FL®IZ

2. AANIOFHH. (EHEF

3. FRIRHEGE

4, Tz oW

5. BHxtGL e b

6. BHICERL THE T XX HIHA

P2
P3
P4
P9
P11
P12



1. IXTdic

RIS DOF M  ZEMEOMERO T2 DITIE, WS SCEEITIES W 2 7 AR D
BND, 6T, IEOREHRFOMEARICZ LV | FUKREIRS 72 & O 72 3R AR
FFREEGENARINDLH T, 2D DOEKTZ BB B ITIRAET 2 2 L RSO
PRE L 72 o TR Y RFMBGE R & SCE O ST #2016 (L 28 4F 6 A 2 H MIFEDE)
ICBWThH, HEHNERNLEOMHORE(LHEERZX S Z & LS Tn5,

AR AR E SR S, EE RS R 27 0 7 7 A VBB FEOES L & B S MR
RHZENRDD, ZOD, HIWEROLZEMICET D ERN+0ERT 5 £ TOR,
MHEEGLOBELEEZT D ERIREEINBHICH L THEAT D & & Bz, BlfE
FMFEE LTI B2t & D 2 & AN A fE e — 1 O B 24 7= 3 EE R B ¢ A
THZLENEETH D,

LR T, ATA RT4 0 TlE, BIRBERESSINE TITHE LTV A EFIRFR -
BHER R EED & | LU O E IR O feii 7o FH 2 HEE 3 2 8LA b B2 B B %
F RO EFREEZRT,

RE. RHA RTA 0%, MSIATBOE NEHR G ERE R O, 2B ARAR
BRARNEE oy —MAERTE N B ARERIR N ERLE 2 K O AR A A ARG IRERFHF 2 O 1
Db EAERR LT,

WG L IR DEIS, XA bL—F R 100mg (— %4 Xa T n Y X~ GBI
THAHLZ))

RG LR DTG ARTBUIBRASRE S TR 0 Bl g

HREBHDHEROCRE : 7R F =7 L OHICBWT, 85, AKX, a7l X<
7 (B z) & LT, 1181200 mg % 3 @RI 1 [H
400 mg % 6 A MEIE T 30 22T CEMEET 5,

Bl IR 98 #E H - MSD RSt

(%)

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

=R

I=EN

R SUFAN R+ ARTBUIBRANRE S TERREME oD Bl i e

FREROHE G, RAIZIETF v F=7L LTl 5smg% 1 H2EEROKZS5T 5,
B, BEOKRBICKVEEEET 525, 1 10mgl A 2[BE TH&ET
x5,




2. ARIOFK, 1ERKERF

XA M —F REEHE 100mg (— 4 RAaT7n ) Xv7 (BEm R z), LT TR
Al EvvH,) X, PD-1 (programmed cell death-1) & %DV 4> R TH 5 PD-L1 KON PD-
L2 L OfEEEEERET S, & MbigG4E/ 7 n—FAHEKTH D,

PD-1 FRE&IE T A0 B AR AR s O WKL D 72 D12 28 AR A3 4~ 5 3= 72 e i )40
AA »F T, PD-1 1%, EFE/IRREICEWCEER T MilRoMia£mic BB L, 3%
P2 SO % B Ee AN B X Rl e 0% SO & HlEH 95, 9725, PD-1 (XY Hv REfE
AT D LICE Y PURZERICL DV 7T vimiEa AN+ 228K CTH 5, PD-LI
DIEFMMZIIT HRBUTDO TN TH L0, Z< OB MM TIX THMROBE 282 5
IECBBENCHBL L TV D, BAFIIICE T S PD-L1 OE I, B, B, i
HIfEgE, JREE . FE/ NI 2 & O 2 IS ATTHRARIK - TH Y | RWAEFRLE
OHEBEMENRE I TWD,

B OB DGR T1% & PD-L1 2 BLOMBINEN S PD-1 & PD-L1 OREIZIEE O
TP AR C BV CEHEARRE 2 ) Z EAURB SN TEY | iR RN ARROEN L L
THIfFF SN TV 5,

AANL, PD-1 & PD-L1 X OXPD-L2 Dl U B> ROFEEZET S Z Licky ., EE
W NBR B T D B A S M T U o SER 2 1R ML S8, HUE S )% & FEME L
52 & CHERG R A IS D,

AN DRI 555 < MBI DS RS & B BINERISE 3 & o, B LI
BB RN D B, ARIORE PR O EHRICIT, BEOBREE HITITO, RHAR
W BRI, FEH L7 BRI U 72 S 72 R & R A R O I T & S LT
OIZRERIRBIN & 1TV I ORIEREIC & % B B EbN 5 51T, BB E AL
EUHIOL G E DM R AT D BEND B,



3. ERPRARE
RIBEIBRANHE TR M 0D B g 0D A GRIFIC R 2 1T o 72 1 72 iR IR BR 0D i &
ZNE IR

[F 0]

[ PR [R5 AR AR (KEYNOTE-426 7R)

{EZEIRIEIE D 72\ O MRIG UIBRANHE ST HEARE ™ oD 18 B B A Rkl g A 861 1 (B AN
NPl ZEETe) ZRBIT, A=F=7 VA LIF RA=F=7] Lwo, ) 2%
KHE LT ARANET X F =7 LD HEE (LT IRB/TXRF=71 205, ) =
DA INE R NI RET S ivle, FEFHIE BT 24 (BLF ToS) w9, )
KOS AR (LT TPFS) &9, ) L&, AKHI/ T X F=T71%, A=F=
7l LT, OS KUPFS # A BITIER L7z,

*1 : American Joint Committee on Cancer J7% #155 3H12 5 < JEHITV

*2:50mg 1 H 1[0 4885 #% 2 HEFIASE

*3 : A% 200 mg 3EMMMR (LT TQ3WI &5, ) THARNELG L, 7% F=7%5
mglH 2[E (LLF TBID) &9, ) AL L, T F=7DHK 5T, 5mgl
A2 CHfgd s 2a—2 (6#M) LLEAFMENRHY ., Grade 2 2257 F v F =
T ORIERNZED BT, ol E2S 150/90 mm Hg UL FICEHE SN 7-854. 7mgBID
~OWEEZAEEE Lic, EoREOLEREZ FV, 10mgBID ~Of &S AliEs Lz, 7
XFUF=7E, BEAOMER, BEEESICG U TARE IEE (3 mg BID, KiZ2mg
BID) b AfdEL L7z,

#1 Ak (KEYNOTE-426 3Bk)

KEN) T X F=TRE A=F=TRE
(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™ ™| A — REp™ 0.69
[95%CI] [0.56, 0.84] —
P {3 0.00012

Cl: (E4EIX[H. NE: R, *1: PRMHTEFOT — & (20184E8H248 > "4 7) | *2: )=
B Cox LEBI NP — RET WL D A=F = TRELE DR, *3: @RIn 7' o 7 KiE. *4 : RECIST
HA RFA4 P LURICHS < S PSP oei) &



AF200 mgQBWR UV 7 XL F=7
/

0 4 8 12 16 20

at risk#y S=HR [A]

A#1200mg Q3W KU
£y o 432 417 378 256 136 18
Z2=F=7 429 401 341 ol 110 20

X1 OSoHEENrEEDKaplan-Meierfi#f (KEYNOTE-426338%)

100
90 1
80 1
& 70
B 60
50 1

0 R L LR LR AL R AL LARRARRRRRRLARLL
0 4 8 12 16 20 24

at risk#q ST FHIR[B]

ZA1200mg Q3W 432 357 251 140 42 3 0
RUO7x9F=7
A=F=T 429 302 193 89 29 1 0

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




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

HEEQIIARHF/ 7 X F =T # 4221429 5] (98.4%) K RNA=F =7 R 423/425 {3

(99.5%) (278 B AL, BRI L DR EBMRNGE TERWAERERIT, T T 413/429
B (96.3%) JOF 415/425 15 (97.6%) (T3 LTz, WT I ORETHBLEN 500
DOEWERIZTTFRO LBV TH -T2,

£2 WDINOLORETRIEN 500, EOBIEAH (KEYNOTE-426 3ABY) (LMLt S4EM)

HEBNRSFE Bl (%)
(SOC: System Organ Class) KK/ 7 X F =T A=F =T R
JEAEE (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
AR 413 (96.3) 269 (62.7) 4 (090 415 (97.6) 244 (574) 7 (16)
KR LY v SREEE
Z 1f 12 (2.8) 1 (02 0 69 (16.2) 13 (3.1) 0
i BRI 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 RETTHESE 52 (12.1) 4 (0.9 0 14 (3.3) 0
FOR IR RE IR TR 135  (31.5) 1 (0.2) 0 119  (28.0) 0
BIGREE
-0 23 (5.4) 3 (07 0 16  (3.8) 0 0
{5 31 (7.2) 0 0 29  (6.8) 0 0
T 210 (4900 31 (7.2 0 175  (41.2) 19 (4.5) 0
Pz f 17 (4.0 0 0 22 (5.2) 0 0
HIE R R 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 W% 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 - AFEERS X O GMALOIREE
1 J5E 50  (11.7) 6 (1.4 0 54  (127) 12 (2.8) 0
957 130 (303) 10 (2.3 0 142 (334) 21 4.9) 0
FERE 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
(YR g
ALT H#4m 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 = 24 (5.6) 0 0 30 (7.2) 1 0.2) 0
1 AR ARSI AR LV L HEN 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 & 14 (3.3) 1 (02 0 76 (179) 31 (7.3) 0
RERA 41 (9.6) 6 (14 0 36 (8.5) 0 0
F i BREGR D 1 0.2) 0 0 37 (87 11 (2.6) 0
B L Ok EE
AARIBOR 94  (219) 9 (21) 0 106 (24.9) 2 (0.5)
&) o me il 6 (1.4) 2 (05) 0 26 (6.1) 11 (2.6) 0
W E R R L O ARk E
RARIR 52 (12.1) 3 (07) 0 15  (35) 2 (0.5) 0
kL] 23 (5.4) 0 0 16  (3.8) 0 0
PhRE 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



PRE BRI

B (%)

