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1. RUBIC

EIRGOFNE - REMOHREO - DITIL, %ﬁii%kﬁomtﬁE&ﬁﬁmkﬁ
bhd, &bz, FEORERFOEBRIC LY., HAERR L & OREFIHRIERR
FEEMABERINIPTC, ZNOOEERFRICKLERBEFICRET 3 Z L BEED
B L > TR BRBEMEEE & EOEARFTE 2016 CERL 28 456 A 2 AKIBRE)
W Th, BHFNEELSOHERAORBILHELRRDZ L SN TNS,

FREABFERRL, REERACREEE o7 7 A VHREFEOERER AL MCE
RBZERDD, ZOd, BAOMECERESEICETAERS+LOERTIETOM,
MHERLOREZEI T LBNMFHINIBF I LUTHERT S L & biz, BIE
RRRR U BRI LERRE L 52 LB — ﬁ@%ﬁ%ﬁt#&%&%?ﬁm
THZEREETHA, \

LieidoT, AHFA T4 T, Bﬁ%ﬁﬁ[‘%ﬁ-"hﬁ’biftf@&n‘ﬂ\éIE%%%E"J .
BEMRMICESE, UTOEEGORERER 2 HEETIBEANOMLERES, £x
FROBBEFEERT,

BB, ATA FT A ik, MITEEAERERERBEEEHME.. &E&@&AHK
BRRIEE S, —MREEERA B ARBRABES., SEFEFITEENEA B ARMES
— R FEAN B ARPRBFESOH A0 b LER L,

R ERBDEIESR ¥4 b —F REHE 20mg, ¥4 M —F SEFHE 100mg (—
e _h7u ) Avr GRirTHEZ))

HBLRDDEIIPE : BIBRREERIET - BROIE/NRK TR

MBERAIHERCRE ( BE. AR, A7) X+ (EETFHEHEL) &L'C 1
[ 200 mg % 3 WRIEE T 30 245 CRBHET 5,

W IR 5 ¥ A MSD #ett




2. FRIOKH, {EHIBRF :

XA b A—& SEEFE 20 mg B ORVREEHE 100mg (—4 : Ra7n ) X=7 (&
g x), LT T&HZ] &vw5,) X, PD-1 (programmed cell death-1) & Z DY 7 ,
K¢ 5 PD-L1 KU PD-L2 & DR EHEET S, & Mb1gGs £/ 7 v —F Ak
Th b, ’

PD-1 BB IE T AR So A ES TR 2> B KN 2 T2 DIz S AHMBEASRI I 5 A Sa stk
AA wF T, PD-1 1%, BEZRBIZBNTESEE T Mla0flRRkE R L., BoR
ERIEEEDALEX BRI RAERGEHET S, /bbb, PD-1 RV Hr FLf
ATB LIt LV RRSAKC LAV IV EERZACHIETAZR/ETH S, PD-L]
DEFHMIZBITABBITDLTHTH B, 2L OBAMIRTIE T Mo Mz
HIECBRICER LTS, BAMBIZET 5 PD-LI OBFRTIL. BHIRE., RERE.
FrHRaRE, SRBLE, JE/NHIBRRRRER & Ofkx RBATPERBRETFTH Y, B 4EFE
L OMBMEREE ShTW3, |

BE OB ADERFKI T & PD-L1 HEIROFEREN S, PD-1 & PD-L1 OFRKITIEE
DFEEEREIZBWTERRBEZED Z 2 ATRRENTE Y, Bl 2P ABROEFERN L
LTHfFERTWS,

AFIiX, PD-1 & PD-L1 RO PD-L2 Dffi Y ¥ FOBSEMAETH 2 L2 Ly, BE
WABRE D OEERRMNMRESME T Vo RE2EEE S, MUEERE 2 BJNEL
T5Z L CREGDRERET 2,

AFNOERBFICE S BEORERIGIC I 2RERER S bbh, BEEXIIECIC
ZHAREERD D, A OREDPREVESRITIE, BEOBRELTSITTY., BESRR
B b EAIT L, FBH L AEGITE U B MR e & BB & o R & s UM
PR ERRE 21T, BEORERC L 2RIERBREDL 2B, RIBRE RV
EUHI OB EEOBERNE ST I NERH B,



3. BRPEERMK
BIRRABERETT - BR OIENRIZINE OAFRRHIIEM £21T - 7= =R ERRRBR O K 2
7z B

[Fhit]

OEELFEFBIFARE (KEYNOTE-024 FRER)

{BEFERE D 2V, EGFR BinFERRM, ALK & B FRER O PD-L1 Bk (PD-
L1 238 L JEEMas S 584 (BLTF ITPS] &1 5,) 250%) " OYIRFaE/RE
1T - BROHARRMGEERS 305 F (AAAN40FlEEt) 2xigic, A40200mg3 A
MR (UUF TQ3Wl &5, ) BEOFIER TS, 777 A EiiZE
B{bFERE (BATF 1S0C] w9, ) ZxtBRE LTHRET &, 238, EEFHIcRE
ETHRRD b iZEIT REET 2R TERSERD b WEOBERNICEE LT
5 BE T, REICIEOE M CRAETERD LN E TARAOBRS 2K TH Z
EWTIRE & & /e, ETFMIE R iR EEATLN (AT TPFS) &5, ) | BIREF
BT BIX2EFHE (BUF 108] w5, ) L&h, FENZT 7 5 8REI% B (kP
BB LT, PFS, ROt OS (MR #HBKER L,

* o arsdgEEE e L TRIERFERRE X TV 3 PD-LI THC 22C3 pharmDx 4 =)

ERWTRES R,
*2:24 A ETRESNEBESEIAHORELRIEL, 20%, KRETEEDLNESR
SR EFERTER I L L ENE,
#1 FEMEE (KEYNOTE-024 BER)
7 Z F A&
A 290 g QW STrirE
(151 )
il [A] 10.3 6.0
(95%CI) (6.7, NE) (4.2,6.2)
PFS™ sNP— KRR 0.50
(95%CI) (0.37, 0.68} —
P{E" <0.001
hofE [A] NE NE
(95%CI) (NE, NE) (9.4, NE)
0s™ AP K 0.60
(95%CI) (0.41, 0.89) —
P {fi* 0.005

Cl: B M. NE: #EART, *1: RECIST ¥4 FI4 2 1.1 fRICE-SIsrd e, *2:
BRI Cox bBINF— FEFNIZ LB 7 7 F MR 2 S bFRE L OB, 3 BRln S 7
ZIRE. *4: PRFTEFOT -4 (016ES5B8 98y bA7
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0 3 6 9 12 15 18
at risk® | RINEEFEEMR) |
FRI200mg Q3W 154 104 89 44 22 3 1
TSFFRESOESYRE 151 99 70 18 9 1 0

H1 MR X B PFS ORI O Kaplan-Meierh# (KEYNOTE-02438R%)
(PD-L1EB#: (TPS=50%) o FE4R)

100

o]
70 M
£ 607 M, .,
%
30 |
204 —— Fwmimgaiw A
10| o FsErmmeRGYRE
0 SIS, Y rrirriey ™ T,
0 3 6 9 12 15 18 21

at Fiskay SR A1

AH200mg Q3IW 154 136 121 82 39 11 2
TSFIRAERGIEESE 151 123 106 64 34 7 1

oo

M2 OSOHARATEE D Kaplan-Meierfhit (KEYNOTE-024338)
(PD-L1[EM: (TPS=50%) DHAEER)



@EEEELRE I /HERE (KEYNOTE-010 35%)

75 F A E e b AR 2815 PD-L1 Bt (TPS=1%) 2 O8IERA a1
17 - BROI/NMEIaNESRSE 1,033 ] (BAA 91 Fldadr) xRz, &) 2 mgke
Q3W EE RV 10 mg/kg Q3W G DEMERTELMRN, FeFxwrkitg (EIF

DOC] &\ H,) *xfReE LTRMEhE, 2B, B CRAETIED b
e, REETEZRTERBED b VWEOBERNICEE L TWA B TiX, KE
DO CRBETARD b3 £ TEAROREMEL TR Shi, TR

fHE B % OS RURPFS & &R, AFILDOC & LT, 0S 2 FEICHEE LTz,

*1.:

FERAIC X STBRELE T35 BEREAAN BN,

EGFR BIETEEBMIX ALK MERETBEOBE TR, 77 F 28T
FERRIC L BHIEEEICI A, FAEh EGFR EEERA X ALK IS ER /4 o M

*2 : PD-L1 IHC 22C3 pharmDx &' =] @#E{Exy bE2RAWTRESIN,
*3:24 A ECHREENLESIFFORELPLEL, T0%, ERETEED OB
BBREFEMTER L L &N,
F2 HIMERR (KEYNOTE-010 HBR)
AH( 2 mg/kg AFl 10 mg/kg DOC
T Q3W Q3W
(344 1) (346 Bil) (343 )
g (A] 10.4 12.7 8.5
(95%CY) (9.4,11.9) (10.0,17.3) (7.5,9.8)
08 N — FEE 0.71 0.61
(95%CI) ~ (0.58,0.88) (0.49, 0.75) -
P " <0.001 <0.001
Cl: Z3REM, *1: BRI Cox Bl P — FEFNMIZ LD DOC L DEEE, *2: BRIw X771k
E
100 -y
a0 - | e e 5 2 SRR QIW
80" e | lmgg ax
701 N — KuyFun
£ 60- %
50 4 . &f‘ﬂ*-kﬁw
b ST
ﬁ‘m" e S e 1
30
201 i
10
0 HTTLARE L THIY RSELASLELL) LLLLELACA AL L T RALAAL AL L LA SRLALLLL) B L SLTEY
5 10 15 20 25
FH 2mg/kg QW 344 259 115 49 12 0
FH10mg/kg Q3W 346 255 124 56 6 0
R+l 343 212 79 33 1 0
3 OS DEWMITRED Kaplan-Meier Bi$# (KEYNOTE-010 3E)

(PD-L1 BB (TPS=1%) DRZEHER)




Q@EBRIEFFMIERAE (KEYNOTE-189 &%) )
(LB D2, EGFR BiEFEREME T ALK MERETFRED IR RARE
1T - BROFERF LRI EITERE 616 ] (BAA 10 AZEET) ZXRIC, FF
200mg (Q3W) . 22 ¥ KR Y & akEM (BT M2A bt ] 2105, )
BT FFHRK] (RPIFFLXIIILRTIF ) OtARE (RRISHRN "o
HIMERRREMER, FFER, <A MFk FRUZFFTFRAOHBERE (LR
RS 2EBE LE_EERBRBR TR S, ML Y, 77 EEIE L ER
PDARFEZLIGRBIRL, |ETRKA4 a—RETE Lz, 2B, BT CTHEBETIE
D LN EEIT REEIT 2R TERSED bW RWEDORKMIZEZEL TS BET
X, REICEO BRI CRBEITARD DRI ETHFA LR M it FOHRARE
TRk D T ENHREL S, EEFHEE B X 0S RUPES L &, FE A b
VEE RERUT7 7 FTFREIOMARERI T 7R, <A ik FRUT T FFHRAID
GERRE LB LT, OS RUNPFS 2 HRICIER Lz,
*1: A5 200mg, XA b LFE F50mgm?, YRFTFFV IS mgm RBANRT 7 F
AUCS5 (mg- mL/min) @JEZ Q3W (#=2—20 1 B BI#HE) T4 a— A E5#%, &
#1200 mg BT A b L-FE F 500 mg/m? 2% Q3W CREShi:,
2. 75 ER, LA b LFE F500mgm?, AT T F o 75 mg/m ITHNRT T F o AUC
5 (mg+ mL/min) ®JEIZ Q3W (Fa—AD 1 B BiciE) T4 a—RAFEE, 7€
BREOARA b L%k F 500 mg/m? 35 Q3W TR E S hi,
23124 7 B ECREINBARAADORE ST L, 0%, EREFNED LhkH
SIBEBETER L SNk,

#3 AR (KEYNOTE-189 3B

K OF AT 2B LS
(410 1) (206 1)
phfE (Al NE 11.3
(95%CID) (NE, NE} (8.7, 15.1)
0s™ PSRl N = A 0.49 - :
(95%CI) (0.38, 0.64) —
P " <0.00001
Hdefit [A] 8.8 4.9
(95%CI) (7.6,9.2) (4.7,5.5)
PFS™ ™ A - A 0.52
(95%CI) (0.43, 0.64) —
P " < 0.00001

Cl: fEMEEM, NE: #EFRA. *1 : PREMEITGOT—F 2017F 11 ARy bAT7, *2: B
Bl Cox HFINP— FEFAIE BT TER, ~A24 b ¥t FRUT T FHUEIBRCERED
G ARMEEE & DB, *3: BRIu S F 7T, *4 : RECIST H4 FFA4 ¥ L1 RIZESSERT
PRSL SR E



at riskdk
AH200mg Q3W, ¢
AbLFERRUTTSF
FERHR LS
TS8R, NARLFE
FRUTSF FElRHA
ez 7

100 7]
90
80
707

R 60

oy

—

fr 507

1L g

#40°
30
2077 e FBIN00NY QIW, KA RIS TSNS
107 ——— b, AP LERTTSF PRI NCE

0

M“Iun\,.

W“mhmw i Hem

L4 * L] 13 3

0 3 6 9 12 15 18 21

=X EIS ]

410 377 347 278 163 1 18 0

206 182 149 104 52 25 8 0

4 0OS OHEARHTHED Kaplan-Meier fi#i (KEYNOTE-189 3ER)

at risk%y
FH200mg Q3W, A
APLFRRRUSSF
FTHRHRREL
F5tH. AN
FERUISF A0
LR

100
4 N e ENOMG QY. ARMLERERTT BT ERAMCNGE

80 - LT —— L, AL BT E R CE N
g 70 .
W 60 - y
504 |

a0

4
e
E

20 7 vy

10 R

0

| —

+}

i 1 L

o 3 6 9 12 15 18 21
s o ()

410 322 256 149 60 17 5 0

206 141 80 40 16 3 1 0

B 5 BRTPREEI LS PFS ORERITEO Kaplan-Meier Hif

(KEYNOTE-189 3B%)



@EEILRHMiERER (KEYNOTE-407 #5%)

{EEFERE D, YIBRARREREST - BR ORI LI N alaitEaE 559 # (B4R
A 50 BlzEde) ZRRIC, AH 200mg (Q3W) | IARTFF L RUNRT Y FHEN
X387 ) FXwn (FATIBER) (AT Mhab-PTX] &W5,) ofFRKRE Ok
HIOERRE) " OFDERVREMER, 7R, mwﬁ‘g‘%ﬂ‘/&tﬁzw V¥ EAX
it nab-PTX OHFRAHEE (LFRER) 25 L LEZESRRR TR Sz, Mt
b, 22 D F AN nab-PTX (T, EEEMBSEE T LIGBIRL, BE5IEK4 o
—AETE L, B, HBFMTRBETERED bREE, BRETERTER
WD BIARWEOERRKRIIZEE LTV 5 83 Tit, REILIEO B M TR BT
ROLNDETAFOREEMWET 5 Z LBMHEL Shi®, EEFMEDIZL 0S R
PFS & &, AH, ANKRT FZF BT U ZEEA XL nab-PTX OERERELT S
TR, ANVRTIFTF L RUT ) F 2 BANIE nab-PTX OFFRARE LB LT, OS K
U PFS # A BICER L=,

*] : &F) 200mg, 232 UV # ¥/ 200 mg/m? X nab-PTX 100 mg/m?, A ARTZF 1 AUC
6 (mg -+ mL/min) DOIEIZ Q3W (FHl, <7V FXFEALRVINVKRT T Fidfha—A
O 13 HIRRS, mbPTX & 2—AD 1, 8, 15 BRICERE) T4 a2—-xF 5%, &K
# 200 mg 2% Q3W TR EF &hi-,

¥ TR, A2 Y FXEN200mgm? Xid nab-PTX 100 mg/m2, B KT T F AUCSE

(mg * mL/min) DNEIZ Q3W (FH, <2 ) ZREANFRBINET ZFE3Fa—2A0D

1 ABICRE, nab-PTX i3 =a—AD 1, 8, 15 A RiCHE) T4 a—2AREHE,
R QAW TRE Ehi,

*3:24 W R ETRESNLBEGIFHDOREELFILL, £O%, KBETHEBDONIE
BlRSBRTERZ &N,

#F4 HEMERHE (KEYNOTE-407 38)

AHIPF RN {LEPRIERE"
(278 ) (814)
HRoiE [A] 15.9 11.3
(95%CI) (13.2, NE) (9.3, 14.8)
os™ NP — R 0.64
(95%CI) (0.49, 0.85) -
P ff" 0.0008
o [A] 6.4 4.8
(95%CI) (6.2, 8.3) (4.3,5.7)
PES* " A= R EET2 0.56
(95%CD) (0.45, 0.70) —
P " <0.0001

Cl: KRB, NE: #EFRH, *1 . FEENROT—4 (2018E4 A3y v4T7, 2 8
Bl Cox NP — REFAMRZ LB T TFER, INRTFF L BUST D Z %200 nab-PTX
OFFRABEE OLE:, *3: BRI Z Y HRIE, ™4 RECIST ¥ A FF A4 ¥ LIRIZESSER
RS S



100 -
90 -
80 -

. 70

£ 60 -

H 50 ]

§ 40
30
207 ey, nutrss IR s b

10 sen massmmimmtnsinstoustn

0 3 6 9 12 15 18 21

EfFHAm (A

.

at risk#

EHW0mg QW. HlLFE
PEFVREITUSER 278 256 188 124 62 17 2 Q
Rignab-1$7 U5t

7588, hHTSFY

BEUFR7U9+E LR 281 246 175 93 45 16 4 0
hat-132U %

6 OS DPEARITRED Kaplan-Meier Hi## (KEYNOTE-407 35

100 -
90 i — T QM. RLETSFVEIIOU SRS R b
80 ] e T, FFTIF VR U IR T NP SRR
€701
B 60 .
i) 50 ]
i 40 -
£ 30 .y
20 j "--w-&u_‘_
10 4 “*'""’N_....,,.'m*"*
0 T 1 1] 1) T
0 3 6 9 12 15 18
AH0mg QIW, HILK
FSFIRERIUIEE 278 223 142 57 23 5 ]
Rhnabf7ustll
JIel, BRISFY
RUNZU9EELTR 281 190 90 26 12 4 0
nab-NZUFFEL

= 7 BRTHRYEI LS PFS O H#REHTRO Kaplan-Meier fis
(KEYNOTE-407 335%)
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‘ @IEI%,\ RIS MRS (KEYNOTE-042 3R4R)

BRER O, EGFR BT EREN, ALK A6 #{E 13 rézw PD-L1 [ (TPS
gw) " OEIRIREERHELT - BROIFNHIERE 1,274 8] (AAAN 93 flEET)
ZREIC, FF) 200mg QAW REDH MR VELUN, 77 F AL &L bRk
RHIEE LTRNENE, o8, EHREM CRAETIRD bhinigaic, KRETE
FRTERBED SR WEOREMICEE LT3 BE T, REISIEOEEFEMCFR
BETRRED LN L TCARORE LT 5 Z L XFREE i EEFIMEE R
08 & &R, FHNZT T FHHHESLebPRE L B LT, OS 2FRICER L.

