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

/"‘”"“‘Wliﬂlll—~ t

HAH
04 vvxovr. 7orrmmposey M [T

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

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



100 |
% —
m —
70
S e A #1200mg Q3W
40
H 30 / ""‘IH"“H‘l"m
D wvxi~T 7 IFFWHRUSFU IHﬁ‘"H'Hi"H'*j————|—L,, L
10| | HiH’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#
AF1200mg Q3W 301 225 172 125 81 37 18 2 0
BYXU<T,

7 5 FF 8K O5-FU 300 245 158 107 57 26 10 1 0

100 -
% —
80 —
70 —
g €0 A #1200mg Q3W
" 50
B
& 40
30 /// mmf
1 Ty
2 YR T T TFF WK UE-FU I Lj ‘*ﬂiﬂﬂ -
10 - B |
0—— \ \ \ T ‘ ‘ | |
0 5 10 15 20 2 0 3% 0
M (A
at risk%x
AF(1200mg Q3W 257 196 152 110 74 4 17 2 0
ML SV AN 255 207 131 89 47 21 9 1 0

7'Z I 8K L O5-FU

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



(PD-L1 FEBLR IR D A %0 1H)

] 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

— RET L
100 1004
90 90
w7 &),

A H1200mg Q3W, 7T FHEAI LOSAU

30 / \Ht )
20 m”*ﬂﬂ'ﬂh

Y X owT TTFFRAIKROSFU

>

EArER (%)
2

A (%)
&

ol TYEv~T TIFrmmROsFU 1”"”1"‘*11"1rrrfrrt"jrrfmi 10| AEHI200mg QAW. 75 F KSR
4 ) N O A e S
0 5 10 15 2 2 30 35 40 0 5 10 15 20 25 30 35
s AR (] - AAEIIT (]
f@g@gﬁfgﬁw 242 97 4 109 67 3 9 1 0 fi”iogmgé&vi"%m 39 30 % 13 8 4 1 0
E; i@ém sy B 122 83 m 16 5 1 0 f;f};% s ® 36 % 17 9 4 0 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 A #l200mg Q3W 8\/
B 7 3
& o it
@ S «
i iy
2 Hi""’[lH
0 Y X7 7T F AR OSFU H""""'I"i"lfﬁ'w
e
0-— T T T T T T T T 0 T T T T T T
0 5 10 15 2 2 30 3B 40 0 5 10 15 20 25 30 35
o AR (A » I (A ]
at risk 5 at risk %%
% #1 200mg Q3W % 1% 12 10 7 u 17 2 0 7 200mg Q3W 4“ 2 2 15 7 3 1 0
Y Fi~vT, Y X7,
7o rrwgposRy B M Wm0 S S s ® 0 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,
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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,
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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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