(SOC: System Organ Class) AEN/ T X F=TRE A=F =T
JEARFE (PT: Preferred Term) 429 15 425 15
(MedDRA ver.21.0) 4= Grade Grades 3-4 Grade 5 4= Grade Grades 3-4 Grade 5
e g, TERES K OithmRE
K 32 (15 1 (02 0 12 (28) 0 0
TR 98  (22.8) 1 (0.2) 0 12 (2.8) 0 0
IR0, 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 L O FRERRREE
R i 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
* S 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 X F =TI THBEMMZER 1246 (28%) . KEk - Mak -

FEEED T 40 1 (9.3%) | PfRfEE (T « NL—IEERES) 241 (0.5%) . ATk
[ (ALT KOV AST #h07e & O ftretm A i s 2 5 ¢e) 150 ] (35.0%) . HHR AR
REFEE 165 5] (38.5%) . TIEMRFEREREE 541 (1.2%) . BIBHERERE 1041 (2.3%) .
1HUBERRIS 1451 (0.2%) | "ERERERETS (RMEHIEMER K5 96 (2.1%) . Wik - B4
KHRMEIE 4 51 (0.9%) | FJEFH I 4 51 (0.9%) | LFH%K 241 (0.5%) . SE I
& 11 (0.2%) } O infusionreaction2 1 (0.5%) i bNiz, £7-. BEEO K EREE

(B RERERARIE R, ZTALBE, FRRIE ) | MR,

Wige - Bl SE, I o i R PR

(oM MRS PSR BER , TR MR, JRIFERES MERRRIERIE &%) | IMERE RIE(E
FER OERZIERR O D27 o ARBINE R ZEBUIR LI B E 52 (BRIR B A S 25 To)

Za DR R 2T,



(M- AE]

KB OREMIEDEREEFT L EZRA LI I 2 — a0k, AH| 200 mg %
Q3W, 400 mg % 6 H[MMEIE (LLF TQeW) &9, ) XX 10 mg/kg ((KHE) % 28[H
Mk (LT TQ2W) L9, ) TG LZBEOARF O iE PR E S RG S, ok
B AAI 400 mg & QBW THe - L 7ZBERDOARA O E HFIRAEIC I 1T D Mg iR (BLF

[Cavgss)] EVV9, ) X, AFKI200mg % Q3W TH# G L7ZEED Cagss & JEELT 5 & FHIE
iz (F#) . 72, &K 400mg 2 Q6W TH - L7ZBROARKI D E HIRREIZ I 1T D Fe e
MIEFIRE (BLF [Craxss) &V9. ) 1E. A 200mg 2 Q3W TH L L 72BRD Crnaxss &
gL CEfEZ R T E TRISNELOD, BAANBFEIZBW CARERHRE I TN D
ik - HETHDHAA] 10 mglkg ((KHE) % Q2W TG L72BED Craxss & HliE L TR
o ETHENTE (FHR) . ST, EERAOEES 2 5 5RICAKA 400mg 2 QW T
5 Ui s eSS IAERR (KEYNOTE-555 #fR) L 0 15 b av 72 S2RIMEIZ £S5 < S EhRE X
TA=HF VI ab—Ta Ak FHILZEYEIRE T A —% HRL L (TH#),
Iz T, BEOFEEIZIT 5 EERABREE IS D& | ARFIORER & & A XL et
& OE#EZ R DIRESST T VBEE S, Kl 200 mg 2 Q3W X 400 mg %
Q6W TH 5 L7 FRDOMRGE & & AWE T LM & OBEIC YW TR SR, &
SEORE - HEOM THME R OZ 2RI e 22 BT v &Pl &Sz,

K3 FAOEYBE T A —F

[R— Comn Cove Coni Coras Coss Coninss
(ug/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL)
200mgQ3W! | (oo Vi | (77981 | (76183 | (917 941) | 498,510 | (308 3L4)
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 | gy | i | i | wmam | s | sy

+:n=2993, 100EDY I = L— 3 X0 EH SN BB O P YA (2.5%4, 97.5%40) . Crmax @ PIEIE
%O Mg PR, Cavg : HIEIRGZOFEMIETIRE, Cmin : MIEEGHR (VA 7V 2 B50D) ORARIMLIE
EF'(};%E\ Crax,ss : ﬁﬁ%%é:%ﬁé%%ﬁm%ﬁjﬁfﬁ\ Cavg,ss : ﬁﬁ%ﬁgb:ﬁ&féﬁi@[ﬂl{%@{%}ﬁ\ Chin,ss : Hﬂiﬂﬁ%-ﬁﬁﬁl
BT 2 F AR A

I 1 56 B DA (95%(E FHIX[H))

§ : AL BRI fE (959%(5 FHIX H])

NA @ §%47a L




4., HEERIZOWT

I Y 2 7 EEGEHE (RMP) (M0 & A O B 3K 22 R TS B~ oD 1 ) (Al
Do Hltiak T o T, AANOEGNEY) 72 BE 22 - FFE L, AFORGIZ X0 EHE
7REWER 23 BL LTRSS 5 2 & BB R 7o D LU OO~@DF T A& 72 i
HICBW AT o2& TH D,

O HERRIZOWT

@1 FReo (1) ~ (5) OWTINITHEYT AR THDHZ &,

(1) BEAFBRENMEET D03 A B REEILSRGE S BB IR A B FOE LR
HOIER S AL B HLSR R . Mtk s ARSI e &)

(2) FrERERERbE

(3) HEAFIRAIEMEET D03 ABFOEEERRE (DA BRI ERPE, 23 AR
Ik, MY AR HE IR &)

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

(5) PUENEREES AL & BN O sk LU AR 5 R 24T - T D itk

D-2 B O bRk Kk OEIWE RSB O RS 447 7o ik & B & FEo =R (F
ROWTIDNTEE YT HER) 2, Y2 R OARFNCET HIEOEMLE & L CRE
Y A QA

#*

o [ERSCTFEUSE 2FOWMHE Z1E T L2122 5L EDO D AIEER D EERIHE 217
STWHIZ E, 96, 24D BT, BAEYRER £ L& LZBRESSFONHE 21T
STWNWHZ &,

o [ERIRFFEEE 2 FEOWMHINHE ZE T L7211 4 FE L EOWREFF OB RIHE 217
STEY., 55, 2400 Bid., BN O A MR L 28 Te S ATRIRDO IR IHE 217
STWAHZ &,

Q@ PBENOEREBEREEDEHNIONT

PSR BB BT 2 B EE DR E S, BRSO oA D, Aok - %
YRS PRE RO EEK OERZE ST 2 @i, AEFFGNBAE LG E0omE
EW., BEREHODITITONAEHINESTWDH Z &,




@ BHEA~DXIRITOWT
@-1 MM REd % Bl

[V MM R OB ZRBIE R 2SI 42 L7 BRI, 24 RFRR2 IR O T | %tz i3
HHEERIER TN T, FEBL L 7ZRIERNIZIE U CABEE B L O CT D EINEH @I /2
IRRRAEDORE RN AP DAL, EHISH IR ATRERIEHI A > T o Z &,

@2 EERFEHRICLI>AFEFSAMISICET HEH

ARSI HE D 2 B 7 sk K OB RE 2 AT D IR RIEFE DNEER =XV v 7
EHEOITEIROA T ) —= T EITOERE LR EZ LG TE 5 F— AEFRRE] 235
ESNTWDZ L, B, BIFEHIZHOWT, NABRE EZDOFBEICHDITEAmMmENT
WhHZ L,

@-3 BIfEADOZW LRI LT

RIWER (FEMEMEBIZINZ ., KX - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - IF2% - LMERRA 2k, BERER S RS RIEMERRE) . AowkEE (T
MABEEIE T, FRREEIE S, RIBHEREREE) . 1 BUBERN, 5 & DR, sk - B
IRMEAE . BER ., B ORREREE (PEMERLZBIERAIE, BRI, ZA
BE, BHRIEIESE) . infusionreaction, MM - §lFsc, HEJEMMESE, MRkEE (F7 0 -
N U—EGREE) | Dk, BRERMIKRES (Gt MR TSR, i tEE i,
REFERES . BERERIERIES) | MEREBIEMRE. M) 13 L. Yikhiak XUTmpEE
JESEA DR A A3 5 AN & s U (RWEH OO IZRE L CTHRER OS2 5%
TONAEMICHHZ L) | EHIZHEURLENTE KGN ESTND Z b,

10



5. BeGxB LD BE
(GBI 54 1H]
@O ALZERIEIE O 72 W IRIBEIBR A BE

TR ME O B s BB 2RV T ARANE T

F =T L OAREGEOFERENRREN TV D,

© TRLICEEY T B EE TR D AK O PG K OME A IEIZ DUV TE, AFI OB ZhER
ESL SN TE LT, AAIOBRGRFR L7520,

o IR
o KHOBMPEE

o OTAADHZNEN R S TWIRW M OHUEMEIEEEF & O FF 5

[Z2atEic B+ 5 $ ]

O FRICHEYT B BFE IOV TIIARIOR GAERE SH TS 2 Enb, 5517

DNz &

o AFIOEGTIH LIsBUEOBEERE D & % BH

@

TEIRATORHIZ W T RRCIZEZ N T 2 BE T OV TE AR OFEGITHER S e

P, MOTEFERIRE D R NGEEICIRY | HEICAFZERN T L 2BETE 5,
o HEMEMREDEIFSUIBED & 5 BE

i A
Hr

o JEr G R A TR

B0 % R M ONE B O O Ak ¢ R0 Jek e i ¢

FOICIRIEMEEAL N b % B
o BHOREREDOEDR, UTEMERRF L IXFFEMEO A SRk RO BEER D

% A

o SR (EErMaBiEE L ZT) Ob 5 EHE
o MDY I LA AT DR
e Karnofsky Performance Status 70%Aji Y o B

(=D Karnofsky Performance Status (PS)