*1: =g R L U CRIEIRFEEAR ST 3 PD-L1 IHC 22C3 pharmDx [# 2]

FRWTHRES R,
¥ 24 B AE THREINEESEARORES2RIEL, FO%, BBETHEROLONEE
SITBREERTERZ L L ERE,
#5 AHihkEEE (KEYNOTE-042 38 (PD-L1 B (TPS=1%) DRFHEM)
. TIFFRR e
ZA# 200 mg Q3W ffion
FI3 637 1 637 15
o HRofE (A 16.7 12.1
TPS=1% o | (95%cD (13.9,19.7) (113, 13.3)
DRARE | 08T 0 -
(g ) o
(95%CI) (0.71, 0.93) —
P " - 0.002
- B 299 i 300 44
0 hhfE [A] 20.0 122
gg;ﬁ%% 08" (95%CI) (15.4, 24.9) (10.4, 14.2)
- N — R 0.69 _
(95%CI) (0.56, 0.85)
F% 338 f 337
o pifE [A] 13.4 12.1
53)>F;%s§éﬁ 0os™ (95%CD) (10.7,18.2) - (11.0, 14.0)
- ~ NY— FEE 0.92 B
{95%CI) (0.77, 1.11)

Cl: B ERER. *1 : PHBTROT—2 (201852 A 26 By b A7,
— REFNVZL D77 5 RE & & bR L O,

*2 : BH Cox bl
*3: @RI ST I RIE

11



— mE QW
v oen FBFHMEROILAWE

at riski%
HF1200mg Q3W 637
TSFHEMEALILYEE 637

— -

TYTTITTYTINRTTNT T AT T T AT TY TP T TR P TV TY Y TR TR T TFTY T TTT ¥ e T

18 24 30 36 42
SR ]

463 365 214 112 35 2
485 316 166 88 24 1

= g =

8 OS OFEHTIFD Kaplan-Meier Hi#R (KEYNOTE-042 3RER)
(PD-L1 3% (TPS=1%) DAEHME)

12



[Zz4it]

OEEILFE TMFARER (KEYNOTE-024 3ER)
BHEERIIAFITE 148/154 H (96.1%) B SOC B 145/150 Bl (96.7%) i bh,
BRI L ORRBEFRERFETERVWAEESRIT, £hEh 113/154 ) (73.4%) KUt 135/150 41
(90.0%) LB bhie, WTFhP DR CTHRREN SUULOFERBTROLEBY ThHo

7"-—
—p

#£6 WTRIHOBRTHEIEN %I LOBIER (KEYNOTE-024 BUE) (ﬁé&%ﬁﬁﬁlﬂi)'

ERERIARSEE (S0OC: System BE (%)

Organ Class) AT S0C #%

FHAE (PT: Preferred Term) 154 ) 150 41
{(MedDRA ver.20.1) “ Grade Grade 3-4  Grade 5 4 Grade  Grade3-4 Grade 5
£RIER 113 (73.4) 40 (260) 1 (0.6) 135 (900) 77 (513) 3 (2.0)
migk LY o REER ' ‘

#Hif 8§ (5.2 3 (19 0 66 (44.0) 29 (193) 0
i 1 ERTE D FiE .1 {0.6) ] 0 8 (53 2 (1Y 0
FF BRI E 1 (0.6) 0 0 34 (22.7) 20 (133) 0
/MR $E R R o 17Ty 8 (53 o
PR
R BRI RR T AEE 11 (7.1 0 0 0 0
R AR T 12 (7.8) 0 0 1 (0.7 0 0
- BmEE
=% 6 (3.9 0 0 17 (11.3) ] 0
T 22 (143) 6 (3.9 0 20 (133) 2 (13 0
i , 15 9.7 0 0 65 433) 3 (2.0 0
(WhE 2 4 (2.6) 0 0 18 (1200 2 (1.3) 0
Ui 4 (26 1 (0.6 0. 30 2000 1 (0.7 0
C—fg - 2FEER LR ORE .
I 1 E 5 (32) 1 (0.6) 0 11 (73 2 (L3 0
Y 16 (104) 2 (1.3) 0 43 (287) 5 (3.3) 0
B 1 (0.6 0 0 9 (6.0) 0 0
FEEn 16 (104 ~ 0 0 8 (53) 0 0
FRERAEE _ _
ALT 1870 10 (65 .0 0 7 @7 0 0
AST ¥ 38 52y 2 (1.3) 0 5 (3.3) 0 0
7 L7 F =8 3 (1Y) 0 0 15 (100) 1 (0.7 0
ek 0 0 0 20 (183) 6 40 0
/RS ‘ 0 0 0 18 (1200 S (6.0) 0
B i sk EE D 1 (0.6) 0 0 16 (1077 3 (20 0
it L Ut RiEs :
AR 14 9.0 0. 0 39 (260) 4 (2.7 0
e 27 ARLIE ' 1 (©.6) 0 0 9  (6.0) 0 0
BEERR LRSS RER
B 13 (84 0 0 4 @27 0 0

WRREE .

BRERE 1 (0.6) 0 0 15 (10.0) ] 0
s = — i — 2 (13) 0 0 9 60 I @7 - 0
FERER, RS L UHERES _

il g (52) 4 (26 0 1 ©n 1 @D 0
B LU TS _ ,
BREIE ‘ 0 0 0 12 80 - 0 0
Jid] 8 (52 0 0 1 07 0 0
% D HEE 12 (7.8) 0 0 3 Q0 0 0
i 1L (7. 1 {0.6) 0 3 2.0 0 0

13



B, AR W CHEMRB o #l (5.8%) . KEBL - EEOCTH 8 61 (52%)
MWREEER (72 - A L—EERS) 26 (1.3%) | FFSEEEE 224 (143%) . Bk
PREERRIES 21 ) (13.6%) . TEAMWEEEE 14 0.6%) . 1 BBERE 1H (0.6%) |
RMEEEE (ROSHEMETRS) 16 (0.6%) . BES 1 F (0.6%) . fidk - AR
FRAEVL 1 B (0.6%) KUV infusionreactions B (3.2%) B bz, i, BEDHEH
BE (REHEERERER, £RAK., BREES) | RITWEEE, EEHENE, N
% BERZE, &L D MR, DR, RN /MRBAHERTER. . Bl tEE M & ORISR
B bbb ols, ARERRTRAIIEESES (GEREMBEEEZS) 28T
HEIRERETRT, |

@EPIEME I/IMAHRER (KEYNOTE-010 3RER)

BEBRIT 2mg/kg Q3W F 331/339 B (97.6%) . 10 mg/kg Q3W ¥ 330/343 41 (96.2%)
KU DOC # 297/309 ] (96.1%) iZ@RH bh, BMREL ORRBFEREETERVWESE
BRI, TREN 215339 Bl (634%) . 226/343 il (65.9%) B T*251/309 B (81.2%)
B ENir, WINPOBE THREER SUEL EORIERETED LR Thot,

#2717 WPhpOR TRARE s%ULEOBER (KEYNOTE-010 BAE)  (KLM:ARHT o #ER)

HERIXSIE (SOC: System Big o)
Organ Class)  2mgkg Q3W B 10 mg/kg Q3W B DOC B
HEATE (PT: Preferred Term) 339 ¥ 343 309
(MedDRA ver.20.1) % Grade Grade3-4 Grade 5 € Grade Grade 3-4 Grade5 4 Grade Grade3-4 Grade 5
2EER 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)
iEE LD 3 RmEE

21 10 29 3 09 0 14 @1y 1 93 0 400129 5 (1.6) 0

S FPER N B 1 ©3) © 0 1 03 0 0 44 (142) 38(123) O
SIBEE : .

UK RA R FIE 25 (74 0 0 22 (67 0 0 1 (03) © 0
HES

THl 24 (7)) 2 06 0 22 (64) 0 0 56(181) 7 23 0

B 37009 1 (03 0 31 (9.00 2 (0.6 0 45(146) 1 (0.3) 0

Arge 13 38 0 0 7 200 1 (03 0 43(139) 3 (100 0

&t 12 35 0 0 13 38 1 (03 0 24 (78) 2 (0.6 O
—fif - REBEER LRSI ORE L

EIIE 20 59 1 (03 0 19 (550 2 (0.6) O 35(113) 6 (1.9 0

Ty 46(13.6) 4 (1.2} 0 49(143) 6 (1.7) 0 76 (24.6) 11 (3.6) 0

SRAHMETEIE 5 (L.5) 0 0 4 (1.2) 0 0 21 (6.8) 0 0

Fe# 10 (29 1 (03) 0 14 41 0 0 17 (55) 1 (03) o0
FRERTRE _

FF R ER SR 0 0 0 2 06 0 0 24 (7.8) 19 (6.1) 0
MRS .

PEME 309 0 0 309 0 0 17 (35 0O 0
BN X UE TGRS .

it 3 (0.9 0 0 2 (0.6) 0 0 IB1(327). 2 (06 O

Z S 25 74 0 0 32 (93) 0 0 5 (1.6 1 (03 0

55 20 86) 1 (03) 0 44128 1 (03 0 14 (45 0 0

2B, 2 mgke QAW BER T 10 mg/kg Q3W BEHZBWTENZTh, MEMFRE 1545
(4.4%) RO 1481 (4.1%) . KiB% - BEOTHISH (1.5%) RU241 (0.6%) . &
EORBEIEE (BB RIRERRE, 2B, HREES) 1 (03%) RO 1 # (0.3%) ,

14



MBEEE (7 - N L—EEHS) 260 (0.6%) BV F (0.9%) . ITHEERES 23 f
(6.8%) BTt 224 (6.4%) . FRRIRMERERES 32010 (9.4%) RUM35 B0 (102%) . T&
HEREREE 1 1 (0.3%) BTV 1 61 (0.3%) . RIEHERERESE 2 ] (0.6%) BV 1 ) (0.3%) .

| BOBERR 1 1 (0.3%) ROV 2 6 (0.6%) . BieEEE (RUMETHMEMESLASE) 4 6]
(1.2%) BOV0 B, g 161 (0.3%) RO 06, M - BERRARE 1 /) (0.3%) BRO?

0 . infusion reaction 2 #l (0.6%) RU6H (1.7%) F@RD O, £, EEHES

fE. 4% - flifRZE, 5 & DR, Dk, AL/ MR ERIR., FLERLE G

REFERBIIBD SR d o, REWERAERBRRIEESS (FRREEEEEZET)

FEULEMBRETRT,

GEELRIFMERE (KEYNOTE-189 #5k)
ﬁ%ﬁ%fiﬁ:ﬁumﬁiﬂi 404/405 B (99.8%) R UvFHREE 200/202 1~ (99.0%) IZ32% &
. IRBREL @@%Eﬁ&%% ETERWEERSIX, TEh 372/405 61 (91.9%) &
U~ 183/202 #) (90.6%) IZFEH LN, WTNHOBETRIARN %L EORWERIIZ TR
DEBY Thol,

#8 VTRAOECRIARN 5% EOFIER (KEYNOTE-189 2E) (Tt xR EM)

FERIARSTHR (SOC: System B (%)
Organ Class) g FAGERRE {bEPRIRRE
HAFE (PT: Preferred Term) 405 i 202 1)
(MedDRA ver.20.1) £ Grade Grade3-4  Grade5 4 Grade  Grade3-4 Grades
£EI1ER 372 (91.9) 193 (47.7) 9 (22) 183 (90.6) 80 (396) 2 (L0)
MiEE LY RS ,
#iln 154 (38.0) 55 (13.6) 0 77 381y 27 (134) 0
FEEAH:1T P BRI R 25 (62) 24 (59 0 4 .20 4 Q0 0
i ER A E 22 (54 8 (20 0 12 (59 1 (0.5 0
SRR SE 101 (249) 59 (14.6) 0 45 (223) 22 (109 0
IR B E 69 (17.0) 31 (1.7) 0 27 (134) 13 (64) 0
PIZr IS
R IR RRIE TE 22 (54 2 (0.9 0 3 (L3 0 0
IRpEE
FEEE 51 (12.6) 0 0 14 (6.9 0 0
- BRREE
{#fis 67 (16.5) 0 0. 24 (119) 0 0
FH 78 (193) 15 (3.7 0 22 (109 4 - 20 0
B 187 (462) 12 (3.0 0 90 (446) 4 @0 0
(] 26 (64 2 (05 . 0 15 (74 1 (0.5 0
MEH- o7 (183 7 (D 0 30 (193) 4 (2.0) 0
C—RE - 2EFEEER I TRSEHMORE )
iy abi 53 (13.1) 16 (4.0) 0 31 (153 3 (L9 0
s 134 (331} 20 (4.9 0 62 (30 3 (1.5 0
D IIE 30 (74 3 (0.7 0 4 9 1 05 0
SRAT N 27 (6.7) 0 0 12 (59 0 0
SEEL 24 (5.9 1 (0.2) 0 4 2.0 0 0
RIS L UVF A UE ' )
FEREYs 20 49 1 02 0 10 (5.0) 0 0
BRRRE ‘
ALT #8hn 38 (94 2 (05 0 16 (79y 3 (L.5) 0
. AST /0 & 28 (6.9 0" 0 1 GO 1 05 0
mizL7F=8m 32 (19 1 02) 0 12 (5.9 0 0
=ik 3 ez 72 2 G4 7T (D 0 0

12 - (539 6 (3.0

15



B BIR SR (SOC: System P (%)

Organ Class) AAFNGE R [z
EAEFE (PT: Preferred Term) 405 471 202 4
(MedDRA ver.20.1) 4 Grade Grade3-4 Grade5 £ Grade Grade3-4 Grade3
REABLUREES
FERIRE 84 (207 4 (L.0) 0 42 (208 1 (0.5 0
&= 57 AMIE 22 54 5 (1Y 0 3 (1.5 0 0
R FIEE
R 37 0D 1 (02 0 14 (69 0 0
EWE L E TERESR
itd; T2 11 en 0 0 12 (5.9 0 0
# 5 EERE 37 (9.1 0 0 12 (5.9 0 0
0 17 (84 3 (1.5 0

S 51 (12.6) 5 (1.2)

B AFFIZ BV THEMERNES 16§ (4.0%) . KIBZS - EEO TH 20 5 (4.9%) |
MEREE (FF 2 S L—JEREE) 1060 2.5%) | FHgERE 62 #1 (153%) . PR
RRBHERESE 32 41 (7.9%) . TERABEREE 241 (0.5%) . BIRHEEREE 14 (0.2%) |
1 BUGEERIE 1 1 (0.2%) . BHERERRE (RIBERMEMETRE) 256 (6.2%) . MK 2 4

{0.5%) R Uinfusionreactions %l (1.2%) BB dhiz, /-, BEEOREEE (%%
FEIRERRE, STAEE, MAEES) | HR - AEUTRAE. EEMELE, MK -
PR, B & D IRE, DR, RSl MRS ESEEDR, SR ORIFERE X
BHBNEho T, REMERRBRRRIVIEERS (BERREERELS) 28TE6
BRETRT,

@EEFEEFRZEMERE (KEYNOTE-407 BER)

BEFRITAFKRE 273278 H (98.2%) RUSHRRREE 2747280 # (97.9%) 12380 b,
RRELOEEBEFESPTETERWEBTERIZ., TNEN 265278 Hl (953%) BT
249/280 5 (88.9%) WD bz, WIFNILDOHTRERY 5% LOBERIZTRD
LB Thot,

#£9 WINIOETREEN % EOEHER (KEYNOTE-407 38R (i s&Em)

BRERIASEE (SOC: System i %)
Organ Class) AHN AR (bR
HAIE (PT: Preferred Term) 278 280 45
(MedDRA ver.20.1) 4 Grade Grade3-4 GradeS5 2 Grade Grade3-4 Grades
£RMER 265 (95.3) 151 (543} 10 (3.6) 249 (88.9) 152 (543) 6 (Z.1)
MR LR i REE _
1 123 44.2) 38 (13.7) 0 117 (41.8) 43 (154) 0
BN PRRBUHE 4 GO 14 (5.0 0 10 3.6) 10 (3.6 0
R Bk E 23 (83) 12 (4.3) 0 19 (6.8) 12 (4.3) 0
Rk E 97 (34.9) 59 (21.2) 0 86 (30.7) 63 (22.5) 0
/R E 81 (29.1) 18 (6.5) 0 58 (20 16 (5.7 0
MRS
RO RSk TLEE 17 6.1) 1 (04) 0 2 (0.7 0 0
R IR R T AE 16 (5.8) 0 0 3 (LD 0 0
BIBREE
& 31 (11.2) 1 (04) 0 25 (8.9) 0 0
T 61 (21.9) 8 (2.9 0 47 (16.8) 4 (1.4 0
B 85(306) 2 (0.7 0 71 (254) 3 (1.1) 0
R 36(129) 1 (0.4) 0 25 (89 3 (1D 0
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BERRSME (SOC: System g ()