Score | E 3%

100 |1EH, AT HBREOHF LNV, BHRERZ L,
EH OTEE A ATRE, HPIe B EN LB\, 90 |BRERIRIESR TS D28, IERTEB) A fE

80 |/ 72 0 EERIER H 208, ) L CIEE OIEB) Al HE
TG D2 LIIARARE, BETHEETE T, &| 70 |[HoBHOWFEITE 528, EWOIEE) - FET 25 2 L IX AR A
HEITF LA EBAHRBRIZE DD TH D, | 60 |HNTKHERZ LT TEXAHR, & EXNBASLE
Bea REREONMZLE LT 5, 50 PRIRE BB LR #ER X OENNRERITADLE

40 (BT, WU EIRE LOFE#S LT
HOEIYDZEEASTTERN, fiZdHH0| 30 |[2<ETT . ABNSLEEDEITII LEE > TR
WO E# L FSOE#ELMLELT5, FKEA| 20 FEFICEE, ABSKLE CREANRIREN LI
MNEGHIZHEIT L WA ATREEN S 5, 10 |FE#A B> T D

0 |4t

11




6. BHEICEL THEETREHIE

O IR SCEZEITIN Z ., SIS IRTE 3£ DR T 5 ERHE 1T 25D & ARF O R KON 1EfE
OO B ERZ+ 0 ICB i L ChofHT 52 &,

@ BEBRIBICSESL D . BE XIF OFBRIAIMER a2 453 L, FE %215
EG/NCE A R R

@ FEREWERHO~RT AL MZDOWNT

MEMEBR S 5D D Z ENH DD T, RADOEGIZHT--> Tk, FIHE
W (Bglv, WL IREE, k) OfeRE K O X ffpds o L, Bl5x -+
AT H T ke Flo, BEISUTHE CT, i~ —F —FEOMRA % Ehi 7
HT ol

infusion reaction 73 &% 545 Z L 23% 5, infusion reaction 23738 H AL HAIT
I, EEIRALEEZITH & LI, RN EET 5 £ TREDOREZ /51 BE
T5HI L,

FR I RERR S . N EAEERE LR OCRIBEEEREERH LN D LR H LD
T, AAF| OB G-BAERT M O G-I RIS E NN W RER A (TSH., 78
T3, W5 T4, ACTH, =L F Y — LV EORIE) Z2Eid 5 &,

BIERF 2%, A4, IFeeRES . TR, {EHRERD L ONDL Z 03 H D
DT, KFN O 5-FAbEET M OF G F i3E eI ITeésem & (AST. ALT,
y-GTP, Al-P, BV /LEHOMIE) 2Ef+T5Z &,

SEIER (IR L TR BHRAERZGT) FOEERIRESE NS bbb
ZENHHOT, EHICIROEFE OFBEMHRT 52 L, £, IROEF N
RBOOLNTHEITIE, HONCERENZZ2T 2L )BEFELRETLHZ L,
AHNOBEGIZLY | WEDORERINIERT 5 &5 2 bILD kA IR B E
BHOLLNDZ ERDHDH, BEDPBOONTLEICIE, BB LEFRIIS U
BEFRR 20 ik & R BR 2 e o [l &l U ClE vl e BRI i 2 1T\ iR EE O s
FONZ & 2 BWER BN 2561215 AR ORE I IE, K ORIE B R
NWEVRIOERGEEZBETDHZ L, 2k, BIBEREFRLVEYOELIZXDEIE
A OYEERFRD IV WIGEITIE, BB RE ARV o LIS O S i Fl oisin
LEET D L,

BeHHET %, BOAMNOE T AHBSE L TOLEIERBRET 22 Enb 5720,
AFNOFGHETRIZGEWEHOFBU A 2ITEET D 2 &,

1 BUBEpRIE (BIE 1 BUBEIR S 2 & de) Db bbiu, BERPES 7V F—T &
IZEDZENRDHLHDOT, A, O, EHFEOIEROBECMAED L2+
SEETHZ &, 1 HERFEN SO ZGE &G ERIEL, AR Ul
H OB EEOBEE RAEZITH Z L,

@ AHFNOEFRRBRICBWN T, BEBBHS 2BHE. UIRIIM4BEEE TR, 0
#% 12 WL ICHEDMEOFEEIT > TV 2 L 2BE T, AFIHG R ESICHE
B TR OMEREITH Z &,

12



REFEHEETA K4 v
Ra7n) <7 (BIETFHEBZ)
(K554 : %A h—4 SR 100 mg)
~BRSAERE ~

SRxTE1 28 (Ff 348 AWET)
JEA B EE




ER/N

1. LI P2
2. ARHIOFHE, TERBET P3
3. ERIRRGE P4
4. FEFRIZHOWT P12
5. BHXHRLLHEE P14
6. HEHEICELTHETRXHIRA P16



1. IXC®IC

=S5 DH I « B RMEOREROT-OIZIL, IR SCEEIZE S W2 Ee AR D
B, 6T, IEORFEHNOEAIZ LY | FUREIKS 22 & OFHH 7o Frll/F A%
FFEIMPEKRBINLH T, 2O DOEEKLZFEICHLER BT IR 5 2 L BRED
PR L 72 o TR Y RREMBGEE & O FEAR T #2016 CEAL 28 4F 6 A 2 H BRI E)
IZBWTH, EHMERLEOMFHORKE(LHEEZXNL Z L &S TWn5,

FORE R E ST, SRR BT 0 7 7 A VDS EDEIK L LB S TR
RHZENHD, ZOih, FMEROEEVEICET A ERSH0ERET 5 E TOR,
WMELEIL DO BE LR ZIT 52 EPWIRE SN D BFICK L THERT 2 & &b, BIFE
PN U= B 72 kb 2 & D 2 & DS ARE 72— 8 O B &3 7 9 R B < fdi
THZLENEETHD,

L7eRoT, KA KT A4 TiE, BIFERES ZNE TITE LN TV A EFEIH -
BHEm R S & | DUTF ORI O e H 2 HEEST 28800 6 MR 2R 5 2
FROEEFRREZRT,

B ARITA RT A %, MNATEBUE NEE S EREE R S, A tHEAR AR
BRRIE s . — M RTE N B ARERIRNEES . — A EEAN AR F SR 7 kO
NasfEHEN AR ORI 20106 EERR LT,

RIG L IR HEISL A b L—F EEERE 100mg (— R4 a7 X~vT (Eis
FHEHER))

R ERDMEXIAE « R XL =EREES 2 A 9 5 S

NEERHRMEROAE - @, AL, Xa7n) X~7 (Bisrdfz) LT 1
[a] 200 mg % 3 WA HIFE XX 1 18] 400 mg 2 6 J HI[F R T 30 47 [H
T TRIEFRET D,

il 3 B 58 ¥ #F  MSD Rt




2. AFOKK, {ERBERF

XA M —H REEHE 100mg (— 4 - RXaT7n ) X~v7 (@ z) . BLT TR
Fll EvvH,) 1%, PD-1 (programmed cell death-1) & %D U %> K Td 5 PD-L1 & T PD-
L2 L DOfEEZEHZMEET S, B MEIgG4 £/ 7 v —TF LHURTH 5,

PD-1 1T T MAR S0 G GLREHE D> & 84 5 72 OIS DY AR DS FI 9 5 T2 70 S0 2 il 4
AA w F T, PD-1 1, RIS TEER T MifuoMinLmIcBELL, B %
P SO % B e A Tl 72 S0 OS2 3%, 7ebBH, PD-1 (XU T2 R EfH
ATHZ LRV PURSEBRICL D v VT V2 AICHIET 2% B&KTH 5, PD-LI
DIEFFMRIC B T 2HBUT DTN TH LI, Z< OBRAMBTIE T M@ 2z
HIFCEENIH L TWD, DAMBIZIIT D PD-L1 O &38RI, BN . BENE
MR IRELRE . FE/NMRATE R & O A e AU TTHRARRE - TH Y | RVVEFR
& DM HRE STV D,

BEE DD DGR T & PD-L1 FBEOFEEEMED S PD-1 & PD-L1 OB IZNEE O
TR R B W CEHEEREE 2 ) Z LAURBR SN TE Y BN ARIROER L L
THIfF STV 5,

AFNZ, PD-1 & PD-L1 X OXPD-L2 Oifj ) > ROfEGEET L Z Lk, EE
W NBREE T OISR B ENE T U v SERATEMA L &, HUEE S 4 FHE b
T 52 L CHEENRARET D,

ARFNOVE I35 < E OSRE ROSC X 2RISR & b oh, BESUIELTIC
EDLAREMD D 5, AANORGH R OEEGRIZIT, BEOBIEL TITATV, BEH
D BTG EITIE, FEH LT F RIS U RPN 22 ik & BB 2 Ff O PRl & i L Col
BN 8RR W 2 ATV B DSERISIC K D RIER 2 B 2 56 1213, BB RE AL
RO GHEDWY) IRALE 24T 9 MER D D,



3. BRERAE
R L R ER R & A 9 5 BESHEE O KGR 31T 2 4T - 72 22 AR R BR 0 pli i &
N B

[G2hE]
[ BRI [R5 MAHRAER  (KEYNOTE-048 #U5%)

L RERE D 72 TR S (U, R - TUHER J ONWEEE OO 38 R fRis 2 A5

5 BHS R - B R R 882 Bl (H AN 67 flagle) xR, BYXv~7 (B
R z) (LR TeYyxo~=7) 2nwo,), ZrdrruZin (BLF [5-FU) &
9.) RO 7 FFRAIOHHEE (LFRIER) 223t LT, 5-FU &7 o758
FIOPEH T TARAN G (RANOF A G-HE) = K OAH] 200 mg 2 3 B IR (LT TQ3W
LW ,) BE (RAIEMBEGR) OAIMEE LSRG Sz, FEFHMEEE O
=D L SN REAHI (LT TOS) &W9,) 120\, ITT £FHICBW T, KAIGF
ﬁHT«?Yf HMEFRE L i L CTHEICIER Lo, £70, AFIBIMEE I L FIRTE & i L

T, ITT HE£HICEBWT, OS 1ZFEHMEE R L, combined positive score™ (LU [CPS) &
W) N1 UL EDOBEEMIZBWT, OS OFERIEENFED b,

1 JRPTRZICH T DR & L TEERIE A B I N F4l S LTV /B3 Tk, M4E%TA
FOBMIGHE R H6H HLL LR L T2 5A1%, lAARREE Shi- (272 L
WMELIRWSE T 61 A LANICIRBHETT L7235 813BR <),

Y X~ T7 (FIEI400 mg/m?, 2[E1H LAFE250 mg/m?) . AT T F 100 mg/m? XL
VAT ZF 2 AUC 5 (mg = min/mL) K OV5-FU 1000 mg/m?¥/day (4 H $&#ee S0 3% 5-)

DIEIZ Q3W (BY v ~T7 DA LRI THRK6=—AEEH, Y F 1 ~7250
mg/m*% LR FIR CT& 5 LTz,

*3 : KHK200mg, A7 T F L 100mg/m? XTI H/NVAR T T F > AUCS (mg = min/mL) K O85-
FU 1,000 mg/m?%day (4 H e G) DIEIC Q3W T K67 — A 5% AF1200
mg % Q3W TH:H L7,

*4 : PD-L1& R8I LMl (M, ~2 a7 7 —Y RO U o58ER) ZREEMTnsk
FRL. 100% 3 U 7= 5K 0E,

K1 AROHABREOEDMERE (KEYNOTE-048 35R)

AKIOF e 51 (bR ikt
(2814) (278%1)
ol (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 : PREMITEREOT —% (Q0184F6H 138 U » b A7), *2: @RI Cox Ll N —
RETF N L DACFRIERE L DL, *3 @ @Wlla 7' o 7 e



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

AR (%)
5

/"”‘"““’”HHIH» T

HAH
04 vvxowr. 7orrmmposey M [T

I,
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 FF B K O%5-FU

X1 AFIBEHERED 0S O EETED Kaplan-Meier Bi#f (KEYNOTE-048 3RER)

#£ 2 AFEMBEDOEMEE (KEYNOTE-048 35R)

AR Hh P - (bR
%5 30141 30041
hoefiE (H) 11.6 10.7
\ o | [95% CIl [10.5,13.6] [9.3,11.7]
ITT S84 05 NH— R 0.85
[95% CI] [0.71, 1.03] —
P fE™ 0.00014
%k 25713 25543
o (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: RHXE, *1 : HEAEITREOT — 5 (201846 H13A U v b A7) *2 2 J&@hil Cox Hfl ¥ —
RET M L DALFIRIERE L O, *3 : @hln 7T v 7 /g GEREPE) . *4: @hiln 77
YU RUE (R P )



A #1200mg Q3W

A (o)
&

/ "ﬁﬂh“""ﬂlﬂl—+*‘* i

D9 wvx~7 7 FFFRAKUSFU ! HHH'H"‘"Ii'li‘i»ﬂ,,iW}L )

10| | Hi'H"Q 777777 I
0 I I I I I I I I I
0 5 10 15 20 25 30 35 40
AR [H]
at risk#
AF200mg Q3W 301 225 172 125 81 37 18 2 0
X~ 300 245 158 107 57 2 10 1 0

77 F 7 W % OB-FU

100
% |
80 —
70
g €0 A #1200mg Q3W
" 50
B
& 40
ﬁ 27“‘7'\‘.
30 /// hy
20 Jr7]L'H|"|hl+ .
¥V R VT T TFFWARUEFU t1wﬂfkﬁwwﬁw
10 HHH B |
0— \ \ \ T ‘ ‘ | |
0 5 10 15 20 2 0 35 0
M (A
at risk%x
AF1200mg Q3W 257 196 152 110 74 4 17 2 0
ML SV SN 255 207 131 89 47 21 9 1 0

7'Z I BH L OB-FU

M2 AK|BME 50D OS O HREEHTED Kaplan-Meier i} (KEYNOTE-0483%5%)
(BB : ITT £, TR : CPS2 10 BEER)



(PD-L1 FEBLRBLA D A 1)

] PR IE R 25 M AHRAER (KEYNOTE-048 3UR) ([CHAAN DT BEOT —ZIZHED x|
CPS BT 24T o T2 A 20 (BRERA 2T 2 5 de) M OVZEMEORERIZU T O LB Y
ThoT-,

AANCZEBIEGEH OAZIMEIZES LT, CPS 28 1 Riii DA AL RIERE S IRIEFEED
RTH-oT- (F3, K3,

AR EMBEE OGRS L T, CPS 2MEW T SRR IERE IS 69 5 AR B 50
DAY — RN K E L 2 DEANFRD B, CPS A3 1 K DGFAITII AT — RN 1 %
kFEl>72 (R4 KUK 4),

723, PD-LIOFBLRBUZ L 6T, RFORZEMET 17 7 A VIFFEKRTH -T2,

# 3 KEYNOTE-048 BREBRIZ 1T B K EOF AFED CPS Bl TD 0S™

PDLI %5 EEs gy PRI DeeCH e e
o R e e

1=<CPS<20 2&{%{;@2?;% gi 1;; [[89:’1115.'53]] 0.75 [0.57,1.01] ™ 0.25
crss | PMBEEE D0 L0 o

CI: EHEXM. *1 : REEITEEOT —4% (201846 H 13 A~ vA7) *2 : JEEHI Cox LN — K&
Fv (PRREIMEAT) . *3 : ECOGPS (0. 1) X OVHPV J&Z: (B4, [atk) ZBRIKF & L7- Cox Hfiil
— KET L

100+ 1004
90+ 90
80 80
70- - . \
3 A F200mg Q3W, 77 F- U KOSRU 2 YR ovT | 7T FFEIROSFU
< 60 j o 60 -
o 50| / ¥ K /
Itk 40 & 40
#H % My #Ho w4 e
2 L m 20
ol wrEv~T rrrrmmrosey’ 10| A AI200mg QAW 75 F KSR
=
0-— T T T T T T T T [ T T T T T T
0 5 10 15 20 25 30 35 40 0 5 10 15 20 25 30
o AL (A ] . AEAFIR (]
7‘5@“ 3@;&%}’(\’% U %2 w0 67 % 9 1 0 f’j i” io‘_’)m;gé&vi" s 30 % 13 8 4 1
TYERI~T, EYELT,
S o B 12 83 2 16 5 1 0 s ® 36 % 17 9 4 0

X3 KEYNOTE-048 3B 35T 2 &K BB E#ED CPS B TD OS D H 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 T B o s
crs<t Mlvmrn s s lorise 1370862200

1=CPS<20 ngigi:;ﬁ 1;;‘. ig? %2(7): i;?% 0.90 [0.68, 1.18] 2 0.028
T A T

CI: {ZHEXE], *1 : PRIMITREDT — 4% (Q018F6H 1384 v b4 7) *2: JE@RICoxtL BN — KTV (I3
SRIWIMEAT) . *3 : ECOGPS (0, 1) M OHPVEY: (B, FBatk) ZERIN T & LizCoxbbfii ¥ — RET L

100-]
m .
m .
. 104 —_
> =)
§ 60 X #i1200mg Q3W E\/
B 7 3
& 40 Rind
N e N
i iy
2 i ‘ T
0l BV FYIT LTI TIRAROSFY -t
—
0 T T T T T T T T T 0 T T T T T T T
0 5 10 15 2 % 2 ® ) 0 5 10 15 2 % &) %
o A LA » ATFHIM LA ]
at risk 5 at risk %%
2 #] 200mg Q3W 257 196 152 110 74 4 17 2 0 A #1200mg Q3W 44 2 20 15 7 3 1 0
Y X~ Y X7,
7o rrwgposRy B W Wm0 S S s ® s 0

X 4 KEYNOTE-048 3B CI51T 5 AF BEME 5D CPS B TD 0OS D H T D Kaplan-Meier Hif
(£ : cps21 DEFEEF., £ : CPS< 1 DEEFHEM)



[Ze21k]
OEBILFEFH MR (KEYNOTE-048 #5)

BEFGIIAFIG A GHE 271/276 51 (98.2%) . AFKI B SR 290/300 1] (96.7%)
J OLSERIERE 286/287 Bl (99.7%) IZFRD B, TRBREE & ORERGENGTE TE 20
HERGIT, TNE 263/276 1] (95.3%) . 175/300 1] (58.3%) K TX278/287 il (96.9%)
IR BTz, WITNDORETREEIS D 5% L EORIERIZTRDO LB THHoT-,

£5 WIhLOBETRIAFISS 5% EOBIEM (KEYNOTE-048 3BR) (Z2MENT X REM)

FEERIKRSHE (SOC: System B (%)
Organ Class) AHIGE & 51 AHI BB 51 bR
FAFE (PT: Preferred Term) 276 fi] 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 (95.3) 196 (71.0) 10 (3.6) 175 (583) 49 (163) 3 (1.0) 278 (96.9) 195 (67.9) 8 (82)
MiRIs LV >R bEE
2 133 (482) 52 (18.8) 0 12 40 2 (07 0 118 (41.1) 42 (14.6) 0
TEENE LT BRI 21 (7.6) 21 (7.6 0 0 0 0 12 42 12 @42 0
i Bk fE 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
Hi L ORKBEEE
Hig 15 (5.4) 0 0 0 0 0 16 (5.6) 0 0
P IR
FOPR IS REAR T iE 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
REAES 67 (243) 22 (8.0) 0 2 (0.7 0 0 69 (24.0) 10 (3.5 0
Mgt 75 (272) 7 (2.5) 0 7 (23) 0 0 64 (223) 5 (1.7) 0
—f% - BHEER L OB GENLORE
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
(a9 18 (6.5) 0 0 (1.3) 0 0 9 (3.1) 0 0
KD S SE 77 (27.9) 26 (9.4) 0 8 @27 2 (0.7) 0 76 (26.5) 14 (4.9) 0
FEHL 16 (5.8) 0 0 10 (3.3) 0 0 12 (42) 0 0
JRYIE RS L O A BUE
JIINGEAS 0 0 0 0 0 0 33 (11.5) 0 0
B, hER L OWEAIHE
HEALLE D Kt 2 (0.7) 0 0 1 (0.3) 0 0 16 (5.6) 3 (1.0 0
g PR A
ALT #4)0 10 (3.6) 2 (0.7) 0 7 (2.3) 0 0 15 (5.2) 2 (0.7) 0
M7 V7 F =80 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
/N 51 (185) 14 (5.1) 0 1 (0.3) 0 0 46 (16.0) 9 (3. 0
R 21 (7.6) 2 (0.7) 0 9 (3.0) 1 (0.3) 0 30 (105 1 (0.3) 0
i BRI 36 (13.0) 15  (5.4) 0 2 (0.7 0 0 43 (15.0) 22 (1.7) 0
R L OB EE
BARIGEE 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 (125) 11 (3.8) 0
K~ 7% 7 A fE 209 (105) 4 (1.4) 0 3 (1.0) 0 0 95 (33.1) 11  (3.8) 0
KT R U T AfE 23 (83) 10 (3.6) 0 9 (3.0) 6 (20 0 20 (7.0) 9 (3.1 0
1KY i 6 (22) 2 (0.7) 0 1 (03) 0 0 19 (6.6) 5 (1.7 0
PhR R P
USOE Y 16 (5.8) 0 0 6 (2.0) 0 0 15 (5.2) 0 0
KR =a—aF— 15 (54) 3 (L) 0 1 (03) 0 0 6 (2.1) 2 (0.7) 0