Organ Class) AAEIGERR Ul 373
FHAZE (PT: Preforred Term) - 278 il 280 4
(MedDRA ver.20.1) 4 Grade Grade3-4 Grade5 & Grade Grade3-4 Grade$
IR EREER L UBRGEMLORE - :
BAE 46 {165 3 (1.1 0 41 (146) 6 (2.) 0
g 54(194) 7 (2.5 0 52(186) 7 (25 0
EREEATE _
AST g 14 (5.0) 0 0 5 (18 1 (04 0
Bk 24 (8.6) 17 (6.1) 0 28 (10.0) 24 (3.6 0
/R ¥R 23 (83) 5 (1.8) 0 16 (57 6 (21 0
= e Bk 130 (10.8) 11 {4.0) 0 28 (10.0) 10 (3.6) 0
REL LUk EE ‘ .
BARER 47 (169 5 (L.®) 0 57 (204) 4 (1.4) 0
Ev 3y AME 15 (54) 1 (04 0o 93y 2 (0N 0
HEERR I UG ERRES _ _
5yt 36(129) 1 {04) 0 24 (86) 2 (0 0
fEpaE 32(11.5) 2 (0.7 0 26 (93) 1 (04 0
e R R
bR R 23 (8.3) 0 0 7 (2.5 0 0
FhEE s o —m RF— 55(19.8) 3 (LD 0 37(132) 2 (0.7) 0
SERRE 15 54 1 (04 0 13 46 1 (04 0
HKIEBE == —aAF— 31 (112) 0 0 36(129) 2 (07 0
B L UV T AR : , _
WEBHE 126 (45.3) 1 (0.4 0 100 357y 3 (LD) 0
£ HEEE 29 (10.4) 0 0 15 (5.4) 0 0
B ‘ 28 (10.1) 0 0 C20 (7.1 0 0

28, AFBFIC RO CRIEMENRR 14 F1 (5.0%) . KBSk - BEEOTH 14 #) (5.0%) .
MEEE (XT 2 A L—EREBS) 556 (19.8%) | FFEERE 26 61 (94%) . Bk
PAEREE 31 41 (11.2%) . THRAEERET 241 (0.7%) . BHEREE (RNEREHE
M) 6 4] (2.2%) KR infusionreaction6 il (2.2%) BB LI, Fh, EEOK
BiEE (RAEAIRIRERER, £, MRAES) | BIBMERS, 1 2RR,.
%, fEf - HEARARE, EEMEAGE, M - iRk, S OBER, LK. REE
IR SRR, TR IR OFRIEBRB IR b e d o 7o, ARRERRIVRI
RBEFES (RERBERYEE2ET) 2EDEHERETRT

GEIRRILRISFEIIHERER (KEYNOTE-042 #5%)

BHEERIIARRE 610/636 B (95.9%) R UMLEFIERE 606/615 B (98.5%) R b
h, BRELORREBPEIETETERVETTRIL. ThLTH 399/636 # (62.7%) K
5537615 B (89.9%) {ZFB® biLie, WTNMDEE THRILRA 5%LL LORIFRAIL TR
DERBYTHoT,
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F# 10 WINLAORTEREN s%Ll LoB{ERE (KEYNOTE-042 RE)

(REHART A RER)

EBRERIRSIE (SOC: System &)
Organ Class) AAIBE {EE R
HEA5E (PT: Preferred Term) 636 ) 615
(MedDRA ver.20.1) % Grade Grade3-4 Grade5 4 Grade Grade3-4  Grade5
2EWER 399 (62.7) 104 (164) 13 (2.0) 553 (89.9) 246 (40.0) 14 (2.3)
M LT A ARES
A 35 (5.5 4 (0.6) 0 229 (37.2) 80 (13.0) 0
A M Rk E 10 (1.6 0 0 35 5.7 10 (1.8 0
T ERIR A BE 5 (08 1 (02 0 88 (14.3) 46 (7.5 0
i R A E 3 (05 1 (032) 0 ©56 (@1 10 (16 0
PISr IR
R IR AR TO 37 (58 1 (02 0 1 02 0 0
R RE IR TIE 69 (10.8) 1 (0.2) 0" 2 (03) 0 0
IR .
1B 3 (1.3) 0 0 68 (I1.D) 0 -0
T 34 (53 5 (0.8) 0 46 (15 1 (02 .0
Bl 31 (4.9) 0 0 184 (299) 7 (LD 0
OA% 7 (LD 0 0 ) Y1) 0 0
&t 15 @24 0 0 97 (158) . 2 (0.3) 0
—i%  RFEER LUREHORE
I S IAE 27 42 3 (0.5 0 60 (9.8) 10 (1.6) 0
Y 50 (79) 3 (0.5 0 102 (16.6) 8 (1.3) 0
ERERRE
ALT #8410 45 (7.1 9 (14 ] 53 (86) 5 (0.8 ]
AST 3 41 64 4 (0.6) 0 42 68 2 (0.3) 0
TR ER 2 (03) 0 0 86 (14.0) 54 {8.8) 0
iR E 2 (03) 0 ) 64 (104) 20 (33) 0
B ek 3 (0.5 0 0 71 (11.5) 32 (5.2) 0
REts L USRS
AR 40 (63) 5 (0.9) 0 109 (17.7) 9 (L5) 0
HEREB X USRS
BAER 27 (4.2) 0 0 46  (7.5). 0 0
sk 20 3.1) 1 {02 0 50 (8.1) 0 0
RS
FE = o —m i — 1 {0.2) 0 0 50 @1 5 (0.8) 0
FHEERR 2 —n T — 3 (0.5) 0 0 41 67 6 (1.0 0
ks, MRS K OHERREE
Biigie 43 (6.8) 19 (3.0) 1 (02) <0 0
B RRs L U THAMEE '
BREEHE 2 (0.3) 0 0 136 (22.1) 7 (LD 0
T D 46 (12) 2 (0.3) 0 15 (24 0 a
e 46 (12) 3 (0.5 0 27 (@44 0 0

R, AFIFET BV CRIE MR R 49 F] (7.7%) . KB4 - BEEO TR 10 6 (1.6%) .
EEORBERE (FEMRBERE, SHAM, JREES) 16 (02%) | WRES
(X7 v - AL—ERES) 18] (02%) . FFERERE 76 61 (11.9%) . BIRBERER
E o2 (14.5%) . TERAEERE I (0.5%) . BIFESAEESE 3 F (0.5%) . Bk
B (RMEMEERLE) 34 (05%) . FL 160 (0.2%)
T infusion reaction 6 %1 (0.9%) BRBHO B, Fio. | BEERA. K « SR RMELE.
EREMESE, B - fiiR%, 5& 5 KL, REEL/ MR SRR, Bhtank
USRS IR O b e o iz, RBMEARBLRIUL SR RRREMAE 2 &)

R DEFRRET Y,
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4. HEBz VT

FFIO R 5T R LT, ﬂ@%#kbrﬁﬁ&%ﬁﬁ(@ﬁﬂﬁ)m&ﬁenrm
BrLmh, MEER I ERTE AR THELERD S, TOLT, EER
z&%ﬁ%@(mn)K%G%‘ﬁﬂ@@%&ﬁéﬁ%ﬁ%@m@%ﬁ@ﬁﬁ&émﬂ
Tho T AR ORSIEGRBE DY - BEL. AFORER X0 EEREIER%
BB U BCHIET B 2 L BSRER D, U TFOO~@0T 2T H il MRz H T
HERTA_EThHS,

O HEFizHONT ‘

@1 T (1) ~ (G) OWTFhriRYTImERThd L,

(1) EAFEBRENBET Z8ABFERI SRS GRER RS A B ROEREILURRE,
Bk AS AR FOELHEHL SURBT, MRS A BBHERRE R E) (ERL30F 4 A | BIRER 1 437
HEER)

(2) FEHRRle (ERE294F 6 A 1 BREA @ 85 fafk)

(3) FWENEAEREET HBARFESERRE (BARTESRER. HABTEH
BAWbE, AR REREEERE R &)

(4) SRACFEREZERE L., ARCZREMNE 1 ISk EREME 2 O R
RRLHEHEIT> TWAHER (CEARL 2847 A 1 B : 2540 MEdk)

(5) PiEMEEHATEEMNEOHREREIIR I BHET> TSR (FAL 28 4 7
A 1 BEEA : 1200 fizR) '

D2 M OLFERER OCRHERFBR OIS iR ani & BB & B B (TR
WY T S EM) A, YEZRHOFKICET SBRROTBEE L LTERESL
TWwWaz e,

*

o EMGFFIRER 2 FOMMIHERET LiRIC 5 FLL EOBAREBEORKIHEY
ToTWBZE, 5h, 26 X, BSAREMFEL I UBRIESEFOMME 2
fToTnBZ L,

o EMRTREE 2 FOTMTHESET LgIC 4 ELU LOBREREFLTHS
Tl b, 3EM . BEORAEMEEY SR ESR Y OBRRTHE 21T o
TnaoE,

@ KRANOERMMESEEROKRIZONT

EHMLEFRERCMEETIHLEPEBE SN, BREENSOHBREL, oM - %
EMEEZPHEROTAR CEMS C - 2 FHRiEMH, AFERERELLEEOHRSE
W, ERECHTITORAEHIAE-TWEZ &,
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® BMHERA~ORRRIZOWT

@-1 Mgk EHlicB4 2 B
MEHMEBREOEELRBEANBAE LFEIZ, 24 BEZEEHOT, YEHRY
IR IR W, B LAZRERE L TARERR D CT £0RIEROERNIZ 4

BERREOERBLYAPICB LN, BELRASFEREFRE--THEZE,

@-2 ERESEET LA EESRCETEY

BABRICED BB MRECEEE AT 3EREEENEERE=4 ) 7
EEOEERORAZ V) —= T ETWERE L E#E IR T& 55— ABEFREH NE
HEhTWaZ &, B, BlEsfliconT, BABRELEFOREECTDIAMENT
WwaZE,

@-3 BIERORH-CHISZBELT .

RITER (MEMRBMA, KB - BEOTH, IS - BLiEmgR, B
BEEEE (RMETEENTRSE). NOoWEE (TEHRSERES, FRBSERE, Bl
RS . | BUERIR. 5 YO IRE. Bk - BUBURRMREE, M, BEOREEE (&
FEFEIEIRAERRE . STAIBE. JRRMES) . infusion reaction, PRige - RS, EIERIES
fiE, WEEE (X7 v - SNU—ERRSE), Lk, ERLLKES (G MR
HHEREER ., BRI, RIS, EERIRES) . LIRESERERR. BEE) ow
LT, MR UL R ERER OB 7 5 & & ES L (BIERA OB 3G
CELTHRERUEEZITI OIS ICHE L) | BLICETROAENTE 5 KH
BESTNBEZ L,
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5. WENBRLBDHE
(oI B 5 HE]

@

A D B S IT FROBEI m\'cﬁ’wmﬁﬁ-énrwé

. ﬂ:;ﬁ%@@ 72\, EGFR B FEREM, ALK e BEFEMER T PD-LL B
M (TPSZ1%) OYIBRARRZRMELT - B O/ MIIIEBE

o IIFFREEEESILERIER S AT 5 PD-L1 BBE (TPS=1%) OUIRTHEZR
AT - BROFNMITMERE (2B, EGFREMETFERYMEN L ALK RiE#
BFBEEOBRETIZ. FhEh EGFR F12 ¥ —YHEAIXIX ALK F1
Yk —EYHERORRELE T 5ERE)

2¥, TPSIINA7n ) Av7 (BETFHEBR) @:/z\—.z“/aﬁl&ﬁ% (FR7E4

PD-L1IHC 22C3 pharmDx [#'=1] ) #HWTHIET B Z &,

AH DM OHERIESH & O ARSI FTEOBRE LBV TAPERRSRLTY

%,

o U RLEE FRUT ST L OFFRRE  (LEREEO R, EGFR &
K%EﬁgﬁﬁvuMKmAﬁr%ﬁﬁwwwxﬁﬁﬁ - BROERELE
FE/INHBBR I FRE

. ﬁW$77?/&UAﬁ)&#?»XMmMA&)&%twkwﬁmﬂﬁ{E
SRR O RV IIIRRAENET - BROBYE_ LRI/ MRS RE

{CEFIER O IR OETT - IR ON/NEMGEBE X, PD-LIRE T PD-L1BH (TPS
21%) Thid, FAFOEMPEZERTERETH B, Fin, BILBREICH
THREMECESR RN E B DN B BEICH LT, PD-LIERREIC 1D 5
T FREN ORI U CEZEREFRE L ORREE2BETHZ LR
TE D, BB, FHOREZH o> T, FERBRT A FZ A1 (B ANEZESR)
LrpRyHrL @), '

FTRIEEYST2BECHT 2AHOBRERPERFEZ OV TIE, FRIOF LS
MY SNTELT, ZK%IJJJEL:?“T%E&%?M‘
o TERAEBhARIE

D gl 2 1 SRR A KT A (Eﬂi%ﬁ#%ﬁ) BT, BEFEREM2DECOG Performance
Status 0~1 ®&2 7 75 Ll b XjA@ECOG Performance Status 2 2 OBFCIE, &3 #{VRER (FE#
%) OBEARSEMERENTEY, 2oL 5B T, ERbBRECH > ZFEICHAER S
BrEXILNS,

&2 ECOG o) Performance Status (PS)

Score

e

0

2< B2 BBTE 5, BRIMEFL BEERIHIRE T2,

AR LW EBNIHIR S h 505, BT T, BIEEPE> TOMRRITI TN TE2,
5 - SRV ERYE, WEER

| -

MTRRETHODEOE Y D2 }:m—«\r‘l‘tf_m{’ﬁ%}ir%f;u\ B 50%L Lid~w AR IT,

(U )

RoRFBA0EORDOIE LMTEHRY, HPO 0% L&~y FFTFCRIT,

o

£, Ba0EOE YOI el TERY, BRIy FIhRFTRIT,
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o @QTEBIOFESEINT IR TORWLOFIEMRER & offARE

[t B+ 2 3H]

O TREZHATIBEFCOWTIAHOBREPERL ENTNEZENL, BEE21T
PRV L, |
o AFNORESICHR LIBBETREOKEED H B BE

@ BEMOFTMIZBNTTRIZKETI2REIZSVWTI, Al oRSIHE IR

B, MOTEREEIRES 2 WEAIZRY, HEICEAREFERTIZLE2BETE S,

« FHHUEMEBOSHXIIBEECHHEBE

o JEEHEGRE CRIEEEFED D BE R UTEEME O B BRI e R i 4%
HEOMICRIEHRTLRA LN EBE

o BHEREEBOATN XITIBMENRE L < IHERIEO B DRGSR O EED
HHBE

. MEBHE EOSREEBHEEZEDL) 0bDAF

s REEORRIIREEERETORE

»  ECOG Performance Status 3-4 ®2 p#
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6. REKBLTEETREEH

@

@

B .

RASTESITM L, BUERFEEE BRI 2 BRI B0 & AR O i R UNEESE

OO ARERERE+AICEE L ChBERTE L,

BERA D, BEXRZOFBECEMERVERELTSUHAL, BEEE

TheRETdo L, ) .

ERBEER =R YA Y Mo T

« FMEMMRERHLDIEZ LBHHOT, AROREIIH Iz T, PHHE
W (B, FEREEE, ) ORERE NI X SREOEME, BEs+
ST L, £, BECHEUTHEE CT, Mif~—V—E0OREEEH§
Ak,

s infusionreaction BB LN B X M H B, infusionreaction AR LB/ EIZ
ﬁ\ﬁﬁﬁﬂﬁ&ﬁﬁkaﬁﬁ\ﬁﬁﬁ@@?éi?ﬁ%@ﬁ%%+ﬁﬂ%ﬁ
FTHZE,

] ﬁﬁﬁﬁﬁﬁ%ﬁhabné;eﬁ&émf;#ﬂ@&%%%ﬁ&@&%ﬂﬁ
X ERIR BRI TRE (TSH, EBE T3, #HE T4 S0ORE) 2l T3
NP

o FFEREEERDLDOND Z & H B 0T, AFORERAN AR SR I
EHREI AR A (AST. ALT. y-GTP. Al-P, BV L EVEDORIE) # %k
TAIE,

o BY R (IRAROIIEERELERD) SOEERREFED bbND
IERHBHEOT, EHRIICRORFOFELRETAZ L, £z, IROEENR
BOOLNEBEAIE, B ERBHEZR TS BELIEETDZZ L,

e KRS LD BEORERIGICEET S L Ex bivs e MEERSHEIE

@

BbBbhdz bitbhs, BENRDLONBAICE, BRELULERITKR UL
EMR e itk & R R o ER &3 L CTE R ERIRET TV, REORE
R L BBIERBRERDN D HA I, AR OEREIIFLE, RURFRER
WEEIOBRSERPERTH L, B, BIBRERNVEDRE X VEIE
ﬁwﬁﬁﬁﬂwBﬂ@w%%wﬂ\@%&E$W%yu%®ﬁﬁmﬁﬂmﬁm
bERETH L,

o BRERTH.BARPOEIARE L THLEWERRRIATLIZ EBH DD,
AR OBERTHRITHEHERORBBRIL TSI ERET D2 L,

o 1 BUBERNE (BUE 1| BUBERAMEET) B bbh, BRWRES PT7 Y F—v 2
KEBZZERHAHOT, AE, B, BHSOEROFZRSOFEED LR+
SHETLHI L, | RERBAEDREGAICIRSEPIEL, A r2) 8
FoOREEOHPRABLITO>Z L.