FRERIRSEEH (SOC: System

Bi%x (%)

Organ Class) AFIOF B 51 AFH BB G (LR IERE
JEARGFE (PT: Preferred Term) 276 51 300 f31) 287 5
(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
BB X OUREEREE
T R 15 (5.4) 4 (1.4 0 4 (1.3) 1 (03) 0 6 (2.1) 1 (0.3) 0
J2 R KOV TRk E
SUERRR R 1 (0.4) 0 0 6 (2.0 0 0 82 (286) 6 (2.1) 0
Fe g 5 (1.8) 0 0 6 (2.0 0 0 27 (9.4) 2 (0.7) 0
;ﬁ FREREFFEASIE )y 0 0 1 (0.3) 0 0 20 (70 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
B2 €2 2 (0.7) 0 0 0 0 36 (12.5) 0

7ok, ARG GRICRB WO CHREMEMZER 13 61 (4.7%) . KIBX - /MK - EED
THT9 B (3.3%) ., MRS (57 2 « N —IEBERESE) 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 (REBEIRERTE, SAEE, BEREIES) .
BB R RERR . 1 BUBE PRI, R, AR - BRBUTIBAAE, BEEAL M0, M - BERSS

SE DS, EERMERREE (S i MRS VESR RN, IR L, ARIFERR, B
FERIERAESE) | MERE RAEBRE L O EZ TR o7,

ARFN B SR B W CTHVEMEZE AR 16 61 (5.3%) . KB -
B (1.3%) . BEEO LGRS (FERMBEIEERE, 2B, FHREIES) 161 (0.3%) .
I RERE R 15 1] (5.0%) . ALK IBRSRERE S 42 f51] (14.0%) . T HE(ARERERESE 1 451 (0.3%) .

/NGS - BEED T 4

RIBHERERE S 1 61 (0.3%) . EimelmEs (RAEREMEBRE) 56 (1.7%) . MKk - §
B2 161 (0.3%) . 5&E DR 1] (0.3%). B 261 (0.7%) K TN infusion reaction £l
(0.3%) DO LN, T, MREE (X7 « NU—ERERS) . 1 BBERKB.
K- BT RUARIE, BER R, Ok, EER MRS (M MO MR 5T
. WML ML, REFERES . MERERIEKIESE) | MERE BIEEE K O ZITER O Hivle s

D72,

AREWERZEHR DI EF S (AREERE 25 250EIRETT,

10



(At - HE]

KB OREEFSEYBREET LV EZFH L7Zv I 2 b—32a 02XV, KK 200 mg %
Q3W, 400 mg % 6 FHMMHE (LT TQeW]) &9, ) XiX 10mgkg (AHE) % 2 B[
IkE (LLF TQ2WJ &5, ) THE LIZBEOARAI O MG FRENRG SNz, £ Ok
Fe. A 400 mg & QBW TH G- L7=BEOARHF O EFIRREIZ IS 1T 2 P Mg iR (LA
T [Cagss) &9, ) 1E. AHI200mg Z Q3W THEH L7ZFED Cavgss & LT 5 & T
Ehtz (FF) . 72, AH400mg % QBW TH G- L 7=BROARHKI D EHIRREIZ I 1T 5
EIE IR (LLF TCmaxss) &9, ) X, &Kl 200mg 2 Q3W THEH L72BED Craxss
g L CEEZ T E TSNS OO, BARNBEFIZE WD TR FHER I AT
HRE - HETH 5% 10 mglkg (RE) % Q2W THH: LTZERD Craxss & Ll L TIK
EERTETHEINT (FFR) . SO, EERAERE 2 X5ICAKA] 400mg % QW
TG L2/ TR (KEYNOTE-555 i5R) K 0 155 7= EHMEIC IS < EiyHhhe
RIA=BFT v Ialb—ra Al PRI LICEMERE ST A —4 LHEEILTE (FR) .,
Mz T, BEOREIEIZBIT 5 BRRBRSGE IS X | AR ORE R & FMEUIZ ek
& DER#EZMRFTT DIRBESST T VDL S L, AH 200 mg 2 Q3W X% 400 mg %
Q6W THH L7-BROMEGTE & & AME T L2 L OREIZ O W TIRFT S /R, b
LD - HEOM THEINE L OVREVEICAME R 2RI 0w & PRl Sz,

&6 FAOEMBERL T A —F

v - A Crax Cavg Chmin Crax.ss Cavg.ss Chmin,ss
(ug/mL) (ug/mL) (pg/mL) (ug/mL) (ng/mL) (pg/mL)
200mgQW' | (coivon | raoen | (7888 | (o174 | 4ossio) | (208 81
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' (213,2223) (14?41145) (11%,1221) (421,2?133) (272,7282) (19;9200)

t:n=2,993, 100 BN I = L—3 3 U2 X 0 R S SESEO Il (2.5%8, 97.5%5) | Cmex : #IEIHE
%O MIERIRE, Cag : PIEHEGHOFEMIEFIE, Cmin : FIEEKGE (A 702 F5) ORKME
IR Crmaxss 1 EFIRBEIZ RIS D EEIMIGE T IREE, Cavgss : EFIRBEIZI T 2 FHMIEF R, Crinss : EFIRREIZ
B B el i 375 e

T : 56 BIORMELIE (95%(EHEIXH)

§ : 41 DT (95%(5HE X M)

NA : 47 L

11




4. FEFRIZOWT

AR OG- 72 BE 22 W - FrE L, AR OB EHIZL Y BEELRBIER 2RI LT
BRICKHEST 2 Z ENMERTED, LFOO~QD TN T &z il W THERT 5
RETH D,

@D #EHRIZHOWT

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

(1) EAEFBREDEET D05 A BEEERLS RS (BRE RS A S HE B S 5T
%ﬁﬁh%ﬁ@%mﬁ%%\%ﬁﬂmﬁﬁr&@&>

(2) FrEREREFRRT

(3) HBENFRAENFRE T DA BIEEEFRT (DS A BIEEEE TR, S A B
W 1IEBE. 2 AR R e &)

(4) ARACFREEZRE L, SRAEHREINE 1 XU R HHEINER 2 O it a% FL
AR D 21T - TV B fitiak

(5) BrEEMERES AL E BUINR OfERR FEUEITAR D | 21T - TV B Jitigk

O-2  SHIFERE DAL FIIE S ORIE I FEHINE OIS +53 70 Fiak & BEBR % D BE Al 3
TEBHEM (FROWTNIIEZ Y T D EMUTEBIER) 25, Y% OAFIZE
TOWRFEOEME L LTRHESNTND Z &,

eSS

o [ERNRFFEUGE 2 FOYMIIHEZE T L72ZIC 5 LA EO D AT D ERIRIHE %
ToTVDHI &, Hb, 24EM T, BSASMIREE £ L U BRI OMHE 4
ToTWHBZ &,

o [ERRFFIAGER 2 FOMWIHEAZE T L7cRIZ 4 L1 L0 B SRR EE O IR
WHEZIT-> TR, 26, 242 R, 2N AFEMIREZ & OISR G 2R O
FRRIHE 21T > T D Z &,

o [ERNARFF SUTHEFHEANRFFIUGZ OMEMHE 2 T L7212 5 4ELL o O ESE
DEFRMHEZIT>TH 0, 9 b, 2FL I, DAIEYIFRIEEZ ST ORI O A
BIEDHRAIHEZIT>TWNH Z &,

&% AFN L DERICBWTCIREIERSE OGN E 2 BT 5720, BE ORI
\ZY 72 2 HRHERMIZ EOROWT IR TR 273 =T (BESE I O{bF%
1R OBRIWE R B O REIG +53 72 ik & 1B & FF O fT) & OBRE/E#ED ) &
WZRETH &,
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@ BENDOEH. E@Mﬁwﬁﬁ_OWT
=28 %%ﬁ% (CUEHET D BB D ELE S, RS OB D, Aok - &
Eoiia ?%%ﬁ®£ﬁ&0i%£ A D IRt AEFRNRAE LIS OWE
. FEDEHLNIATON D BRI E->TWD 2 &,

@ EBUWERA~DOXIRIZOWT
@-1 MEFEHICET 224

VPR RS D B A BIVE SR AR LT-BRIC, 24 BRRIZZIRIEHIO T, ik X
VOB R IC 3T, BB L 2 BERICIS U CABREE L O CT O FIVER O BRIz
TR ORERN Y BSOS, EBICRIGATRERAHI N > T D Z &,

@-2 EFEREHRICLH>AFEFSNCET I EH

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

@-3 BIEADOZWr- XN LT

BIEA (REMERZRECIN A, KBK - /DMEK - BEO TF, BUER%X « A% - I
FEREREE - T2 - B LMERRAT 2, R &apa RABE HVE R RS . NowiEE (F
TRPRREFE T . HURIRERREIR S . RITHERERETE) | 1 BUBEIRIA. S E IR, Mk - B
%@%ﬁ\%%\ﬁﬁ@ﬁghm(@ﬂiﬁﬁ%%@%ﬁ\ﬁﬁﬁﬁﬁf@ﬁ\giﬂ
BE, FHRIEIESE) . infusionreaction, AN - BMEESc, HEAN S E, MRkEE (7 -
AN USRS | D2, B e Mk FEE (S M i VR B A SR B . ¥ MR I
IREFERES . BERRRIERIES) . MERERIEMEE, %) ISR LT, Uik T pEE
TR OB 2 9 5 A &t U (RIVEH OO TR L TIREA OB A%
TONAEMICHDHZ L), BEHITHEYZRAED TE DIEHNES>TnDH 2 L,
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5. BEXB LR HRE

[B2h B3 % 1]

O AL D 72 WA U TR RS 2 3 2 S R B ROE BE 2B\ T AR
B Gl NZARA] 5-FU KO FFRFIO PR GOFMEN R I TN 5,

@ AFNIEFESILFESEIFEZE (KEYNOTE-0483E) 23\ T, &ERICBWTE
YR ~T | 5-FU KOV T FFRFI O L i LT, AKHL 5-FU KO F
FFHIKN OO G OARF MG OG MR RENTWAS, 7277 L, PD-LI%
B (CPS) 12X W HIWEN R D2 BIA N RS NSERENE LN TNDZE (p7
~8Z M) 126 CPS" bR L7c L CAAIR G- ORI G OHW 2325 Z L NHEE LV,
CPS MR TH D Z & PHER SN BE IO T, AFILSOTERERIK S5
B35,

* o KFIOZWE L LT, PD-L1 IHC 22C3 pharmDx [ =] (R5E4) 2VER ST
%,

@ TREICEZYU T 2 BB T AR OFR G K OERITIEZ SV TIE, AFIOAZPED
WESLSNTELT, AFDEREGXIR LB,
o fiTERAHIIRIE
o OTHIMENR SN TWRW i OHFEEMEREE I & O OF A5

14



[ZzVEICBE 4 2 FI1A]

O TRICEYTLIEEICOVWTIAFORENEZRE SN TNWD I b, AT
oY AN
o KAIDOBS IR LIBEUE DBEEED & % B3

@ 1BFEATOFEIZ BT FREICE S T 5 BFIC OV TE, AFOFEITHERE S e

D, AOIRFRPUR A 2 NGEITIRY | HEICAHIZEH T2 2L 2BETE D,

o RMEMMZEEROEI IO H 5 BHE

o iR CRIVE R A R D B I ONE B D HUR BT 2 <0 i e fifi 2¢
FEOMIZRIEMZE N A LN D BE

o HCOAERBOED, UTEMERZRE L < ITFERMED B R E OO
b5 B

o BB (Em@MaBEELST) Ob b EE

o OB IIBEEE T HRE

*  ECOG Performance Status 3-4 "™V o 4

(D BCOG ? Performance Status (PS)

Score EFR

0 | &<MERIEEHTE S, BT LlFE U R EAERPHRZ AT D,

PRREIZI LUEBNIHIR S 225, BATAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

BATRARECTH A O OEY O Z LT F N THEEIZBERTTE 20, HHP D 50%Lh Eid~y R Tl 25

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL EE Xy R+ T2 d,

AW

ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,

15




6.
@
@
®
@

BECBRLTHEREIREHE

WA SCEZRITIN 2, BUEIRGEER DM T 2 BRME 2 3D & ARHF O Fei Je O 1E

DT OIZ B HZ I L TR 5 2 &

TRIEBRAAIZ e D | B XX Z OFEICHINE L OERR M2+ L, RE 215

ThoEETHZ L,

CPS LR L7z BT, AR OE GG A2 W T2 Z &N E LW, CPS MERT

XRWEEITIE, AR OO Z @O L ETERETH L,

FERBEIER O~ A MZONT

o HEMREENRDLOND Z ENH DD T, AFOEEIZHT-->TiL, PIHIE
M (BGI, PR IREE, k) O O X S O S hi%E, Blggs 1
SITATH 2k, F7o, REIZS UTHIE CT, Mg~ — 7 —%OMA 4% FhE 3
5L,

e infusionreaction 3% H I D = & 23 5, infusion reaction NFR D H IV AT
(X, WORE AT O & &b, FERMEIE T 5 E TREDOREL +0 1284
THZ L,

o HURIRFEREREE . T HRMMHSAERE R ORIBHERENH SN Z ERHDH D
T ARAIOEG-BIHART R O 5 M P I X ESIIC N e (TSH, b2
T3. #EHE T4, ACTH, L = /LF Y —/VEOHIE) 2FEhid 52 &,

o BUEMZ. A4, e E, FR, SLMEBEEXRN S LD Z E03h D
DT, AANDO¥G-BRLGRT & O G- e IR I ITséRe R & (AST. ALT,
v-GTP, Al-P, BV LVEVEHDONIE) 2FEiid 252 &,

o HEIER (MERKMMLEERAERREEGT) FORERERIREENH DD
ZENHLOT, EHINCIROEFOFEAMERT D52 L, £z, ROEF R
O LNTHEITIE, HONICEREBEEZ 2T 0 L) BEZIEETHZ &,

o AHKIOEEIZLY BEORERISITEINT D EE 2 BN DA R RBSCE
NHLDLNDIENH D, BENPREDOOLNTHEITIE, BEALEZFLRIILLT
BEF) 72 5k & SR A FE O [ AT & U CEUIZRERE W A1 T ) R E ok
BOGIZ X B EWER D St 2 35-5101%, AFIOKRIES T Ik, & ORIE R R
NEVHOBRGE2ZBET S L, B, BIREEFRLVE L ORGIZXVEIE
R OUGENRFRD B WIGEIZIL, B RE AR VE LSO il &l oEm
LBETDHZ L,

o B THEEMNLED AR L COHrLRWERNRERT L2 RN D720,
AR OEEHETHIZHEWER OB IR T 5 2 &,

o 1 EUMEIRYE (BUE 1 BUBEIR A2 S i) Nd bbb, HERFMES TV R—T X
IZEDLZENHLOT, Al Fl, TRHFEOER OB M ED FH- 2+
SERETHZ L, 1 BERE NN GaIIR G 2L, AR ) il
Hl OB HEOWEYRNEETITH Z &,

AFNOEGRRBICB N T, BG5GNL 9B, UMIZ1FEREToHITE, 0D

#% 9T L ITHEIMEDFM AT > T\ 2 & 2B E|T ARFIE G- 30E B g
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XEFEHEET A R A
RAT7u ) XA<v7 (BETHBEZ)
(BR7E4 : A MA—# K 100 mg)
~ R~

SH2#8A (S 348 AET)
JEA B EE




ER/N

1. LI P2
2. AANIOFHH. 1EHEF P3
3. ERIRRGE P4
4, FERXIZOWT P9
5. BHxtG L e b P11
6. WEHIZEL THETRXHIH P12



1. IXC®IC

IS OGN < REMEDHEROT- DI, WA STEZEITE SVl E el 23R D
bbd, 52, IEOREFIFOMEARNC L0 | FUREIR S 72 & O H) 72 B /e Rk
FrEEGENARINDLHF T, 2D DOEKTZ BN E B ITIRAET 2 2 L B
AR L 72 o TR Y RIFMBGE R & GE o AT #2016 Gk 28 4F 6 H 2 H B E)
ICBWThH, HEHNERLEOMHORE(LHEERZX S Z & L ShTna,

AR AR E SR S, EE RS R 27 0 7 7 A VBB FEOES L & B S MR
RHZENRDD, TS, HIWEROLZEMEICET 2 ERN+0ERT 5 £ TOR,
WMHERGLOBEEEZIT D ERPRF SN BEEIRH UTHEMAT L & L b, BE
RNV LTI B et & & D 2 & DNARE 72— 18 O B & i 7= 3 R R B <
THILENEETHD,

L7z o T, RHA RTA4 2T, BIBEES 2N E T O TV D EFRIZY) -
BHER LR EED & | LU O E IR O it 708 FH 2 HEHE 3 2 8LA0 b B2 B B %
F RO EFREERT,

RE. RHA BT A 0%, MNIATBOE NEHR G ERE R O, 2B ARAR
ERARIEE ey . — AR N B ARER R NEHE S M O EFEE FNEENAE AN B A RIE S D
WHhob EER L,

MR EMRDESR A F—F JHEHE 100mg (—fk4 : RAT7 ) X~v7 (Eis

T )
K% ERDRREIUIRR « 28 AALFHRIER I ZHEE U 72 PD-L1 B ORI UIBR AN GE 7R 1T - 15
F& O RIE RV bR

NEERDMEROAE - B, RAIZIE, a7 nr Y X~v7 (BaHEfz) L LT 1
8] 200 mg % 3 F HIFRRESCIE 18] 400 mg 2 6 3 [H IR T 30 20
2T T RIEFES 2,

3% R 8 3 & - MSD #RAiath




2. AFOKK, {ERBERF

FA ML—F RiEEHE 100mg (— %4 - XA T7r ) A~ B HE#z), LUF IR
#ll &vv95,) I&, PD-1 (programmed cell death-1) & %D U 4 R Cé % PD-L1 2 O PD-
L2 L OfEEEEERET S, & MbigG4E/ 7 n—FAHKTH D,

PD-1 #2#8 13 T Al o0 B S 2> & kAU 2 72 DI 03 AVKBRE 23 FI 3 % 32 7 50 22 ol )
AA »F T, PD-1 1%, EFE/IRREICEWCTEER T MilRoMia£mic BB L, 3%
P2 SO % B e A B X Rl 7o 0% SO & HliE 95, 9725, PD-1 (XY Hv R EfE
AT D LICEYHURZERICL D V7T vimiEe AlchHliEaT 225K CTH 5, PD-LI
DIEFEHMKIC I T D RBUTI DTN TH L0, < OB AMITIE THIROE E 2z 5
IEERENCREBLL TV D, AR S PD-L1 O ERBIE, B, e, T
MR, SREE . FE/ VBRI 2R & Ok 2 I SATTHRARIK - TH Y | RWAEFRE
OMEREENRE I TWD,