AR OBEFRRERIC BT, KEYNOTE-024 RER R U KEYNOTE-042 3B Gl 5B

BEAs 8 9 Lo, KEYNOTE-189 SR CIdi 5,5 ¢ BAR W 12 BB, LA

Bl 48 ERECOWMTL, #0% 1287 Lic, KEYNOTE-407 RER CIiR 5544

P 6EEB, 2BBEECISHA, UEKEZ4SEEETIRITE, 0% 12EIL

CEIMEDTMEIT-> T2 & 252, ARSI ENMICERIRE TSR

OMEREITO>Z &,
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REEHHEET A FF AV
Rh7Tu Y w7 (BEFEBL)
(FRFR4 : FA P —F SHBE 20 mg, A b —F SIEHHE 100 mg)
| ~EM: B E~

TR 2 9FE2 A (4Fn5eiE 6 A kET)
JE A Sl



A%k

AN

LI

BEIDOREER, 1EREF

FR PR AR

FERIZ 2N
BREB LR LBE
BECE L TEETR&EHIE

P2
P3
P4
P15

P17

P18



1. IXCdic

EIE M OF M - BREMOREROZHIZHE, B CESCESWIEERERRRD
BId, Ebic, EOREHMOERC LY, UEERRR E 0L RFRIERE
FEESNEBINSGPT, INLHOEESFEICHELRBEICREE TS 2 L BREO
ML 2o TRY BREMECEE L EDOEARTE 2016 (FRL 28 45 6 A 2 B HIBRE)
RWThH, EFNEEREOHTRORBILHEZRZ L L ENTWE,

FHERBEERERL, BRERAYZEME e 7 7 A VRBEFEORER LA LNR
RHBZEBRHD, ZORYD, FIMEVCESEBIZETAHFRE+EHT 5 ETOM,

UHRERROBEEREZT A L BRYFENIEHICH LTERT A L &b, BlfE
ARRBRLUEBICKERMGE L 52 R WiRE—EDOBEL 2+ EFEE CER
THLLEBEETHD,

Lo T, BFA FF4 - Tid, AREELCINETRELNTW S EREFR -
B RAMCE-SE, UTOEERORERER 2HET 280 DNERER, B2
FRUHEBEHREZRT,

BB, BHA RT7 A 038, MATEEAEELEFSRESEE, ASHEEARR
RREEES ., —ARHEAEBEA B ARRABESEUARHMEA B ARERF=OWN
Db &R Lz,

X E AR BEIES ¥4 PA—F EBETE 20mg, ¥4 F—F SHEFRE 100mg (—
Bd  RATnY Xv7 (BEEFHEEZ))

MEEROHEIDR - B RARK

HELRAMERVAR : %, BARIE, RAT7rI XY (BEFEHRZ) LLT, 1
[l 200 mg % 3 AR T 30 SMMNT TEESRET S, =7EL
EMREOREIL. BREMMIZ 12 VA ETET35,

B & R 5E ¥ & MSD HMatt




2. FHIOKK. ERWF \

FA F—F EHEEE 20 mg RORGEE 100mg (—i4 <27 v ) X=7 (&
M%), BT TARAl w5 ) i, PD-1 (programmed cell death-1) & & @DV A
K¢ 5 PD-L1 RIRPD-L2 & OFER 2 HEMET S, & MhIgGs £/ 7 u—F A5k
THd,

PD-1 ERBEIT T FRLFE B RS 2 B 3 B o DI B AKRER B3I 3 5 A2 fafE il
ZA wF T, PD-1 i%, BFERRBIZBOCHERE T ROMRERICRAL, BEK
ERSE B DALEIIBR 2SS ERET 5, 72bb, PD-1 XV FEE
ETAZ LI VHRESEBRICL BV NV EEZRICHET A2 R/ETH S, PD-LI
OEFMBCRBIT B3R RITHTHTHHRB, 2 OBAMIRTIE T MiBOMBE EMmx
HIELBRICHER LTS, BAMKICET S PD-L1 O@EFAIRIL. BRI, RS,
JFABfaRE, DREE, FENHIRMEE ORA 2B TTEARAREFTHY |, BNEFERLE
OEEERHREER TV, _

BEROBPAOBEEKIFH L PD-L1 HEOMBEMDN S, PD-1 & PD-L1 OREHEIINEL
DRFEEBHCRWNCEERRFIZE S Z L ATRINTE Y | H 20 ARROE &
LTHfESh TS,
~ A#Hlid, PD-1 & PD-L1 RUSPD-L2 OW Y v FOBEREET S LI2X Y. EE

BUNBREE D ORESRNMREGEN T Vo SBReERL &, RIEERE 2 FHEND
T3 L CHIERMNRERET S,

AHOIEFIBFFICES GBEORERIC X ABERSERS b bh, BEXIIETR
RN DD, AROREFRUBREZICE, BAEOBREL 0Ty, BERR
D HNEIBE I, TR LA HFRICS U SRR 5 & BB 2 o BAh L8 L Of
IRERBET 21TV, BEORERS X 3EWERRREDN 3 F4ICIL. BIREEHL
EUHIOREEOFNRNEEIT D BDERD S, o



3. BRERGS
B R AR ORBBICEMEfTo 2R BRSO YT,

[FZ0E]
OEME IbfER (KEYNOTE-041 #5k)

EERIEBEDRNOXIIA ) A7 (BEFHEEEL) UTIAE) AT L0 ),)
EEERV 2 LYAETOLFRERE2E T RGBT ERBEECERE 42 5

(BREARSTER 37 B) ZRBIC, AH 2 mg/ke 3 BREMRE CLF TQ3wl &2 3,)
BEOFIEROEESMEP R &N, 28, BN CRBETRTRD DB,
FRBETERTERPRO DNRWHROBEKRMIICEEL TV BE T, REICAGEORE
WM CTRBETHRD BN E THAORS LG22 L AWREL Sz, TEF
hIEE TH DEHR[RECIST 4 FF A o L1 RIZES < BB X A5%e2E8 (CR)
XITE R (PR)] i3, 24% (O5%EHIERE : 12~41) Thotk, B, FANIREL
T2 10%TH 2T,

OWESE N RS (KEYNOTE-002 FRER)

A Y AT X HERELH T DIREUIRA BB RAERE £ RRIT, FH 2
mgkg Q3W HE KT 10 mg/keg Q3W RE DFMMER TR EMR, (LEFE (FIARY
V. TFESe IR, ANVKRTITFY, RV EFEARBAINRTTF o+ 7 ) %
T, BT NICC#E] & 5,) 2B E LTHRN &N, 2B, BN TR BETA
RO ONIFEI, KBET LR TIEREBD ARV EORKMICREL TWHAH
i, WEILAE O B G THRBETRED D L TARORE MR T D Z & B
REE S, EEMMLERB IZaAETFHE (BT 108 &vw3,) RUMEREATFIAR (LA
T TPFS] &\ 3,.) L&, FENMMEERE L LT, PFS 28 BICER L,

#F1 B (KEYNOTE-002 35k

AHA 2 mg/kg AH 10 mg/kg {bEFRIE
Q3w Q3w
(180 1) (181 ) (179 #1)
dshfiy [H] 13.4 14.7 11.0
(95%CI) (11.0, 16.4) (11.3,19.5) (8.9, 13.8)
0S | ~H— FLk® 0.86 0.74 ‘
{(95%CI) (0.67, 1.10} (0.57, 0.96) -
P f" 0.1173 0.0106
PRfE [A] 2.9 2.9 2.7
(95%CI) (2.8,3.8) (2.8,4.7 (2.5,2.8)
PFS™ | /nif— KR 0.57 0.50
(95%CID) (0.45,0.73) (0.39, 0.64) -
P A" <0.0001 <0.0001

CL: {BMHEM. *1: RECIST #A F7 A 11 HRTES  BERFERCEEFMEIC L 556

*2 : [@B Cox Wl — FEFNMIC K BIEHE L OB, %3 BRIv S 2 RE

Al



i

0 3 6 9 12 15 18 21 24 27 30 33 36

at risk2% =AM (R) :

M 2mg/kg Q3W 180 i3 95 70 61 11 ]
- FER10me/kg Q3W 181 138 99 79 67 12 0

{2k 179 115 80 60 48 9 Q

. E1 0S ® Kaplan-Meier fid# (KEYNOTE-002 3

FNELEAMA]

at risk¥
AR 2mg/kg QW 180 153 74 53 26 9 4 2
FH10mg/kg Q3W 181 158 82 K5 29 15 5 i
{2k 179 128 43 22 15 4 2 1

X2 PFS @ Kaplan-Meier fi## (KEYNOTE-002 3§#%)



@I EMAERER (KEYNOTE-006 3UER)

AV AT LDREROIZNNIFA LY AT E2EERN 1 LY AVETOR
SRER LT ARBYBRTRELRESBAERE 2RI, A 10 mgkg Q3W 5 R
U 10mg/kg 2 BHEIBIE AT TQw) &0 ),) BREDHHERPELMR, ALY A
w7 ERRBE LTRSS, 2k, ERTE CRBETHERD bABEI, RAE
fTETRTERPRD bARVECBRKRMIZEE LT\ 5 BE T, RE LI O E R FEE
TRBETHRED DD ETHADORE LT D Z LB WEEE Shiz, TEFIEAR
12 OS RUPPFS & &N, AENEIA Y A= L LT, OS RUPFS AR ICEE L
7

#2 AYEEE (KEYNOTE-006 BE)

ARFI10 mg/kg A7 10 mg/kg A eSS
Q3W Q2w
(277 ) (279 1) (278 B1)
ol [A] NE NE NE
(95%CI) (NE, NE) (NE, NE) (13, NE)
08" | NP— R 0.69 0.63 ,
(95%CI) (0.52, 0.90) (0.47, 0.83) —
P fi" 0.00358 0.00052
mRfE (B] 4.1 5.5 2.8
(95%CI) (2.9,6.9) (3.4,6.9) (2.8,2.9)
PES™ 5 [ /NF— RLp2 0.58 0.58
(95%CI) (0.47,0.72) (0.46, 0.72) —
P iE™ < 0.00001 <0.00001

Cl: {SfHEX M., NE: #ERT, *1 : PRMFITROT—Z 2015638380y hA7, *2: &R

Cox HHIAY— REFMZLEBA Y AT L OB, *3: BRIu Y5 L 7#E. *4 : RECIST &

A FZ74 7 L1 RRIEE S U BB ERCEEEMERC X 250, *5 : PRBITROT —
Z (014¢E9R3BI v bAT)



§ 40

307 FMiOmg/kg GIW
207 cem B0y QW
107 e LYY
0 2 4 6 8 10 12 14 16 18
at risk¥¥y : SRR
AMI0mg/kg Q2W 279 266 248 233 219 212 177 67 19 O
Z@10mg/kg QAW 277 266 251 238 215 202 158 71 18 0
AEVLRT 278 242 212 188 169 157 117 51 17 0O
3 0S @ Kaplan-Meier #i# (KEYNOTE-006 3B
1004
90- - o e 10K IV
80 - e A0 kg QUW
g ?0.: —_— UL
# 60
ﬁ 50
;ﬂ 407 44
& 30+ M
20 ‘«»f-ul
107 -1
0 2 4 6 8 10 12 14
at riskES | RN EEM (R]
ARMI0mg/kg Q2W 279 231 147 98 49 0
HMi0mg/kg Q3W 277 235 133 95 53 1
AEULTT 278 186 88 42 18 Q 0

R4 PFS ® Kaplan-Meier Hi#t (KEYNOTE-006 38



@EBRERFNAARE (KEYNOTE-0547A5%)

SEEBHEORT -V ® oEMRAJERSE (BARAANHESE) ZRI2, ik
HEHFREE & LTAHK200 mg QAWIREDFHIHEROEZL2MER, 7 REHBL LTHR
sahi, TENMARIREFTRAENE LT RFS) £1v)5,) & &h, AFIE77

3 TR (KEYNOTE-054348%)

TR LB LT, RESZEBICERE L,

AA1200 mg TT R

Q3W
{51441 (50541
hifE [A] NE 20.4

(95%CD) (NE, NE) (16.2, NE)

RFS™ A 0.57
(98%CI) (0.43, 0.74) _
P fE" <0.0001

Cl: EHEHERM, NE: #ERT, *1 : PHMHARKOT—F 20175610280 v h 47, *2: B3l
CoxtbfnF— FEF AL A7 IR L DWE, *3: @Rln ST 78, Q3W : 3@

J#5., NE : Not Estimated

100 -
90 A
80 -
& 70
B 60
4 50-
B 40 -
 30-

20 -

10

s FREAOME QIW
T 2 - .4

o PRRSPI

0

at risk#%
FHI200meg Q3W
P Lach iy

] PRPP ALY

3 6 9

12 15
MEREFNE (R]

514 438 413 392 313
506 415 363 323 264

182
157

ML

18 21

73 15
60. 15

5 RFSMKaplan-Meierfifg (KEYNOTE-054338R)

24

@D AJCC (American Joint Committee on Cnancer) WHi53H (B 7H) IKES<GHE. A7 —YIA CiIY
YAHAGEBREN | mm BOBSDL,

8



[Z22t]
OENE I b M3 (KEYNOTE-041 #ER)
BHERZII, 41426 (97.6%) RO, BRELOREBEREETCERVESE
BHRIL, 3442 5] (81.0%) IERBH LTz, FERHN SUULOBWEARTROLEBY T
HoTz,

34 REEMNSUU EOBHER (KEYNOTE-041 BB (E2iMRirda4md)

FiE (%)

BERASHE (SOC: System Organ Class)

EAZE (PT: Preferred Term) 2mg/l;§§]3W§¥

(MedDRA ver.20.1) 4 Grade Grade 3-4 Grade 5
2RI{ER ' 34 (81.0) 7 (16.7) 2 (4.8)
L PIRhEE e T e et

FPRMRMERETRE 4 08 0 B
A soooan 0
T—g é%ﬁ%k;o&%%ﬁo&ﬁ BT T T Tl
2= - SR ¢ 0 S) N R S
TReRRE o oo L T e
AST ¥, 3 @D 0 0

- SFEREREUEIN 3 @y,
CERR O TS T ]
2 PREE ) 6 (14.3) 0 0
kRSB RES , ] (14.3) 0 0
BEEGEE 3 (7.1 0 0

B, HMEWREE LS 24%) . KIBR - EEOTRI2H (4.8%) . FFHEEREE 3

B (7.1%) | TEEHEEESE 2 4 (4.8%) . FIRIREEEERESE 6 # (143%) . infusion
reaction 1 Bl (2.4%) BRONEE 3L 14 (24%) BRHbhik, i, HEEE (F7
LV SL—EGERS) | BHREE (RIIEHEMEBERSE) | BIBESE. | BIERA.
BEOKRBRE (REHNERERER, WA, BAREERS) | L. HE - BEUHR
fEfE, BEEFFIEAE, B - BEIREZL, sk, S in /MR RN, Wit
ROSREBRB IR D bhith o, REIERARBHRIVIEEFS WRREERYZE
te) #ETERRERERT,

@S E IR (KEYNOTE-002 FR)

AHEERIT, 2 mgkg Q3W B 172/178 1 (96.6%) . 10 mg/kg Q3W B 178/179 4l (99. 4%)
BEOICC # 167171 B (97.7%) 8 b, FREL ORRBFESTETERNESF
BHHT, FREN 1217178 41 (68.0%) . 133/179 Bl (74.3%) KT 138/171 # (0.7%)
WZED b, WTNIOBETRIEER SBULORHIERAIITRO LB Thot,



5 WTNAORTRIEN 5% EORMER (KEYNOTE-002 RE)  (Ra ik Ram)

. Bl (%)
ﬁgﬁnﬂggs}ﬁ (50C: System 2 ma/ks QAWEE 10 mg/kg Q3 WHE ICCRE
HAFE (PT: Preferred Term} 178 1 , 179§ 171 6
{MedDRA ver.18.0) 4 Grade Gr;(ie Grade 5 % Grade Grade Grade 5 4 Grade G;aze Grade 5
- 2REIER 121 (68.0) 20 (11.2) 1 (0.6) 133 (74.3) 25 (14.0) 0 138 (80.7) 45 {(263) 0
Mg LY oREEE T S
=3l 5 28 1 (06 0 7 B9 0 0 35205 9 (53) O
B M BRI 0 0 0 0 (0.0 0 0 14 82 6 (3.5 0
FEREE 1 (0.6) 0 0 1 (0.6) ) 0 14 82) 6 (35 0
MUMRMDEE 2. (L) 0 0 1 (06) 1 (06 0 16 (94 4 @3 0
R e N
FRARIRBEARIE T AE 9 s 0 0 13(73 0 0 0 00
1B 5 (2.8) 0 0 9 (5.0 0 0 14 (8.2) 0 -0
TH 15 (3.4 0 0 19 (106) 2 (1.I) 0 14 (82) 3 (1.8 0
B 8 (4.5) 0 0 16 89 1 (0.6 0 ° 56 (327 4 (23) 0
MRt 2 (L) I (06 0 10 (56) 1 (06 0 26 (152) 4 (23) 0
T 2AWESLTREAMLORE O
B 6 34 1 06 0 8 (43 1 (06 0 10 {58 1 (©& 0
B 40(225) 2 (L) 0 52 (29.1) 1 (06) 0O 62 (363) 8 47 0
BB _ 6 (B34 0 0 11 (6.1} 0 0 8 @7 1 (06 0
BRRRE e — L
M EH .0 o 0 1 (@& 0 0 1376 5 29 0
BB L URRRE | R e , , .
R . § @ o 0 17 095 2 QL 0 2652 0 0.
BERRBLURSRMES R e o
55 13 (723 1 (06 0 12 67) 1 (060 0 9 (53) 1 (0.6) 0O
P S G 2 @Ay o 7. G6%H 0 0 10 (58 1 (06 0
AR
FE = 2 —nF— 2 (LD 0 )} 0 0 0 14 (82) 2 (1) 0O
SR L (08) 0 ¢c 2.4 o 0 1L eH 0 0
B S U T AR . e
BiRSE 5 (2.8) 0 0 1 (0.6) 0 0 3505 1 (06 0
R 9 (5.1) 0 0 9 (5.0) 0 0 2 (12 0 0
Z S FEE 37 (208) 0 0 42 (23.5) 0 0 6 (3.5 0 0
B 21 (118 0 0 18 (10.1) 0 0 8 N 0 0
BRI BB R 5 (28 1 (0.8 0 10 (56) 1 (06) © 0 0 0
F MR 10 (5.6) 0 0 9 (5.0) 0 0 2 (12) 0 0

2B, 2 mg/kg Q3W BER T 10 mg/kg Q3W BECRBWTENEh, MEMEMES 1 7
(0.6%) B4 (22%) , KB - BEOTH 141 (06%) BU6H (3.4%) .
BEE (FT v« NL—EFERE) 240 (1.1%) R0 #l, FFgERmE 136 (73%) &
W15 5 (8.4%) | BHEREREE (RMEMEMETRS) 141 (0.6%) R 14H) (0.6%) . -
TEAEMERESE 1 6 (0.6%) RU3H (1.7%) . FRIMSBEREE 1451 (7.9%) BRT1S
# (8.4%) . infusionreaction2 ffl (1.1%) B3 H (1.7%) . EEOEBEREE (B
FERRAEGeRE, ZTALHE, BREEE) 14 (0.6%) BT 14 (0.6%) . FEL 16 (0.6%)
B0 6, BEEFFEEE 0 FIRTN #1 (0.6%) . BMde - BABESS 0 BIR TN B (0.6%) .

10



Tz sEHER 0 FRO 26 (1.1%) BRI, i, BIFEE, | ZUFERAE,
% - MR RMRIE., DRRZR. SRS MR/ MR HESREER . IR I R UR R
B bhihol, ARERARRRRIIEEES (BRREERY2E0) 250Es
BRERT, |

®?ﬁ%%m$ﬁ%‘«i& (KEYNOTE-006 35%)

HEESIT, 10 mgks Q3W BE 264/277 #1 (95.3%) . 10 me/kg Q2W ﬁi 275/278 41 (98.9%)
ROV IPL B 2397256 B (93.4%) ICBD BN, RBEL ORBEERBEETERVESHE
8L, FIEN 2022776 (72.9%) . 221278 #] (79.5%) KX 187/256 fl (73.0%) IZ
b, WTERPOBTEARN SULLLORIERIITROLEBY ThoT:,

%6 OTHAORETRHARMN 5% EOBHER (KEYNOTE-006 RE) (S tEaRyT#am)

- ] ' FIE (%)
igﬁ"ﬂ”cjfﬁfa (80C: System TOmg/kaQ3WEE 10me/keQ2WiHE P

g‘;x ais 27743 27841 25641

3% (PT: PreferredTerm) -

(MedDRAver.18.0) “£Grade G;a;le Grade 5 “©Grade G;a;ie Grade 5 “%Grade G;a;ie Grade 5
éﬁﬂﬂs)ﬁ 202 (729) 28 (101) 0 221 (79 5) 36 (12 9) 1 (04) 181 (73 0) 30 (19 5) 1 (04)
wnm**am@r ' 7 (25) 0 o 17 (5 1) 0 0 6 (23) 1 (04) 0
’Wtﬂﬁi&‘“&ﬁ?f o (7 6) 0 0 25 (9.0) 1 (04 0 2 0.8 0 0
Eﬁﬁ 5 (1 8 0 0 10 * (3.6) 0 0 15 (5.9) 0 0
KB g8 (29 5 (1.8) 0 4 (14 4 14 O 19 (7.4) 16 (6.3) 0
TH 40 (144) 3 (1.1) 0 47 (169) 7 (25 0 58 (27 8 (3.1) ©
(w7 1 4.0 0 0 20 (7.2) 0 0 1 (0.4) 0 0
B0 31 (112) 1 ©4 © 28 (10.) O 0 22 86 1 (04 0
YERE s a8 0 0 10 (36 1 (04 0 14 (55 0 0
_'ﬂi‘ é%’ﬁ%:}ak'{ﬁﬁ-’é’-”‘l}‘fi‘[@eﬁtﬁ T A ST
\AE 31 (11.2) 0 0 32 (151 (04 0 16 (63) 2 (0.8 0
B 83 (1) 1 (04 0 58 (209) 0 0 39 (152) 3 .(1 2).._ Lo
WERE B Tt LA e L P
. ,{*,S.Tfﬁflﬂ,‘ i 822y 1 04 014 {500 0 0 6 (23 2 ..(0 8)_...‘_.._0
R LURREE L ] S L S
ﬁﬁ’@%% 8 @65 o0 0 17 b o 0 2208 0 . ...0 .
RS LR e
RaEhE 32 (116) | (04 0 26 (94) 0 0 13 (51) 2 (08 0
ﬁerﬁ(m)owﬁl 19 (6 8), 1.,,,(,9;4,),,,,,“9”w,§,_,,,_.Q.:QL,L.,,.(Q:f})w,,Pw
s LU THAEE - L e T o

% 5 HEE 39 (14.1) 0 0 40 (144) 0 0 65 @254 1 (04 0
b 37 (13.4) 0 0 41 (147 O 0 37 (145 2 (08 0
SEHEAH 3l (11.2) 0

0 25 (9.0) 0 0 4 (1.6) ' 0

723, 10 mg/kg Q3W BER T 10 mg/kg Q2W BRI WTEN T, FIEMEES 4 4
(14%) RO 161 (0.4%) | Jifde - BEOTH 104 (3.6%) BU13 6] (4.7%) | &
RIEE (270 - SL—EERE) 26 (0.7%) RO0 5, FRgREE 144 (5.1%)
BOr23 4 (8.3%) | EASAEIEE (RAIERIEEBAE) 241 (0.7%) RO 1 (04%) |
TRAEEEREE 1 6] (04%) KU1 B (0.4%) . FIRIREEERIESE 28 41 (10.1%) R(F33

11



# (11.9%) . BIBFEESE 16 (04%) BU240 (0.7%) . infusion reaction 7 ] (2.5%)
BOs 4 (1.8%) . 1 BURERR 141 (04%) R0, EEOCREEE (RREREIRE
R, SIALEE, FREEE) 0 FIRO 1 4 (0.4%) | FES 1 41 (0.4%) BTN 1 41 (0.4%) |
B - MERUTRARE 1 51 (0.4%) ROFOHI, Mg - BEIRZ 0 BIR TN 1 B (0.4%) | X
EEIREIH (1.1%) RO 1 F (04%) B5E0 bz, £z, BEREGEE, L
7%, SN/ MR MR, BLMEE LR OFFERBIIRD b o, AEIE
RARTURRIGEESRS (BEREEEFEEL) 2EUEHERETT,

@ERLFREMFERE (KEYNOTE-054 Ek)
FEFERIIAREIFETIL 475/509 B (93.3%) 12, 77 EREETIE 453/502 F (90.2%)
WREEALE, RRE ORREGREETERAVWEEESIT, KBTI 396/509 4
(77.8%) 1o, 772 RPETI 332/502 B (66.1%) IZREBR L, WTFNHORF TRIER
B5%U EORERIITROLEBY Thot,

£7 WThPOCREARY 5% LOEWEA (KEYNOTE-054 32B)  (T2iefiiisdif)

BB KKkHE (s0C Pl (%)

SystemOrganClass) I Placebo}f

#HEAFE (PT: PreferredTerm) 50947 5024

(MedDRAver.20.1) €Grade Grade 3-4  Grade 5 2 Grade Grade3-4  Grade 5
2RIER © 396 (77.8) 74 (145) 1 (02) 332 (66.1) 17 (3.4) 0
R
R B R 49  (9.6) 1 (0.2) 0 4 (0.8) 0 0
EF#:%#&EE{E'FF 13 (143) 0 0 13 @26 o0
BBRRE
THI 94 (185 4 (0.8) 0 82 (163) 3 (0.6) 0
B 58 (114) 0 D 43 (8.6) 0
—f - REWESIORSREORE
CESTE 48 (9.4) 0 0 34 (6.8) 0 0
= 143 (281) 4 (08) 0 135 (269 2 (@04 0
BRERRRAE L
ALT 1)1 26 () 3 (08 0 16 (G2 1 (02 0
WHERARIUROMREE ' : R
B 51 (10.0) 3 (0.6) 0 47 (94) 0 0
CEAE . 26 G 00 15 60 00
WEREE
B ¥_o@y» 00 33 (66 1 0y 0
R, WMBIURREE
Aﬁ‘ﬂ[ﬁﬁﬁ T - T i () 0 14 (2.8 0 0
B B AR
 SEEE 85 (16.7) 0 0 49 (9.8) 0 0
Bi5 49 (9.6) 0 0 32 (6.4) 0 0

7B, AR B W CRIE MRS 15 6 (2.9%) . KIBZ - EEOTH 2361 (4.5%) .
ATHSAEREE 46 ) (9.0%) . BHESHEREE (RMERIEMEALZE) 26 (04%) . FTEAH
AEREE 1141 (22%) | HORBRSREREE 105 B (20.6%) . BVEHEREREE 5 41 (1.0%) .

12



1 BUREERI 5 B (1.0%) B & DMK 2 1 (0.4%) | W%k - BREUHRAAREE | 1 (0.2%) |

Bads 2 B (0.4%) . BEMEE 1 (02%) . D% 14 (0.2%) U infusion
reaction 2 il (04%) MWD bhiz, T, MREE (FF v - S SERERRS) | EE
DEEREFE (REHBRRIEMREE, ST, BORUES) | sk - SRk, Seletkm /)
WA MBS, S MMER f J USRIEBRBE IR0 biviah o Tz, ARWERBBUIRILILRES
HHFR (RAREEEFEZED) ZEDEHERETT,

13



[ - ]

RIGEIRF BB RGERE 2R & L/ EERER (KEYNOTE-002 BB &
U KEYNOTE-006 388 OfEHE, 2 mgkg Q3W, 10 mgkg Q2W &K T* 10 mg/kg Q3W
DVWFRD R - AEICEBWTOAROFMER CE2MICZRIIBO oo
7

AH| DO BEMKDB BT OB R, BEHBAEREICBIT S 200mg Q3W RERKD
AUCssou (EFIRTBIZIBIT 2 6 B ORE-FEF LM T EHE) OPIE [10%4,90%
/] mg-day/mL) 1% 2.16 [145, 3.04] mg-day/mL TH Y., 2 mgkg Q3W #E#ED
AUCss 6wk (1.32 [0.722,2.06] mg-day/mL) &#H{EI L, 10 mg/kg Q3W R EMED AUCsqowk

(7.49 [4.32, 11.3] mg-day/mL) % FE -7, |

EMRAEREF R E LR OBRBERIGITOBER. RidSh-HE-HEQ
mg/kg Q3W 5, 10 mg/kg Q2W &5 % 1% 10 mg/kg Q3W #5.) DOFEEH T AUCs ok
L BIMER Ut & ORICHREREEEIRD bhlehroT,

14



4, RERRIZOUVVT

RIGTRAREREERAEIC T A AREMt L UCERBRERE (RFIRRE) 7558
ENTVWAZ e, YEREPRIICERTE 2R THLILEND D, TDOLT,
EHL Y 2 7 EREHE (RMP) WESE, FHOEEMNEZSEERBE~O W 5]
HEWRTH- T, AFORENENRBE LB - JEL. AHOREICLVEER
BIERZRBE LBt 2 2 L BMERED, LT OO~QD 3~ TEHim§ MR
CBWTHERTIRETH D,

@ HERzoWT

@1 FTEDO 1) ~ 5 OWTFhNCEETImRTHLZ L,

() BAEZBAESEET D NARREENLFHRS ERERF RN A ZREEILRRE.
Hi3geHs A RSIREHEILRPIRE, HUSASAERRARLE) (ERR30F4A 1 BRA
437 HEZR) |

(2) ¥R (ER 294 6.8 1 B @ 85 figR

(3) HEFROFHREET SBABREREFRE (PABFOEBERRTERBL, 2°A B
B, 2ABFOEEHEERE S L)

(4) FSELFEREEERRE L. A SEEREmE 1| O3S bR iREmE 2 ofigk &
IR B EHEToTWVAHERR (CERE284F 7 A 1 AR @ 2540 HEsR)

(5) MEMMEEHNFEENEORREE MBI BHEEITo TV AHMER (ER 28 4 7
H 1 BRFA ;1290 FEF%

D-2 EHREAECSERERUCBHERRRREOIIC 072 Mk L RRE R OEM
(TROWTRMICEYSTHEM) . SRR OAFICHETIHRRORETL LT
BEEIhTWHWAZ &, '
#

o EfiGREFRGE 2 FOPMTERET LigIZ 5§ £ LOBAIEROBRKRIMEE
ToTWBZ &, 35, 2L EIx, BAEYEEE2EL LEBRBREZOMEL
fToTWBZ &, .

«  ERRFEGE 2 FOUMTHEZET Lz 5 £L Lo EEMESE2ROMR
ARREALTWVWDZ &,

@ BRACEXRSFHEROFRTONT -

EEAGFREBIESET 2 HEENRE Sh, RECE D OFRED, R - K
SUFEZOEROTER CEMSIZHT 2 HRER. AEFFRERE LG EOHRE
¥B. SRESHIATON L EHIPE-THH L,

15




® BUERA~OMRITONT ,

®-1 BUHERRHRORGEHICET 52 BH _
MEMMRBREOCEERREASTEE LK, 24 HRIRRERHOT, YR

PR IZ BV T, BRULBIERIE U TAREER O CT S0 I{EH 0&RIC &%

HEARREOBRESXYETICH L, ELICRISFBRERIRE-TND D L,

®-2 ERMEEFICL 3FHFELAGICET 5B

BABRICEDLAEMAN2ABREUCERREE T 5EFREFTNEHERAE=FY 7
EEORBEROAS )V —= FRITVWERE LIFREZ LA TE 27— 2 ERFHINE
flishTnaz &, 2B, BiEgEHicoWT, BABRELFORKRISICAMNINLT
wazk,

@-3 BlfEAORECxRICELT :
BIER (MEEMERBICIMA, KBk - EEOTH, FAEEES - BT EL, B
BRERESE (RMERENERS) . NAWESE (TEABEREE. FIRIREREREE. B
BHEREREE) | 1 RN, S8 IER, R - MRRATE, R, BEEORKEESE
(R FEIEIRAE e, STEAIBE, $HXIEESE) | infusionreaction, FRZE - fEMEZ, HEIE
HEAHE. WREER (¥F7 2 - AV—ERES) | Ok, EERLEES (GEER
AR YESSEER . EmtEE i, IR, EIRRIERES) | MIRARERRE. BES)
W23 LT, BRI ERSBEOEME LA T 2 E L EE L (BIER 0B
HICBE L TSR URER R bRt h s 2 L) | EHICHIRLENTES
FHINESTNE T &,

16



5. BB LR DBE

- [EshiE R+ 5 HIE]

© TROBFIZBWTIARIOFEZENFEIN TN,
o (BEFEROROCEMEERERED H 2 RIBTISRT L EEEAERE
»  EAFREOAT—VH @Y OEMBAMBAE IR HHTERMBIHE
R, muFﬁr%Tﬁ%ﬁ?éﬁﬁh ST, BRAF FREHIIC & 5765 S Z&
THZE,

® Tﬂ:ﬁé?éﬁﬂmﬁﬁﬂﬁﬁmﬁﬁkowTﬁ:ﬁﬂ@ﬁﬂ%ﬁ%iéhf%
B, AFOBERE LR LAV,
s MOFHEMBERACERALTREINSBE

[Z2tizflT 3 FHE]

O TREEYTIBAFZ SV TRARORERBEREENTWEZ b, BEZTT
bRy &, : , l
o FHORESICR VIRBUEDBERLERED H B BE

@ BRATOFMIZBW T TRICEY 32 BEFIT 20T, ﬁﬂﬁﬁﬁﬁﬁﬂéﬂtw
B, MOBEEIRER RWVIERITIRY | ﬁﬁkﬁﬂ%ﬁm?é LEEETED,
s WHEHEMRBOSHISFEOH L EBE
e MUREmARRE CRIUER 23R 5 BE R CEEME D BT RIS B i 4
LOMRENRTRH LMD BE
v HOSHERBOAG., URBMENRE L IXFRMEO B DARRAOHERED
HBHBE
o EEBHERE (GhBIREHEERSl) 0obsBE
o EROBYSOIBEEERETLRE
»  ECOG Performance Status 3-4 &2 D BH

2 [RCOG @ Performance Status (PS)

Score TEH

0 | £<MEAREMTES, BRALALIRNERIHIRRIATLS,

RENIZH L WEENIHIRS DA, SITTET, BIERCR TOMRIITI 222 TE D,

Ul s mvgese, seisies

RonF-BESOEOEY O L LIMTERY, BP0 S0%UEE Ly FAFFTRIT,

LN VA ]

£ WiTiy, BS0FORD O F e CERY, BRIy FAEFTRIT,

17
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6, BERBRLUTHERT&HE

@

@

&)

@

®

B ESCM L, BERGERNRET IBEHSCE SRR O KR OEERE

RO LERFRE+SICEBE L THrLERTSHZ L,

BRBRRIZEYDL, BEXIZORREFDEREBRELHS3AL, REEZS

TinbRETHZ L,

ERBERAO R AL MZ2WT

o REMEMERPLH ORI LBHZOT, FHOREITHT- T, FIHE
R (880, FRRREE, W) ORSERUIN X REOCEES. gL+
DIATD Z &, Eie, HBEIISCTHE CT. hiFv—V—S0RELERT
B &,

* infusionreaction 3&H BN D Z LA H B, infusionreaction 23FBH HIIHEAIT
m\E@&Mﬁ?ﬁik&%w\ﬁ%ﬁ@%?éi?ﬁ%@ﬁ%%+ﬁﬁ%ﬁ
TBzL, ‘ : .

o PRIBMEEEERDLDNDZ NS E0T, REIOES AN R RS
PRI ESARIC BRI AEMREE (TSH. MEEE T3, JMEHE T4 H0E) 2ERTD
&,

o FFEEREERH LB I ERH B 0T, AR GIREITE RS HR P
ELRICFFSEEME (AST. ALT. y-GTP. Al-P, ¥ UL ELEDHIE) %+ EH
THZ L,

« RISk MEARVUEESHERATED) SO0HEERREERS DD
TENHHOT, EHNCMOREOFELRERT 2 &, Fie, ROREMRN
WO DNEEINE, EOPCERBBME2ZR T L 588 REETHZ L,

v FEIOBEIZL D BEOHRERIGICERT 5 LB L2 b 554 REBORIE
BHLbNBZERHB, BEIBOONEEESIE, BELEERIE UL
HPR 2 A% & RBR 2 FF O R & B U CEYRERRZ N 21TV, B 0hE
RN K B EHEAN RN DB, FFOERIE TP, RUBIERER
NEEIOREEEERTAIZ L, B, BIBREFRNVE Y OREIZ L Y EHE
HAOBERRD bN2WESICE, BIBREFT LS o RERIFIOEM

L bERTBILE,

v BERTE. AR LEy ARBL T LEWERRTBRT A L BH B0,
FROBREXTRICHRERORRICFHICERTHZ &,

o 1 HIBERRTE (BIE 1 BERRE ST Bbbbh, ERRMES R TV =32
KELZLHRHEOT, AE. Bl BHEOCEROERRSCLEMR O LRz +
SEBRTAIE, 1HERBEEDNESIIRELRIEL, AR Y 3
Ko 5ELEOHENRAMBEITS 2 L,