B OB A DGR T % & PD-L1 ZELOFMBIMEN S | PD-1 & PD-L1 ORI IFIEE O
TR BV CEEARKRE 2 ) Z LR SN TR Him 2N ATBROER L L
THIFfF STV 5,

AANX, PD-1 & PD-L1 XO'PD-L2 Difi U 7> ROFEAELET 5 Z L1k v, JEE
U NBR B T O RESERF BRI EME T U o SERZTE ML & PUIEE 50 2 S b9
52 & CHIEE R AT D,

AHIOEREIFI IS MBI OSERURIC & B RIIEMS 2S5 b bh, B UIFELI
5 WM BB, AROR G PR OEGRICIE, BEOBEE HHIATO, SR
D BTG AITIE, FB L2 HGUIE U B e ik & B8R & FF o Al & L Col
VRIS A ATV B ORIESISIT & B RIER AL D HAITIE, BT E AL
LA GO AL 1T 5 LED D,



3. BRI
D AACFRER IR L= PD-L1 ORI UIBRARE 2 1T « BROBE R L
JE D KR I Z B 24T o 7= E R BB OGS 2 R T,

[H2hE]
[E| B L R BB AR (KEYNOTE-181 #k5#)
— IR & U TEHER 72 LSRR O & 5 RIRUIBR R RE AT - IR OB RV B
R OVRIE IR B 628 ] (AAN 152 il 2 &de) Zxigc, Al 200 mg 3 3 [ b
(LLF TQ3W) &9, ) BEOHEMMER OZEMEN, (b5EE 07 VX', R
YA XEAXIIA ) )T HY) ERRE L TR SN, 2B, BB CREREFTH
R LN HAIT, TREEIT 2 R TER AR DN WEORRICZE L TWDEE
TUE, WRIEILARE O TG FEAT TR BHEIT 80 B D £ TAAIOE S ikt 425 = & 237
RE& Sz, FEFHME B XM (LUF T0S) w9, ) &St FMthas s
LCREIN () PD-LLEGME (CPS™=10) M, (i) P LEREBER KW Gi) ITT
HLHIZBIT2 0OSOFERIIRL1OLEBY THY, WTHOEMIIBWTHERNICHE X
NIz ARG T X 7o T,
*: PD-L1 Z 8 L7-filas (EEMIE, <2077 —I RO U8ER) & IEEmiasc
BRL. 100 %3 U 7= fH,

#F1 EEIARLE SNT-BEEMAICBITS 0S Dk (KEYNOTE-181 3:BR)

. . B Y 1 o
\ o A MK N — R p &
=2} =
BARM ol AR o) [?i/jqc)'] [95%CI] i)
i 200 mg 88
03W 107 (82.2) 9.3 [6.6,12.5] ) Y
CPS=10 103 0.70 [0.52,0.94] **  0.00855
b1k 115 (89.6) 6.7 [5.1,8.2]
A 238 Mg 19 (;:f%) 8.2 [6.7,10.3]
e bR Q 18‘2 0.77 [0.63,0.96] = 0.00894™
{bZiE 203 (89.7) 7.1 [6.1,8.2]
i 200 mg 271
03W 314 (ggg 7116281 ) ;
ITT 284 0.89 [0.75,1.05] ** 0.08431
{bFkiE 314 (90.4) 7.1 [6.3,8.0]

Cl: XM, *1: gk (77, Zof) ROYEMS (RFE EE, g ZEhlRT & LRl Cox [FlF,
*2 MU (7 U7, Zofth) RUKREEE (R EEE, ) ZERIAT-& Lz log-rank e, Aok (b
i) 0.00853, *3: Mgk (77, ZOM) ZEHIKTE LN Cox BlF, *4: Hiulk (77, o) =&
BT & L= @R log-rank #ii, A EA%E (00 0.00766, *5: sk (727, ZOfh) ROHAE (RF L
i M) A JE R T & L 72 @R maximum weighted log-rank 7, A &K% (FH)) 0.00772



—J7, PD-L1EG1E (CPS=10) Mo LR OB 167 B (HAN 77 flaEie) 12
BOTUTOAEDMERRES GO (R2EVHL) , 7ok, Ui ERIT SR E
SIVIIRNT R REM T e <. BRI ZRIBITRER TH 50

72 FiME (KEYNOTE-181 #Bk)
(PD-L1 Bt (CPS=10) 2 ORE LD BE, FRRAREITHER)

AF1200 mg e==-30F
Q3W
(85 1)) (82 1)
PE (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: EMHEXR. * : JBR Cox Bl AP— REF T L BACERE & O ik
110
100 o
90 Ib
- \“
o~ 80 = E
X \ Y
§ 70 HH\ 1\,—.
2 B0 \\ —_ Al 200 mg Q3W
i |
2 50 - l‘\_\ \'_H_ /
©
= \
0>’ 40 - l"L\_ *1\
@) \ \—\1
30 - 4
20 - == 305 ey ++
——Lﬂl_ +—+
10 - ] eca = { "‘]L
—
0 | | | | | | 1 I | | | | | I T |

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

Number at risk
AA200mg Q3W 85 79 7

o/t

Time in Months

0 56 51 43 40 30 27 21 11 7 4 3

1 OS® Kaplan-Meier B (KEYNOTE-181 #Bk)

(PD-L1[5#%E (CP

S=10) P ORELEREOBE. BRI E)

1 0

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




[Zzpt]

[ER A BN ER (KEYNOTE-181 #5R)
PD-L1 Bt (CPS=10) 7R FREOBFICB W T, AEFELIIAFIEE 81/85 14

(95.3%) . LZFRIERE 78/82 61 (95.1%) (ZFE® DAL, 1ABRIE L ORFERIENEETE

RVHERERRIL, ENEI55/85 6] (64.7%) MK ON67/82 %1 (81.7%) IZFEH BTz, W
TN ORETIHBEIG D 5%, EORIERIZITRO LB THoTe,

£ 3 WTHHORE TRIAFISH 5%LL LORBIVEM (KEYNOTE-181 3BR)  (Z2MMAT I REH)
FE RIS (SOC: B (%)
System Organ Class) AHIE b PR
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
ARIEH 55 (647) 19 (224) 1 (12) 67 (8L7) 32 (39.0) 2 (2.4)
MK LR o REE
i 4 @n 2 (2.4) 0 22 (268) 7 (8.5) 0
FEBME 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 Wk
R IR RE AR T 7 (8.2) 0 0 0 0 0
B IEmEE
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 1 1.2 1 (1.2) 0 17 (20.7) 7 (85 0
1 BRI 0 0 0 22 (268) 10 (122) O
R L O E
BN RIS 10 (118 1 (1.2) 0 16 (19.5) 0 0
B R L O ARk
1 IR 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
RWMERE = 22— 18— 0 0 0 22 (26.8) 1 (1.2) 0
MR 2R, FElds K OMithm e
filiig 2% 7 (8.2) 0 (1.2) 0 0 0
B F KO TRk
it A 1 1.2) 0 0 28 (34.1) 0 0
B2 4.7) 0 0 6 (7.3) 0 0
BEIR B R 5 2 (2.4) 0 0 6 (7.3) 0 0

7k, ARABEC IV CHIE NGRS 841 (9.4%) | B DR EIEE (haEPEREEE

6



FME . 2 FEREARAE GERE, ZIALEE, JERIEIES) 161 (1.2%) | MfkbEE (X7 -
N U—EERES) 241 (2.4%) | FFHEEERE S 9 1 (10.6%) . FIRREERERESE 7 41 (8.2%) |
1 BUHEPRIS 11 (1.2%) | fhdc - BREUTALAEAE 1 61 (1.2%) K TN infusion reaction 1 4
(1.2%) MERD BT, £z, KBE - /NMEK - BEO TH, FERAEERS. RIEH
REREE, BRERERETE ORI MEMER R%) | Pk, BIEMEE, WK - gk, 5
E MRS, DhYc, MERERIEMRE, EE L MERRE (S M MR PSR B, A
MR, FRIFERES, MEHERIERIESS) K OREZITRE® Do iz, AREIERRBLR N
FEEFES (RRMEMRETZET) 280EHEREZRT,



[ - HiE]

RFNOREFAEYBEET L AR L2 I 2 b—a L Ic kY. KKl 200 mg %
Q3W. 400 mg % 6 HMIHEE (LLF TQeW) &9, ) XX 10 mgkg ((KE) % 2 58[H
[FE (LLF TQ2WI &9, ) THE L72BROARA| O MIE TR ESBRE STz, £ Ok
. AFH 400mg 2 Q6W THh: L7 B D AAI D E FIRREIC 31T 2 EA Mg IRE (LIT

[Cavgss)] EVV9, ) X, AFKI200mg % Q3W TH# G- L7ZEED Cagss & FEELT 5 & FHIE
iz (F#) . 72, &K 400mg 2 Q6W TH - L7ZBROARKI D E HIRREIZ I 1T D A e
M5 FHRE (BLT [Craxss] &V 20 ) 1%, AF 200mg & Q3W TH - L7ZFRD Craxss &
i L CEfEz R T ETFHlSRE L 00, BRANBEIZBW CESERHR I TWD
ML - A& THDA4] 10 mglkg (KE) %2 Q2W TH G L72FED Craxss & Hif L TIEAE
T T EN (FR) . S6IC, EIEEAEBE Z XK 400mg 2 Q6W T
# G- U7 SRR (KEYNOTE-555 #BR) 0 15 & L7 SEHIME I 55 < SR EhRE <
TA=HII VI ab—ra k0 PRI LS ERE T A — & LHERILT- (TR,
Nz T, OB T 5 BERRBRAREICE S E | AR OBRER & A0 k2t
& OB A WETT DRSS E T LS S, ARKl 200 mg & Q3W XL 400 mg &
Q6W THe 5 L7-BROMEE & & AT LMt L OB EIC SV TG S Lol R,. b
SOMIE - AEOR THIE R VZRMEICHfERZR T2V & TRl SN,