ARBOBRR B RAEAE AT S BIC. ARDRARBICE T, B

BRtEM D 3 A HEN, Zh LA, REBWEHL | FM2 6 B I L icaihitosf
MET>TWeZ LE2EBI, FHARSEPIEMNCHROBREZITI Z &,

FEREOEMRAHMBE ~OWNBRHEETRE L LTERT 3 BRI, AFIOERK
HRBRICENT, BRERGENCEABRRE T 12 BRI L EBEOFBEITo T

18



Pz b EBE, AR OBREFIXEMANCHREORBEITI Z L, 2B, iR
ke LCERTHEIE. FROREHRIX 2 VAETLTEIE,

19



REFERHEET A N1
RoavTr ) A< (BiEFHEEZ)
(BRFBA : %A P—F HIEHE 20 mg, ¥4 P —F SHEHE 100 mg)
~HHORIEF Y N E~

P2 9F1 1A (5T 6 A%ET)
A G B



B

A

BLOIIC

AEIDORER, ERBT

B R AR

MRz oW T
BEMBLRDBE
BRECELTEETREFHEH

P2
P3
P4
P6
P8
P9



1. LD :

EIKGE OB  ZEMOTEOTZDIZE, BRAXESIZESWEEERFERIRD
biLd, &I, EEORZHMOESRIC L0, HEERLLR Y OB HEERE
FEEHBEABINGPC, ZTNOOEEHEPEICNBERBFITERET D Z L SEED
AL 2o TR BAMEGEE & WEOELRF#H 2016 (ERL 28 £ 6 A 2 A BIZERE)
BEWTYH, EHMERMEOFERNORELHEZRD L &R TS,

FREASFERRL, BEERRPREE v 7 7 A VBFEOEREMEBEL MR
RABZENDHD, ZOD, FMMERURESMHICBET 5 EHS+o0EFRHT 5 £ ToRM,
UZEEROREZBET L L BRI NIBEFILH L TERT L L b, BE
RPRR LR BRI & L 5 2 L 3 —E QM Z T EFEE CHE R
TAHZLEBREETHSD, _

LR oT, BHA P74 Tk, BREBRERCINE TICE LN TV S EFREEY -
BEHRMICESE, UTOERSORERMERAZHET 5BEANbLERER, X
FRUCEBEHEEEZTT,

RB. AHA BT A 3, MITEGEANER S EFREISRASHE, AREEEARR
RIRIEESES, —RHEEEA B AERARESRO—REEEA B A ANRES ORI O
HEERR LT,

MG LI BEER XA P& SWEE 20mg, FA b—F ZiFERE 100mg (—
B RaTn) Xwr (BETHEBRL))

HELRAPRXEHE « BRXIEREO TR R DX ) v ovE

HELLHRERUAR - BE, AR, Ra7n ) X<7 (HirFHEKEZ) L LT, 1
[E] 200 mg % 3 WREIRIFE T 30 2RI ) TERRHET 5,

& IR 7 ¥ MSD Bt




2. AH| O, fEFAMEF

XA pbA—F RHFE20mg RON100 mg (—i4 « _AT7 e ) Xv7 (HiETFHEE]
Z). YUF TR £vw5,) i, PD-1 (programmed cell death-1}) &£D Y H ¥ RTHD
PD-L1 U PD-L2 & DREARBEMEETS, b MEI1gGd £/ 72— AHiETH S,

PD-1 fRB&IT T HOAR S B BEHRAE A SN B 7o DIC B AR BSR4 5 22 il
AA o FC, PD-1 it BERREBICBOCERE T HROMBRREICRE L. 50K
BERG e ELALE SRR RERS2HET 5, bbb, PD-L ZY T FeR
BTAZ LIV RBERBRICL D VIV EETAICHET 5% A4 ThHh 5, PD-L]

 OEFHBICBIAREBIDLTHTH LD, L OBAMER T T MROME 2

BIZCBRRICRBRLTWS, BAMRICEITS PD-L1 OBEFEEIL, B, Wk,
FFmARdgs, FRELR, FEAMERAMIEE 2 & Ofx RRATTRETREFTH Y, EVEFR
& OFERAMENRE STV 5,

HWEOBADEFREFH L PD-L1 ZROMEIMNS, PD-1 & PD-L1 OFRKITEE
OfEERC BV TEERBEEZE S Z LARRENTE Y, HiicRBATAROERN &
LTHFFEINL TV,

A#iX, PD-1 & PD-L1 EO'PD-L2 O ) H v FOREEZEET A2 L LY, EE
e/ NBE T OB RAIREEM T U o8RGk &8, REERE 2 BHiEE L
T 52 ¢ TRIEESRERET S,

AR OIERBFRICES GREORBRIGIC L SRITEREN L b b, EEXIIETIT
BHHRRMERD D, FHOREPROEERITIT, BEOREL TLITTYH, REIHE
D LT HEICHE, BB L ERITS Tl RMaR i & BRE R ER & EH L TE
YRR ATV, REORERIGIC L D BHERBEDISHEICIE, BIBRERNV
EVRIOREFEOHNNELRT 5 LER D S,



3. BREERER
BRIIEREOHRIMA TS Y o BOERBRFICEMEIT - ERERERD
B E T,

[(F%hiE]

EERIRIE AR (KEYNOTE-087 #ER)

BRETEELGEOTRAF XD RS QI0F, HAEA 10F12ET:) OLUT
D3 o0 =R hEIBIC, A 200 mg 3 BRSO IMER CREMIMRET &
ni.

- AREOSPRBREIEITRIC. TV YFEIeT NFFUC L BRBEEZIT 8

H (z2d—k1)

- BEEMBERBHEERETHY ., o7 Ly YF e RFFUICLAEERE
ZiF7eBE (ak—b2)

- B M BMRBEETRIC, LYy ARF AL BER (—RIBEX .
REBEEREO—RELTOT VYRV <T RFEF UL omMBIRITEER
W) BT TWARWEE (2hR— h3)

2B, BRI TRBEITARD b e, REBETZ2 A TERBIRD bk
SOREMNCRE L T3 BE Tk, IREL OB CEBETIRD b E X T
AFOBEERRRRIT B ERTHEE Sk, TEFMERD THEIEMR (WET IWG
criteria (2007) 123 < PRYFIZ L B7EELFE (CR) XTEHZES (PR) OFIE) ik
R1OLEBYThot, Bol, FAMCHRESNAEBRESEHELZ, Wihoadk—b
W% TH-oTz,
#1 HPERM (KEYNOTE-087 RRED)

a2 R— b1 agi— b2 SR— b3
(69%) (8141) (60%1)
TREL (CR) 15 (21.7) 18 (22.2) 13 (21.7)
- #5255 (PR 35 (50.7) 35 (43.2) 27 (45.0)
(%) ZE (SD) 13 (18.8) 9 (i1.1) 13 217
1T (PD) 3 (43) 17 (21.0) 7 (11.7)
AN 3 (4.3) 2 (2.5) 0
FEh®=E (CR+PR) (%) 72.5 65.4 66.7
(95%1E 4 X M) (60.4, 82.5) (54.0,75.7) (53.3,78.3)

e




[ 4iE]
EEEILF % D8R8k (KEYNOTE-087 3B .
BHEELITRBRAMT 202210 ] (96.2%) iTRH b, BIERI 144/210 4 (68.6%)
R b, FEHREN SRULOBHERIZER 2D LB Thot,

2 REEN %L EoEHER (KEYNOTE-087 Bl  (Re{efeiisaM)

SREAKSrEE (S0C: System Organ Class) - ﬁ]%gﬁgz:
HAFE (PT: Preferred Term) 2104
(MedDRA/J ver.19.0) % Grade Grades 384 E

23 (110

144 (68.6

BT I )
o e e L 16 oo abint ] 0 i (00)

pl. MEMEMERIZ 6 1 2.9%). RIB#K - BEOTHNL 3 4 (1.4%), FhiERsE

(FTF v« NU—EGEHS) 13180 (0.5%) ., ITHEBEESL 8 #l (3.8%). FRMREERE
0k 29 B (13.8%) , #i4¢ - BRECHHRIAREE L 2 4 (1.0%) . Infusion reaction {3 17 £ (8.1%) .
S EIFELIE 260 (1.0%) ROWLEHEIE 16 (0.5%) TR bk, £, EEORE
EE (HEHEREEE, S0, JREES) . TEABEEEE, BIFHEEREE. |
BIFEIRIS, EHEEE (RMEMESERERS) . BL. BEHIEDE, Bk - BREk, &
M/ MRS . ISR LR UFRFREIIRD Do,



4. HWRIZ2OVWT ‘

AR&RM L LTHEABERE (&) MBEbhTnwaZ nd, YERAELE
TNCERTE MR THEILERD S, Z0OLT, BB ORERET2BE LD - &
EL, AFOREC L VEERRAERZRE LRSS T2 Z LB BRERED, UT
DO~@D T T EWITRFICEBWTERATIRETHD,

@

g4 (e AN

D1 Fieo (1) ~ (5) OWFhHIERYT IR THE T &,

)

@)

(3)

4

()

EAEZBHRESNBET 2B ARFOEEINARIES (GREAIRS A B RREEI AR,
HitAS A RS SERE I ORI . MRS A RS IRRIRRE R &) (CERK 3044 A 1 ARFFA ;437
HER%)

FrERRERlE (ERL 294 6 A 1 BIEA : 85 HERR)
HEFIRAESRET 5B AZIELERR (BSARRRERIEERE. SADIHEE
ARG, A ARFOEERERERR &)

SV EREZEZRE L, S EEREME 1 I35 kb gaEme 2 o Ei
WARDBEEIToTWAHER (ERK 284 7 A 1 B @ 2540 HERR)
REMEEAAFEENEORKREEIRZBHEZT > T AR (FR 28 £ 7
A 1 ERESR : 1290 JERR)

O-2 HHROFCF V) B0 EFRER CRIEHRREOMIS 4ok e &
BRERFOEM (FROWTNLACEYTIERM A, 2B oA+ 51580
BEEE L TRBEATHAZ L,

=

ERiRARES 2 EONMPHERET LBz 5 FEL EORAIBROBRTMES
TFoTWWdZ E, 3bh, 2FEUEZ, BAEYRESZ T LEBKRERZOMER
TFoTWdr L, '

ERISR SR 2 EFOPHIHERZET LRI 4 EL LOBEERREA LTS
ZE, 9B, 3EL LR, BEEEEODAEYEEE SRR MLEFONHE
BIToTNA I &,

@

e O ERELFHREHOEHIZONT

EIAERERICHET IELENRB S, HEMENSOFRED, it %2
SMERPNFROFER VEMS N T 5 FHRIBMHE, FEFERRBLE L B0l
2., ERFEOHITONAEHINE-TWAEZ L,




® BHER~OHRHBITONT
®@-1 HERR RSB+ 5B

BEHEMREBENEELBERANREAE UL, 24 BEADREROT, MUY
FOEHSRERR T RBWT, B LEBHER IS UTARSER R CT S 0RIER Q&R
BEAREOHKRENY B ELR, EbIEHETREREHAE-TVEI L,

@2 ERUEEET LA3FEESINICET 2L

RABRICHEDL 2 EMNRMEBEUCEREAETIERETENBIERE=F ) 7
BEDEEROAS V- PEITOERE L IFRE LT TE 27— L EREH B E
BErTnaZ L, 2B, BEEEICOWT, BABRE L FOFEIZTHSIZANENT
W5z L,

@-3 BlIfEA ORI LT

BIVER (REMMRBRIIME, KBk - BEOTH, ITH#EREE - meREL, B
HirerEE (RMEFHEEERS). WoREE (TEERERES. TRIREERES. &
RS | | BMEIRIR, B & Y IREK, BHR - SRAUHRMREE, Mk, EEDRERE (K
TEREEIRIE B, STEAEE, REIEYS) ., infusionreaction, FMZE - REMEZE, EIEMHES
fE, MHEBEE (¥F v - SU—EEHE), Ok, EELDEEE (G M
AVESEBER, IR M, FRIFERES. EIBRIERAES) . MIRERIEFEE. HBES) o
U<, YR MIDERERBEOREMM2F T 5 E6 L& L (BHER ORETRRIER
CEALTHERCXELZZTONI&ESE 2 L) | EBICEERAENTE S #H
BESTNETZ &,



5. BEMBPLARDBE

(BB 52 B IH]

© BRELBRMARBEICENEXIAMEOBRITEHEHEO TR F OF ) &
HNEBEFCBONTHAEIOFMERRESNTHS,

@ TRIZZYTIAFIANTIFAAORERUERFIEIC OV TR, FADOF N
L SNTRLT, FHOEREMNRERLRW,
o AEFERESRIRORE,
o fOREMEEREA L OFFA,

(Z2tizl+ 53HE]

O TRIEEMTIBEZIZSODVWTHARDBRERERE INLTWBEZ Ehb, BERT
bRz &,
o FROEESCH LIRBEDBERERED & 5 BE

@ WHEHTOFMEIZBWO T TRICEYS T 2 BH T 0TI, AEoRETHR S LY
B, UOTEFOBRINE B2 WHESICRY, HEICAREFERTIZLE2ZBETE 3,
o MHEMERMEBOSHEXIEEOLHIBE
»  OEEGRE CHEEZR D 5 BE R UEME O BRI R g i 4
LOMICRENE RN D BE
e ACRERBOEGE XTBMEARE L IIERLO B CAERBOEEED
HBHBRYE
«  [BRBHERE EL8MRBEREEZST) ObHRE
« REROBREIXEBEEEETLAE
«  ECOG Performance Status 3-4 DD HE

() ECOG @ Performance Status  (PS)

Score | EE

0 | &<MERIEHTES, BRATLFELREAEIHRREITRZS,

AERTICE LWEBNIHR S h 585, BITRREC, BIERRE-TOMERRITI Z LR TE L,
il : VR, FHSIER

N —

[BOENBESOEOEY O L LhTERY, Bho S0%U EE<y FRBFFCRTT,

(V8 )

LBV, BROEOBRID DT LIEL TERV, BRIy FIMVMETF TR,

S

BITARECEROEORY O & T R UAFEESERRTE RV, BP0 50%8 Eid<y FA TR,




6. BEIELTHEE T EWE

O WASCESOME, SRR EE BRI 5 E RS S & FE ORER OIS
ADEDIEHERERETHICEE L THALERT I L,

@ WEBAICET L. BEXEEORKICESER R ORAL, AE2S
ThbRETEI L,

@ ERBMERAO=RIAL MIONT

BEMERRL LB Z L RHDOT, AFORSEITH I » Tk, FIHE
R (B8N, FEREEE, S OREBR U X RREOEES, BRE+
STITHZ L, Fih, HEITKRLUTHE CT, LE~—b—FOmEE E§
5L,

infusionreaction 23&% BB = &M 5, infusionreaction 23 FE D HILIFAIT
VI, BEREERITY & & bic, EERBEET 2 ETHREOREBEZTSICEE
+B5zL,

RSB EN L Db 3 = L 8 H 20T, A0 SHBRTR R SHIM
HIEDAI RS RERE (TSH, H#BE T3, B8 T4 HORE) 2EETS
&,

ITREREERH DN LBHDHOT, FRIOHREFRBATR O S HE DX
EHEIC FERER A (AST. ALT, y-GTP, AP, UV EOHIE) #EHE
5L,

AL oL (MBAERVNHEHERESD) SORERRETELbbID
ZLBHZOT, EHMCIROREORREHERTAZ L, £, RORES
B LNGEITE, EPPRERBEESR T2 LOBERRETIZ L,
AR OHEEIC LY BEOCHRERGICERT D & E 2 bhdike RERBSHE
Bhbbhbdiédbsd, EEXRDORAEESIER, BRLEBRIIE LR
EFRAG R i & AR A RE O [EAD & HHE U TR RIBNT R 1TV BEORE
RISIC L BRHEAREDN 3 H-EIC i, AFORE T, RURITRES
NEVRIOBRESEERTAZE, BB, BIBREFNVE L OREICLYEIE
RAOWERBD bNRWESIZE, BIERE AT S ORI OB
bERETDHIL, ’ ,
BEETHR, 0B OEVABB L THhLEWERANRBIRT A ¥ H 570,
AR OBFEXRTHICHEHERORRI+[ITEE T2 2 &,

1 EUBERRAE (BIGE | RUBERR A S ) B obh, BRAMS P TV R—v 2
CEBZEBHBOT, AW, Bl EHEOEROERCMHIEED EF e+
NEFETHL L, | BERESEDL S A IEREEPEL, 4R )
K0 RS EOHERVERITS = &,

@ AFOEERARIZENT, ®EEEHD 12 B &AM EEIT- CWhies
L ERBEI. ARIBEREENCEERE CHROEREITI L,



B AHEET A R4 v
Ra7n ) X<w7 CGBEFHEEEZ)
(BR54 : A4 M —F EHEE 20 mg, A P —F AR#EE 100 mg)
~ R L~

Rk 2 941 2 B (SFnmsE 6 AR
BAEFHEE



H¥k

S N S

RLDIT

AEIORR, 1EFRARF

ERER AR

i e AN
BERERDIBE
BRECELTHEETAEER

P2
P3
P4
P7
P9
P10



1. ZLoic

ERROFE - REMOTEROLDITIL, T XEFICE SV BERERSRD
bh3, é&h\ﬁ¢®ﬂ%ﬁﬁwﬁﬁhib PEEIE R & OEFH 2 HTHIERE
FERGPERINDZIPT, ZNO0EEMEFRICSNELRZBFICRETZ Z ENEED
&%a&ofmmu&ﬁ%&ﬁ & WEDEAFE 2016(FAL 28 45 6 B 2 A RAGERIE)
BWTH, BHFNEEMSOERORBELHEZRAZ L EXhTWVWS,

FrREAMFERLT, BEERSEEM 07 7 A VRBEFEOERER AL MR
RBZERBHB, Z0H, AEECESMECET A FRAT5EHET 5 TOM.
UHERLOBELBZITAZEAMEGINIBFTHLTERTIL L BIT, BUE
FRRE LRI NERR SR & 5 L RATEER — OB % - 3 E FE o6 A
THZENBEETHD,

Lo T, BHA FF7A4 Tk, BARERPLINETRBOATHAIEREER -
BEMRMCESE, UTORRROREERHERALZHET B bYLEREMR, B2
FRUCEEHEHZTT,

RIS, AHA FT A i, MIATEGE AR R ER R A1, &ﬁﬁ@%Aax-
BRARIER S, —RAEIEA B AR RHES R O— i A B AR RSR 22 0%
Db EIERR LT,

XBERDBERS X b—F RIBFHE 20mg, F4 M —F RFREHE 100mg (—
. B Ravue ) X (BEFERL))
ﬁ&ﬂm%ﬁn@%:mhm%%&%hﬁﬁbtm%m%x AN
HHELRARERVCAR Y., BARE., “oa7u ) X<y (BTHEz) ¢ LT, 1
Emmm%3ﬁﬁﬁﬁﬁmﬁﬁmﬁfﬁﬁﬁﬁﬁéo
W& IR 7 3 F  MSD Hett




2. AH| O, TERBRF
FA M —F BTEHE 20 mg RUN100 mg (—ff4 - a7 o) X<7 GRETESR
z). DT T&#] &v5,) ik, PD-1 (programmed cell death-1) & %DV H > FTHD
PD-L1 ZO'PD-L2 & OFAEEERETS, & MG £/ 7 —FAMETHD,
PD-1 2RI 1T T AR S B ARAE 22 Bk 2 To T 8 AR 3 FI F 9 5 A o Be 4]
AA »FT, PD-1 i, EESRRICE O CEEE T floMiakmicRH L., BEk
BRS % S RSB LRSS T 5, $2bh, PD-1 IV N
HTBI IRV RBESEKCIL AV SNV EEZAREIET 2ZEETHS, PDLL
OEFEMBBICBIT2RBBIDTHTH AN, E<OBAMIBTIE T MROEBZE2M2
HIZUBRICRRL T 5, BAMIBIZIT 5 PD-LL OFMAERIL, B, PSS,
FFHmRams, SPELEE, FEANMERMER & Ofx RBRATTFEAREFTHD | EEFR
& OMEAMNENREINTNS, '

BEOBALOEENFH L PD-L1 RROMBMM S, PD-1 & PD-L1 ORKITIES
ORERRIC BV TEERRBIEZHE D Z LR SN TR, HiieRRSARROZEN &
LTHifFEh T3, '

Z#li%, PD-1 & PD-L1 RURPD-L2 DY ¥ FOESFHEET 2 Lic kb, |85
BONBE D OEES BRARREESM T U 2 3Rk iEidk s, AEERE LB St
152 L CHRIERIRERET 2,

AFI ORI 55 < BEORERRC L 2EERSRS bbh, EEXEETI
TEWREEN DD, AROREHRURERICIT, BEOBREEL T, BENRE
B HATCIB AL, R LRI U EPIR0 A2 0k & IR E o AT & L OR
RIS £ 1TV, BEDRERISIC L ZEWEARREDL 3 B8 1T, BIBRERL
= L H DR S L DR AE £1T 5 BERD D, '



3. ERPRARAE .
PR AALZERE R I L RIG O AR REE L BB OGRS FE M 21T o e =R
BRPRRBR D EAR Z R T,

(&2}
[E RSB IFERE (KEYNOTE-045 3UR)
7T F B E AL ERIERET 257 5 RETEITEETEBHORK LRERE
542 ] (BARN 52 FlaEde) ZRBRIT, AH 200 mg 3 BHARBRREOFHERVE SR
PSS, (bFEME (X2 Y F %A, FEFFEARIT vinflunine) 2 23R E LTHREHS
Nz, 2B, BRI CERETERD LNEEEIC. BRRETERTERSIRDO LN
RWEORKRINICERE LT 5 B8 Tk, BILEO BT TRAETHHEO oD
ECAFOREZ/MFET 22 ENAREE A, EEFHIE B k&£ F R (08) B
EMEATLME (PFS) L&, AR FRELER LT, OS 2HRIER L (K
1EUED .
1 FITFTRA R TR (R RIEREITEROEBF, RUT I TR EL
{b2EFRic X B HTAT - HFRMABMLRIRER 12 0 A BPICER L BEREL AN B,
*2 1 AFRCHE vinflunine HSREABCH DD, 7 I F LA FEF FEAONTRIEERL
p e



# 1 KEYNOTE-045 ;B DA Sk BAE

A<Fi 200 mg {LZpRE
Q3W
(270 1) (272 #51)
ost ofE [A] 10.3 74
(95% (B A ) (8.0, 11.8) (6.1,8.3)
ANP— Rkt 0.73
(95%(EHHIX /) (0.59, 0.91) —
P fiiis 0.002
PESHl fofE (A 2.1 33
(95%IE B X.H) (2.0,22) (2.3, 3.5)
A Al - 0.98
(95%IFHE X M) (0.81, 1.19) —
\ P s 0416
t: DEfRTEE DT —& (20165E9R TR v vAT

1 B Cox BN — FEF AT X L5 L DLk
S:BAn YT I RE

I: RECIST H4 FT A 1.1 RICE-S < Mz JefilE
Q3W : 3 ERIRIRR S |

4

0T A e B 10 12 14 16 18 20 22 24
ot riskiX | Ly 1)
FM200mg Q3W 270226194 169 147 131 87 54 27 13 4 ¢ ©
27223217113817109 89 55 27 14 3 0 O O

{Les
| E 1 OS ® Kaplan-Meier Hif (KEYNOTE-045 3RE%)



(2]
E EdE RIS MAERER (KEYNOTE-045 §UER)
FEERITAFIRE 248/266 B (93.2%) R UMLSFERE 2507255 F) (98.0%) 12780 5
v, BIERIZENEH 162/266 F (60.9%) B UMLEFEFREERE 230/255 41 (90.2%) 1258®
Bivic. AFIPECHRIAED SUUEORERIITEDLBY Thoir. '

F2 FRARH 5% EORWER (KEYNOTE-045 5B (L HEARNT 7 S48 H)

SERIKSHE (SOC: Systern Organ Class) Mﬁﬁl}ﬁ?
HEAEE (PT: Preferred Term) 26611
(MedDRA ver.19.0) % Grade ; Grades 3ELE
ar]{'ﬁﬂi 162 (60.9) 40 (15.0)
EﬁmﬁﬁﬁﬁﬁTr oo
A (1.1)
= > (0.4)
LR AYMEREURERMORE e
HITE 15 (5.6) 1 (0.4)
k1 37 (13.9} 3 {1.1)
B F Al - B 17 6.4) 0 {0.0)
DBt TUueemE el ot ]
BRI e 2386 | 0 00
| BB UBTHIRHS i S ]
TR 52 (19.5) 0 (0.0)
B 2 (8.3) 1 (0.4)

7¥s, ARPFET, BER L LTHIEMEMESAIL 106 3.8%) . Kk - EEOTH
127 61 (2.6%) . FREE (FF 2 - SLU—ERES) 1314 (04%) . FFgsESE
141 (53%) . FIRBRHSAEREETE 23 B (8.6%) . RMIBHRAEREEIX 1641 (0.4%) . B
BEMEE (REEEEMERRE) 114 (04%) EU Infusion reaction i 1 i (0.4%) iZ
bz, £, BEEOKBRE (GEHEIVEERE, SN, EXERS) . T
MAHEAEREE, | BURERA, R, M4 - BBUAMRE, EEFHENE. LHE. k-
BEfRAK, & &0 RE, Rt/ MRBA RN, EitEE ik RRFRBISRD L
o t,



4, HRIZOWT

ABRMGE L THEARERE (@FRE) MY bh a2 ehb, HRALE
PICEBTE AR THEMLERDD, TOLT, RAOREFEEREE ZBHT - &
EL, AFOBRSZL Y ERREERAZRR LLBRICHE T2 2 L BBLBRID, BT
DO~@DT_TEFTHRICBWTERT & TH 3,

@ HERizonWT

®-1 TFTio (D) ~ 6 OWVWTFhhCEYT2ERTHLZ &,

(1) BAEFBRENBET D0 ARFREEILSFRS (BB RS ASREHEIL R,
MR DY A RS FREHE LR, BB A RSERRIE A L) (CERR 3048 4 B 1 RRRAL 1 437
Miz%)

Q) ¥EigienkE (ERR 2046 A 1 BERA @ 85 Mgk

(3) FEFRMERIGET 2 BALFEEREE (BABFOEEERERB. A BRESE
WimEbe,. M AREEEREERRR &)

4) SEFREEERRE L. ASRSBRENE | IR EEEME 2 ofEREE
WRDBHEIToTWAHERR (ERR284E 7 A 1 HRER ¢ 2540 HERR)

(5) MEHESEAAGTERMEOHREEIARS BHETo TV AR (ERL 28 4 7
A1 B : 1290 ) _

®-2 R%J:Eﬁ034!:"%‘5%?%&0‘5‘]1’?%%%5%0)%55L*i“%?‘i%ﬂ*%ﬁEﬁﬁﬁ%’ﬁ’:lﬁﬁiﬁ |

(FROWVTNNTHEETHEM 5, YEUBRBOAFTETIRROREEL L
TEEShTWDH Z &,

®

. ENRIREE 2 EOMMFTHELET LRI 5 FUEORABROBRTEL
ToTWndz e, 2bH, 2L R, ﬁhb%%ﬁﬁi%ik L 72 ERRIEB S OMHE R
FoTWB L,

o ERGRTFREE 2 FOMHMTHELET Ltz 4 £ULOWRBHFOERKRHHE
EfT->TREY. 36, 2F kI RELEEORAERDFEEZZLRABROE
RHEEIToTVWHZ L

® BRHOERMEREHOEHEIZONT

EXEDFREHCEETIEEENREES L, MECENSOFRED, BHE - &
AMEIPAMEROTHEE CEMS T 5 HHRRMT, #FE2B3RE LEEEOHRE
BH, ERBTeHIITONAEHIE-TWBR L,




@ BHEA~ORRRIONT
@-1 HERR AR5 B

PR MEAR S OERRBIEANTRAE LIBT, 24 REMBRERO T, LHERY
HESIRIC RO T, R ULBHERICE LTS B RO CT S0 8|1ER OB %
ELREOHESY BPIBLN, EHICHETERENAE->THB I L,

@-2 ERREFER LHIFBEFSNRICETIEE

BABFRICED AEMNRSRECEEEZHT 2 EREEEVEERAT=F YV
EEOREROAZ ) —=v T EBITWERE E *P%ﬁﬁ,%#ﬁ'@’a“ 5 F— LAEFEHI R
HENTWBZ &, B, Bl T, PABRE L ZOREC+HMCAMENRT
WaHZ ¢,

®@-3 BIfER ORETCH IS LT

BIfER (MEMEMERICMZ, KBE - BEOTH, IFHEEE - mLMEETE, &
BiEEE (RMEHMEEBERS). NYWEE (TREHEREE. FIRESEES. 8l
EHEEEREE) | 1 BUBEIRAS, B LSRR, MRk - BIRURAREE, TE%, BE DR ERE (R
FEFRIERAE (R, ZTHBE, JRIEHES) ., Infusionreaction, fM%E - Bk, BHERMES
iE, WREE (¥7 2 SAV—ERES), LR, BELOKESE (BB MR
DHESERER ., WILMER M, RFERE, MIENIRES) . MERAREMRERE. S ot
LT, YRR XIIMERBBOFINE2A T 5 EM L EE L RBIEROBZI-CRIE
CHELTHRERUCIBE2ZT bNIEHICH D2 L) | EHICEERAEN T 3]
BESTNBI L,



5. RENRKLRLBE

(bt B4 58] _

O FFF IR EELERERERE AT 5 REATETEX BB EORE LEBEOB
FIZBWTAROBHERRIES LTV D,

@ TRICEYT 3 AE T AR ORER RGBT SWTL, AR OAMED
WX SNTELT, AHORSHRLLOR,
o TIFTEAEEDLERIEC LS IRREOCRVEE,
« FiROMBILERE,
o fOPUEMRERER & O,

[ZeMicEd2%H]

DO THREFESTIAFICOVTITARORERERE EINTNBZ 0D, BEET
blnz &, oo
o FHOESIIH LIBBUEOCBREROH SBE

@ HERIOFMEICB W TTRICKY 35 BE ISV T, FRIOREITHR SR

N, MOBFRERER2WESICRY., BEICFAEERTIZLEZEBTES,

o FEEMEBOSHXIISEEOH L BE

o MEERE CRIEY LR 3 BE R OTEEIE O R RIS BRI 2
L OMICRENRELR A DNLBE '

«  HEAERBOASME. XTBHEARE L IIEEED B DR R A OBEEED
35 E |

- [ESRBHE (EhRHMRBEREEZSD) Ob5BE

o REORPIIBIEEZFT L858

+  ECOG Performance Status 3-4 EVD @B

(ED  EOOG @ Performance Status (PS)

Score | B

0 | 2<{MELEHTE 3, RHMLALREAEFESHREATLS,.

AEAIE LWEEIRHR SN 22, HITTET, BIEESE-TORRITI LN TES,
0 VR, B

M| =

A S ]

BoHhEESOEOERDOZ E L TEiY, AP0 0% LEESy FARTFTIRIT,

o+

£t iey, BanSelEbor kel TELW, B2y FREFTRIY.

9

STTETCESDOHORY O L3~ TAREMMEERTE RV, AP S0%E L~y FATHIT,




6. BEIZRLUTHBETREFHE
O HIXFEFICMZ., BEREEET PRI 2 ERSICE-S & A F O R R UEIEME

HoODicbhERFRE B8R L TheERTIZ L,

@ WBEBAICEN D, BEXITEOFERICEDERVEREEZFAHAL, AEEE

ThokETaZ L,

® EHREWEAORTRAY MO T

. HEMRERRHLDLRBZERHBDOT, FAOBREITHIZo Tk, IHE
w (B8, MHREEE, B ORRERUIEN X RRE0ERS., gt
ST b, Eie, BECISUTHWE CT, ME~—r—S0ORER LT
HL&,

» Infusionreaction 3% H 12315 Z L 355 5, Infusionreaction 3FE D HILEHBE R I
M, WERABEITY & &b, BRAEE T TREOREL HSICHE
TEZ&,

o HRBSEEEFESSHLbhE XD DOT, KAIOEREFERL VRS ERH
L ERRIC RIS (TSH, 88k T3, T4 S0RE) 2EET5
&,

o JHERBERHLDLNAZ ERHDHOT, FFHNOBRERBIIR RS M S
ERENCATEEREME (AST. ALT, y-GTP, Al-P, ¥ U EEDRIE) & EE
THZ L,

o BLYHEE WWRAKWIIEEHREFEREZET) SOEERRETSHbbND
ZEBRHBZOT, EHNCROREORREMNETLHI L, 2, BORER
RO LNEZHEFITIE, EPNCEREBEEZR T2 L IBEERETI L,

o FEOHESIZLY . BEORERISICER T2 &E 2 b bika BEREORE
BHELbh3Z b3, BEFPREDLNLEAIZIE, BRLEFRIZS LR
HFAR A2 anig & BB R RO ERA & B L CEDARENZE LTV, BEORE
KISz &L 2RHERBEDLNDESITIE, FROWRETPILE, RURIERES
NEVRIOBRESEERERTAZ L, 2B, BIREEARNVEOREIIVEIE
ROBERRED LNRWVEEITIE. BIBREFRNVE UAOREMHIF OB
bEETHZL,

o BERTE, EER»SEIABBLTHLEERRRERTIZ LB D,
AROBRERTRICHBFAOBHL+ARERTZZ &,

o 1 EERA (RUE | BIERFAEE D) A bbh, BRRES TV RF—v R
WEDZZENHDLOT, 0E/, B, BHECEROBECLEED LR+
SEBTBHIE, | BERBARDRIZESIIEHRSEPIEL, 1R Y H
OB ELEDOEN2NBEFT > = &,

@ AFOBEERBICENT, BEHEID 0B%, FRUGEHRERE? D 1 F/IX

6 ERIRINE. B5BREMD | ELEIE 12 BARREE CHEMEOFTE £FT > TV iz

LEBEC, ARSI ERRE CHROMREEITIZ L,

10






REFEHMEET A R T A v
RaTn ) Xv7 (BEFHEHEZ)
GR7E4 @ %A bA—F RIFEHE 20 mg, % bL—F ]IEHE 100 mg)
~BEE~A 70T A FARREME

(MSI-High) 289 % EEE~

$ﬁ3o¢12ﬁ(%ﬁﬁﬁﬁﬁﬁﬁ)
| EESEE



B&

2 Cic

AXRID4F. EREAF

A7 34 -

TRERIZ oW T
BERRLIRDEBE
BECELTEETNEHE

= R R N

P2
P3
P4
P9
P11
P12



1. LB

EELORNE  REBOREFEOTZHITIE. BIXESRESWEEERERSRD
bha, &5, SEFEORERNFOMERCL D, FUEEEM L X OEHNRFTRIERE
FEESPEARENIP T, ZNOOERL P EICLELRBEICRET L Z L RRED
HEL - TR BREMBOEY L i IEA T8t 2016 (FAL 28 42 6 H 2 A BIEHE)
BWThH, EFMNEERSEOFERORBILIBEZRDZ L X TWE,

FRERBFEERD, BEREACTRMET 0 7 7 A VREEFOERER LB LR
RBEZEBHB, ZORD, AMERCEENICET B ERNTER TS ETOR,
WMHERLSORBZBI T LBNUFINIBFIHLUTERT R L L LIz, BUE
FABRER LB HERGE & 52 LN TRR—E0EG M T EFREE c#FEA
THRZLEBRETHD,

LieioT, RFA FTA 0 Clk, BRBRERSSINETRELNTWAEFIREH -
BEHRMICESE, UTOERLORERFEHEHET B0 b BELREY, B4
FRUBEBHERT,

1B, ATA FIA ik MIITEEAEREREFRERRAEE, AXHEFEARE
WIS S, —RHEEA B AR ES RO —RAFEA B AERREL 0%
D¥ EERR LT,

R L T2 BIEEM A PA—F R 20 mg, A b A—FETERE 100mg (—
Bd c RAaTn ) Xvd GEETERZ))

HPERDPRTIDR : BAFRERITEE L ET - BROBEE~A 7T 54
FRZEEME (MSI-High) 253 2EHE (BRI 1G50 BEE:
BEIES)