R4 AFAOEYBE T A —F

[ Crax Cawy 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;,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 W gy | s | unim | aeees | s | (o300

$:n=2,993, 100[ED¥ I = L— 3 2LV FH S 8MEEEO Rl (2.5%5,97.5%5) | Cmax : FIEIHE
H#OEEMIEFIRE. Cag : MIEEGEZOEHMIERRE. Cnin: PIEIRG% (F1 270 2 BHRD ORI
EF'(};%E\ Crax,ss : ﬁﬁ%%é:%ﬁé%%ﬁm%ﬁjﬁfﬁ\ Cavg,ss : ﬁﬁ%ﬁgb:ﬁ&féﬁi@[ﬂl{%@{%}ﬁ\ Chin,ss : Hﬂiﬂﬁ%-ﬁﬁﬁl
BT B FeARumn i e

I 56 Bl RELE (95%(5 1 X )

§ 1 41 BT ELE  (95%IEHHIX )

NA : %7 L




4. HEFRIZOWT

AR OG- 72 BE 22 W - FrE L, AR OB EHIZL Y BEELRBIER 2RI LT
BRICKHEST 2 Z ENMERTED, LFOO~QD TN T &z il W THERT 5
RETH D,

@D #EHRIZHOWT

D1 Fito (1) ~ (B5) OWVWTNNTENT I THDZ L,

(1) EAEFBREDEET D05 A BEEERLS RS (BRE RS A S HE B S 5T
%ﬁﬁh@ﬁ@%%ﬁ%%\%ﬁﬂmﬁﬁrh@&>

(2) FrEREREFRRT

(3) HBENFRAENFRE T DA BIEEEFRT (DS A BIEEEE TR, S A B
W 1IEBE. 2 AR R e &)

(4) ARACFRIEEZRE L, SRAEFREINE 1 U SRAE SR 2 O jitigk L
AR D 21T - TV B fitiak

(5) PUIEMEREEEFI AL & BINEL OO it g% FE I TAR D JB H 21T > T D fifiak

O-2 IEROLRE L OFEIE A FEBRF O XG0 7250k & R 2 FroERT (F3R
DWTINTEE G T DERD) 23, X2 REBOARANCET SIGROBMES & L TRE S
NTnsHZ &,

*

o [EREFRSEZ2EOYIMHE ZE T L7 IZ5FELL_E DN AR O RIRIHE 2
IToTWBHZ L, 96, 2880 BT, BSASEWERESY T & LR IEEZOMME 2
1IToTWAHZ &,

o ERRFFEUSRZEDOIHHHE ZE T L7oRIS, LR O A EYIRIE %= 515
FELU OISR ZDER ZIT> T D 2 &y

o[BI EAFEONMPHE ZE T Lo RICAFELL LORKERZ AL T\ D
Z &, 9B, ELLEIL., TEbESEE DD ASEMEE & & T LR S O R RHE %
1IToTNWBHZ L,

@ BENOEXRLFREBEOEHICOWNT

PR S B ST 2 B N E S, RURAEE D OfFRA D, ﬁ%é %@
EMEEIEOE R OB B CERS SR DR, AEFS0NRE LG 0oRE
EH ., ENHESCHIITONDIKHINESTWDE Z L,



@ EBHWERA~DOXIRIZOWT
@-1 Rk BR§ % B

WV PE R B O B /R BIVER 2338 48 UT-BRIC. 24 BEIRSHRIAH| O F | Yikhiak X
S BT, B L 2 BIEANCIS U CARBRE L O CT 20 BIVEF ORI S5
IRRRAEORERNY B IS, B HICRHGATRRRARI N E - T Z &,

@-2 EEMBFRICL 2HEEFEFSIINCEAT 2 E NS

DAZRICED 2SN OB A2 A T A EEEFEDPEERE=4V 7
EHEOIEFRDOA T ) —= T EITOERE & HREZ A TE 5 F— AERIRH 23V
EENTWAZ L, 2B, BIEHIZHOWT, BABRE EZDOFEICHSIEmMmENT
WhHZ L,

@-3 BIfEA ORZErextIRIcBI L T

RIWER (FEMEMEBIZINZ ., KIBE - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - IT2% - EMERRAR 2 BHRER S RS EMEBRE) . AomwkEE (7
MERPRREFE T, HRIRR eI T, RIBEREREE) | 1 BUMEIRIA, 5 & DRk, sk - B
TIRMEAE . BER ., B O EREE (PEMERLZBIERAE, BRI, Z2A
BE, FRIEIESE) . infusionreaction, AN - BMEESc, HSEAN S E, MRkES (7 -
AN USRS | D2, R 7R Mk FEEs (S M il VR BA SR BEIR . ¥ e I
IREFERES . BEFRRIERIES) . MERERIEMEE, %) 1Sk LT, Yikhsx T pEE
JESEA DR 2 A3 % AN & s U (RHWEH ORZBr-CXHS IR L CTHRER OS2 5%
TJONAEMICHH L) | EHIZHEEURAENTE LRGN ESTND Z L,
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5. BEXRLRDHABE
[ B2t B+ % HiH]

@

@

bR 2 A9 % PD-L1 Bt (CPS=10) DOIRIEYIRAREZRHELT - BRI ORIER
RO BE B W TARAOFENEN RSN TN D,

728, CPSIINALT R Y Xv7 (BaHfz) Ooar =42k (kR4
PD-L1 IHC 22C3 pharmDx [# =1]) ZHWTHIET 5 Z &,

FRLICEZ N T 2 BB KT D AAN DOH 5 K O GRS DWW TR, ARAI DA ZIEN
MESLSNTELY, AAOHREGHR LRG0,

o ALFRIERE OV

o FiomibhRE

o OFUENERELA & OO

[Z2atEic B4 5 F ]

@

@

TRUCHEU T HEEICOWTIIARBORENEZD L SNTWDLZ Enb, #5217
F oA ARG
o AHNDOREITIR UIBBUE DR ERE D & 5 BFE

BRI OFHMIZ IV T TFRRICEE S T 2 BTN TE, AFIOFE GIFHEE S 72y

D, AOIRERPFUL A 2 NGEITIRY | HEICAFZEHT 22 L 2BETE D,

o MEMMZEROASI IIBEOH 5 BHE

o MaEE R A CHRE R 2580 D B K ONE B M O FUR Bt I <0 R g M fiti 5
FEDOMIZRIEMEZE LN B D B

o BOMEERBOAD, XUXEMERZE L IXHEFREMEO B CaZREE OB O
b5 BE

o EERBMEE (&R A 5 T) Ob D ERE

o MO IBEEE AT LR

»  ECOG Performance Status 3-4 Voo

(ED ECOG @ Performance Status (PS)

Score | EFE
0 | &<MERIEHTE 5, B CHEAEESHIRZE <ITx 5,
| AARIICEL LUVEENIHIR SN DS, SITATHE T, BB > TOEEITITO Z LN TE D,
B NFE, EEEE
2 TR CHGDOH DRI O Z L 13T N THEELEDERIZTE W, HHD 50%LL EiZ~<y FACiE I,
3 ROENTZHSOEDEY DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O LiFael TERY, By RhBTF T d,

11




6. BMEICEL THEETREFE

O  IRFASCEREITIN A, BUEIREES DRI 2 ERFE T -D & AR O FeE & OV Ef#
DT OIZ B HZ T L TR 5 2 &

@ JBREBIAICENL D BE T F OFRICE MR EREE oA L., FEE25S
ThoETHZ L,

@ FEREWERHO~RT AL MMZDONT

MEMEMERER D oD Z ENHHDT, AAIOBRGIZHT- > Tk, PIHE
W CEYIAL, PRIRIREE, RZ0KEE) ORERE & O X fieds O s, Biggs +
AT O T &, Flo. BELTS U THES CT, MiF~—F —F O/ 4 Fhi+
5k,

infusion reaction 23 & 545 Z L 3% 5, infusion reaction 23728 H LG AT
X, WUREZIT S & &b, JERDEIE T S £ CTHRE DR L +0IT8l5
T5HI &,

FURISEERE . P RAHERE K ORIBRERENHODONDLZ ENH DD
T, RHOFH-BAGET L O G-I I3E SN wersieiR & (TSH, 78
T3, 8 T4, ACTH, I =L F > —VEDRIE) ZEMET 5 &,

BIRERF 25, A4, IFREREE ., TR, bR E RN H LN DHZ EDBHDHD
T, AAIOBG-BIAGHT M OF G-I T 3E BRI iTRERER & (AST. ALT. y-
GTP. Al-P, BY L E U HEORIE) Z2EfiT 52 &,

SEIEE (MR L ITE AR ZET) FOEERIREERS bbb
ZENHHOT, EFICIROEF OFBEMRT 52 L, £, IROEFE N
RO OLNTHEITIR, HONIEREEL =2 T2 KO BEBLIEET HZ &,
AR OBEGIZLY | WEOGERINIERT 5 &5 2 DLk A I RESORTE
DHOLOLNDZ ENRDHDH, BEPBOONTLEICIE, BB LEFRIIS U
BEPHE 70 ik & AR A RO Rl & s U ClE bl 22 8 R W 247\ ot
FOSZ & B BWER R BN 25581213, AFIORIESUI IR, K ORIE RE R
IWEVAIOBRGEZEZRTDHI L, ek, BIERERLVE L OERGIZEDEIE
HOUGENFRD B2 WIGEIZIE, RIS B R VE LSO 5% i Al e hn
LERET DL,

B TR, BORRI 5 AfRE LT LEVERDP BT 22 13 H D720,
AFN OB TRICHRIEHORBUZHSITHEET H 2 &,

1 BUBEpRI (BIE 1 BUBEIR S 2 & de) Db bbiu, BERPES 7V F—T &
IZELHZERHDHLOT, Aig, Bl EHFOIEROFEELCMBEEO R+
SEETDHZ &, 1 EEREA OGS IR EERIEL, AR 8l
H O bE DO R LEZITH Z &,

@  AA|OEERRERIC I T, &5-BG D 9 WG THMEORHE 217> Tz Z
EEBFIT, ARG TITEHRICEIGRE THROMEREZ1T I Z &,
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