FBLRBARERCAR W, BAKER, A7 n Y Xv7 (BETFHEIEL) LT, 1
[E] 200 mg % 3 WERIMRE T 30 02T CAREFET 5,

& R & ¥ % MSD#RRAH




2. FHRORE, 1ERIEF

FA M—FRHEHE 20 mg RORARTEFRE 100mg (—fR4 : Ra7n ) X< (#
G ). AT TA#&l & 5,) 1%, PD-1 (programmed cell death-1) & E®D U H2
FT&%H3 PD-L1 RU'PD-L2 & DR EEHMAET S, & Mb1gGd £/ 7 v —F A HiE
TH 5,

PD-1 BRI T BN E RS bk B 72 Do R AAIR AR A 2 £ 2 A& i

AA o F T, PD-1 ik, BELREBIZBWTEER T HitoMiBRmIcEE L, BCHK

BRGSO ARELRR e RE RIS 2G5, bbb, PD-1 RD) T FEf
BFEZLITEVRAREERCLD VST A RERAHIET 5 REERTHD, PD-LI
- DEWHBRICBITA3RBITDOTHNTH I, £ OBRAMBBTIE T HaO@ELMA
BIFEERNCTER LTS, BAMBIZIRIT S PD-L1 OBFEIIT. MR, FIEE,
FFARRaEE, SRELRE, #¢ﬁ@%ﬁ&£@&ﬂthhf%&?ﬂl%ﬁ%b BV AR
& OEMEREE IR TS,

BED 2B A DRKREF#% & PD-L1 %ﬁmaﬂamaa PD-1 & PD-L1 DRI
DHEERNT BV TEERREIFIE S = L ARR SR TR Y, Hi 2B ABROEN L
LTHFEhTna3,

KﬂﬁIDI&HMA&WHHQ@WJﬁ/F@FA%m%?é ok, g
BUNREDOEEBERENMBRESENE T Vo e iEiklb &8, RIESRELFIEEL
52 & THRIERSRERET S,

FHIDIEBEFIT 5 GREORBERINIC L BEER%ER S L bh, BEXIIREIR
BB RN BB, ABIOBEPRCRERIIE, BECEEY STV, BENE
B BNIBEAITIL, FE L ERICE U BPIR R & R o6 & s L Ol
A ERB 1T\, BEORBERRIC L SRR REDR ARSI, RIBRESL
£ LA EEOBY 2B RO LERD D, '



3. BRERRLK
BAALERERICHEELLET - BROEEE~A 7 V774 FREEME BLT
IMSI-Highl &V3,) #FTHEME (EENRBRARERESICRS) OKFRH
CRHM & AT - T R R OB 2R,

723, IMSI-High # A4 5% 2B L T, TPCR¥EIZ X b MSI-High & ¥[E ShizH
| #BRT 5SS ($288) 121X TMSL-High (PCR#k) #FT5HB%) LKL L. DNA
IRy FEEBBONRENH LB ERNT 2855 (AR, TRHOBIPCR EIZLY
MSI-High X3St st (BLTF, NHCI & W5 ,) HBic kY I 2w v FEEEH
OXRIE (LLTF TdMMR] &W5,) LHIESHhEBE] 28T 55410 TMSH-High
BPRTABHE] LRELE, IHCEIRLS MMR BE & PCRIEIC LD MSIREO—K
2T 96.6~98.7% B THH Z L HERHPE XN TV S,

[H 2]

OEEILRISE D35 (KEYNOTE-164 #ER)
7o) I PVUCRABREER, A%V ) FIFURCA U T R

2 & BIEERIEE O b D IER IR N2 ST - FFF O dMMR XiX MSI-High (PCR k)
W e AR - EEEEE 6L B (HAATREEL) LHRIC, %) 200mg3 &
MR (LT Q3w &W3,) BEOFSERVESESRS S, B, BE&FE
i CHREBEITRR D bNEHEI FBETERTERBED bABRWEOBERICE
E LT3 BRE TR, RELIEOESFEMN TREETIFRD b 3 TRAO®R S %k
BT BZEMNAEEE S, FEMER CHEEHME [RECIST VA KA L1
WES PRAEIC LD ZEFS (CR) k#4452 (PR T2 T, ARRITEER
EN 61 PIOHREIIR1OLBY Thotz,

@1 | indor 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

D e mAEP Iz BT, HCHRIL L Y S 2w w FEESY /47 Th B MLHI, MSH2, MSH6 X% PMS2
DWTRORENBD GARVEEI IMMR, PCRIZRZ LY 22l O~ A 7 aH 774 hv—H—T
FSBEFEO T XOEIRH S ES12 MSHHigh (PCR ) L HES T,

4



721 BRERSPRERUCEHDHR (KEYNOTE-164 3B
(RECIST ver.1.1, AXhHEREAT SHEMS, dhiHE, 2017428 10 B5—F v vF7)

A Bl (%)

RRRAIR 61 " 39 42
se@zm% (CR) 0 _ 0
WrEEsh (PR) 17 (27.9) : 9 (23.1)

#7E (SD) 14 (23.0) 10 (25.6)

#1717 (PD) 28 (45.9) 18 (46.2)
HEEAREE (NE) _ 2 (3.3) 2 (5.1)

#%) (CR+PR) 17 _ 9
(R [95%EHEEM"] (%)) (27.9 [17.1, 40.8]) (23.1 [11.1,39.3] )

*]  HHEARATISER, *2 - AT RER O 5 B MSI-High (PCR %) 2FT 584,
*3 : IERERE

OEEFALE TERB (KEYNOTE-158 3ER)

—RIEEE L U CIZHEA AL ERERE O b A 1B TR B2 81T - RO IMMR XiX
MSI-High (PCR ) ®2 2H T 3EEMHEAL & 23RIC, AH 200 mg Q3W HE50FH
Ptk B UREMRRE SRk, ok, BRI CRBETIRED bRBEIT, KEE
R HER AT bR WS OEERICEE LT 5 BE Tk, EILAEO B
TRBETHED bh b CRRORE 2T D Z LA E Shi, ERFEHEA
ThHEHR [RECIST H1 FF 4 ¥ LLURICES S FRAEC L 25EFY (CR) X
R ES) (PRY] 122V T, MSkhigh & BEFS iz BRI ARBRICRG I 83 I

(ZN—7K) OFERITE 2. FRRICRG SN 94 PISITR T 2 BEMER O RiTxR 3
DEBYTHoTl,
#2 ERBAPRRCESE (KEYNOTE-158 B, 71 —7K)
(RECIST ver.1.1, BZMEAEATHS4EMA%, PRYE, 201754 A28 3F—F v b 47)

A Bl (%)

BRRADE & BT YR
5542%%h (CR) , 4 (4.8) 3 (10.7)
S (PR) 25 (30.1) "8 (28.6)

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

#1T (PD) 24 (28.9) , 9 (32.1)
HeERRE (NE) 10 (12.0) 5 (17.9)

#%h (CR+PR) 29 vl
(FEphE [9S%EHEEM"] (%)) (34.9 [24.8,46.2]) (39.3 [21.5,59.41 )

o ATEMERTAT R SEE R, *2 . ENEARAT S4B @ 5 B MSI-High (PCRIE) #F 3 HH84E.
*3 . TEREYE

23 geus = b jr A~ 1243 e ¥ A—F RO MSI-High OHETEREBRE # 80 ANE 7V —7 K bl
A, F—7 A CRIIME (FRELES)., FA—7 B el (EFERTUIREOIRE)., EL7
7 —Z—BXEEEERS ., ZA—7 C TR, B8, MB. R, EIBR U ORI

(BEAHER S A LB MR A A IEE) . VY —7 D CIRIFFEREE (AR OREEEESR), &
N—7ECRIFEEE (BRELES)., YA—7F Tids g (BELEE) ., FAr—7 G CRy/MITaA,
S—7 HCIEPEE, 70— 1 CHEERIERS, 74— 7 1 I (PSS 2 EMmm iR <) .
F—7 K TR MSIF-High 28T 5@ (B - EiRE2ER) BESELANLGhE, FA—7 A~]
AR AN BFEO MSHHigh 22V T, L hrARY T ZREFIC L B HEShE,

5



#3 MSI-High 25T 2EREOBMEA 05 (KEYNOTE-158 3§

(RECIST ver.1.1, FMERATRISERE, PRHE,

0174 BHF—F vy hA7)

N I3 (%) #=% (CR+PR) FIE (%) #Z4%) (CR+PR)
94 {5t (FE3H=E (%) 39 f*2 (FEHE (%)
= R 24 (25.5) 13 (54.2) 11 (28.2) 6 (54.5)
- BE 13 (13.8) 6 (46.2) 7 (17.9) 4 (57.1)
NG 13 (13.8) 4 (30.8) 6 (15.4) 2 (33.3)
JEEIE 10 (10.6) 1 (10.0) 1 (2.6 0
HESEFR 9 (9.6) 2 (22.2) 4 (10.3) 1 (25.0)
B EER 3 (3.2) 1 33.3) 0 0
Gi)idi 3 (3.2) 0 1 (2.6) 0
AN NG 3 (3.2) 2 (66.7) 0 0
TEHR 2 (2.1 1 (50.0) 2 (5.1) 1 (50.0)
TR IR 2 (2.1 0 0 0
T BRI 2 (2.1 0 1 (2.6) 0
R R 2 (2.1 1 (50.0) 1 (2.6) 0
AR RE 1 (1.1) 0 0 0
DRELTE 1 (1.1) 0 0 0
AT ST B 1 (1.1) 0 1 (2.6) 0
% N R e 5 1 (1.1) 1 (100) 1 (2.6) 1 (100)
MR i 1 (1.1) 1 (100) 1 (2.6) 1 (100)
P fE 1 (1.1 1 (100) 0 0
W B REE 1 (1.1) 0 1 (2.6) 0
FRHEE 1 (1.1) 1 (100) 1 (2.6) 1 (100)

1 AERAT AR

%2 AMEREAT SR @ 5 1 MSI-High (PCR¥) 2H T 585



[Ze4it]
OEEEIFE THRE (KEYNOTE-164 RER)
FEESL 60/61 F (98.4%) 1=, BUERIL 35/61 61 (57.4%) IZRBD biviz, FE#E
P 5% LOBIERIE TRO L RY Thol,
#3 BERM 5% LOBIfER (KEYNOTE-164 B8 (-2t s4mm)

BREBIASE (SOC: System Organ Class) - % (%)

EAFE (PT: Preferred Term) ‘ 61 4
(MedDRA ver.20.1) 4 Grade . Grade 3-4 Grade 5
2RHER 35  (57.4) 9 (14.3) 0

e T . :

P, FEEWES 14 (Le%), BEOCKREEE (BEHERERE. WA,
BRIEES) 14 (1.6%). ITHEERESE 3 f (4.9%). HIRIREEAEREE 241 (3.3%). B
2% 340 (4.9%) . ok - MABCHRMAREE | #1 (1.6%). AR - BHAEZ 1 41 (1.6%) BB B
iz, £, KBk - EEOTH. HREE (¥7 2 - SU—ERRS), TEAEER
=, BIBHEEE, | BERR,. BHEEE (RATHRENBRE), EERENE, O
fhde, Se i/ MERA SRR, BRI, FRIFERS, infusionreaction RIUNE L 5
BERIIB® bhiehofe, AEHEARRRRIIREHS (BRREEREZET) 29
DREERERT,

OEPHERE TR (KEYNOTE-158 B15%)
HEHRRE, 91/94 5 (96.8%) 2. BHERIL, 5894 1 (61.7%) (ZFRD bz, R
RPB SULUEOBIERIITRODLEBY ThHoTto,



#d4 FREEMNSULEOFHER (KEYNOTE-158 B (ZaihAgiTatasrm)

HEBIXRSEE (SOC: System Organ Class) Bl (%)
HAFE (PT: Preferred Term). 94 471}
(MedDRA ver.20.1} 4 Grade Grade 34 Grade 5
:%ﬁ'l‘f’?ﬁﬁ 7 7
"F#ﬂ S 9 (9.6) i (L1
Bl g (85)

I S5E 8 (8.5) 1 (1.1) 0
e iL 1Ly 0 0

7B, FEEMRES 45 43%), REE - - EEOTHIHA (3.2%). HREE (¥7
¥ NV IERREE) 2 B (2.1%)  AFBEREREE 8 41 (8.5%) . RUIRARAEREIZE 8 £ (8.5%) .
1 BUFERRHS 1 B (1.1%). infusionreactionl # (1.1%) PR ohiz, £z, HEOKE
HEE (BUEHIRRERE, SR, JREES), TERREREE, RIS#EES
BHERET (RMEMEERLS), B, K - VHEmAE, BEGENE, 06
% Mg - REMREE, SeREtE i MR HEIREDR. LSRN, REFFBROEE SRR

RO bR P o, AEWERFREFRINIEHES (RERREEEE L) 2k
FHERERT,



4, ﬁ%}_ob\‘t‘ '

RS & Lﬂiﬁ%%ﬂﬂd—:b‘éﬁ*ﬂ% BN & R < MSLH]gh =R T HEBEC
ﬁﬂ“éﬁﬁ%ﬁﬁ%nﬁﬁmnﬂ'&ﬁahn\é AFEESD. EERY A2 BEHE (RMP)
WCESL AH O ERHRLUEREBED ~0WAENR L 2R Th - T, AFORES
BWEIRBEEZE - HEL., AR ORGIZL v EELBERZREA L BRICIGT L2
ERNERTED, LTOO~QDT_TEMETHERIZBHWTHERTIRETH D,

@ KRz T

®-1 FiE® (1) ~ 5) OWThIIHEETIHRTHDZ L,

(1) BEZHRENEET 3B ALFESENARRS GRER RS ARRRESILRE.
HiBEAS A RS FOBEE YL SRR, HUIRS A BEREE2 &) (L3044 B 1 BERER 1437
HaE%k

(2) 4EREEEREE (ERR 294 6 A 1 AR : 85 Hisk)

(3) BERFRMENBETIVALRESRIE (BARRESREERR, 3ARFOEHK
Bk, BABFOERSHEERR &)

@) SARALPIREEARE L., A EEREME | i3S kb REINE 2 Ol %
WARZBEHEIT o TWAERR (Ek284 7 B 1 AR : 2540 HEFR)

(5) PUBMEMEEANS ERME OfREEICR D RIHET > T BHER (Fik 28 4 7.
A 1 BEEE ;1290 HERR)

D2 ®BEAR2BEECOMERERCEERARR RO +o 20 L &R AR
SEM (FTROWTRNCHY T A EM) 2, Mwﬁﬂ@z&%ﬂﬁ_ﬁa?é%ﬁ@%{f
FELLTEREBIRTHWD L,

3

«  EMGRIFREE 2 COTMPMEEET LiaRIiC 5§ FU OB ATEROBRRIHES
TFoTWdZ &, 55, 28 . PAEDFELE L UEBEERERZROIEE
fToTHBTZ &,

. EMKHFRES 2 FOMMPHMEEET LRI 4 ELULEOBEBREAL TN
Zk, 5b, 3ED L. HBLRIBEERTCONAEDRESSONARED
BETHEZ T - TWB I L, '

@ BEROERELFREBROEKHICOWT ,

EEGIERGHRIUFTAIEEEREB SN, BELENOFRED., A&
P IRPAFRO TR REMSIC T 2 HREE, AEEERREL-HEOHE
Wik HERWRPTITEONEBHPE-S>THNDHZ L,




@ EBIER~ORRIZONT
@-1 HeskEhlicBa+ 584

MEAMMERSOEERBMERARARA LLBIC, 24 FEZEERIOT, YUiERX
FLEHSEERIZ BT, BERLZBERMCE U TARERE O CT £0RHWER OB %
ELREOKESYAPRELL, EBICGTiRREH BB TWAZ L,

@-2 EREEEICLI3FFERMNCETIBEH

BABRICHEDL MMM R CERE2F T IEREFESAERAT=F Y 7
EEONERORAI ) —=v VBTV ERE LIFREILF TE 57— LERERNE
EEhTVWaZ L, 2k, BEEHICOVWT, BABELZOFRICHICAMShT
WwWaHZ &,

@-3 BIERORERHRICE LT

BIER (MEMMERITMZ, KBK - EEOTH, IFEEEE - B{EEER, B
HAEREE (RMEHEMEERSE). NAOWEE (TREBERE, FRBEERE, B
BHEREREE) | 1 BUEIRA. 5 LD IR, MR - RBUBRAE, A, EEORERE (K
JEFEEARAE R, STAPE, HREES) ., infusionreaction, M4 - BiES, BIEFIES
fE, WEEE (F7 2 - SVv—ERES), LK. BELRODRESE (REEL/NMER
DYEEEER. Bk Em ., RIFERE. BENRES), OREFREGRE, BZ%) oxt
LT, Yz LT B E RS OB 21 2 R &l L (BI{ER ORRE
tZ B LT?E%&@%%%&B%H bRABGEHFIZHHZ L), BEHICHEERNEN TE 54
BRESTNBZE,

10



5. REMNBRLDDBE
[B%hikicBE4 5 BIE] .
O TROBFIZBWTHFAOFMENRENTNS
o BAALEFIER BB LET c BRORBE~A 7T 74 P RREE
(MSI-High) A4 2EMHE O (EUENRERAESEREAICRD)

728, MSH-High 2843 Z iR Aa7u ) Xv7 (BETFEMRL) Ooar =4y
DK (R4 : MSIRENX v b (FALCO)) ZAWTRIETSZ &,

@ TRICEYT5BE T IARF0RERCERFEIZOWTIE, BROF MR
FEMESNTELT., AROREFRLERLR,
v FiFOHBhERE
o fhOREBEMEEAN LA L TREShSBE

[Z&iizid 2 5E]

O FTREMYTIBREFZSDWTHARORERERE SN TNEZ E0bh, BEFLT
bianz &,
o FHEOEGCH VIRBIEOBEEREOH 5 BE

® 7ﬁ3ﬁﬁﬁ®éﬂﬁﬁi’ BWTTFRUCERYTIBFICS>NTiE, A oREiHR 2D
. hOBRBREA 2VEAICRY . BMEAHA %{Efﬁ'ﬁ'é & %%J@'@% B,
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