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By, — AN AAEARNEHES KO- FEN BASEE 2O 10 b EAERL LT,

MR EMRDEIN - A FML—F JGlEFHE 100 mg (—fk4 : ~AT7r ) X<~7 (&

o 2 )
SR ARRE ISR © PD-L1 B D RV LB FAREEME D> HER2 [EMED BHFARRE
AL

MG LRHAERORE - tOFEMEEEA & ORIV T, @, AL, ~A7
nl) X~7 GEEHEZ) & LT, 1[8]200mg % 3 3 [H R X
1% 1 18] 400 mg % 6 ¥ IR T 30 432 TRifERET 5,
3% R 8 3 F : MSD MRt




2. AEDEH. ERARE

XA ML—FSiEEE 100 mg (—fk4 : a7 n ) X~7 (Enfz) . DT
[AHFI] w9, ) 1E. PD-1 (programmed cell death-1) & 2D U A K TéHD PD-L1
KO PD-L2 & OB ZE#EAET S, & MEIgG4 £/ 7 v — T AHKTH %,

PD-1 #RBE I T AHHAE 6o EEARASAE > © kA 2 72 9012 28 AVHERE 23R 3 2 =5 70 e 5 Il 480
AA wF T, PD-1 I, RIS W TEER T MlaoMinRimcHEE L, B R
P2 B 22 3 o AR ST R 72 e SO &2 Hl 5, $7ebb, PD-1 13U T ek
ATDHZ LI I VHIRZRRICL D 7P vinER A ICHET 22/ Kk CcH D, PD-
L1 OEFEHKICE T 2 RBUIDOT N TH LM, £ ORAHITIE T Mg E 240
ZHIZFEWMBENFHEBLL TN D, DAKIBICEIT S PD-LL O &SI, B, e
FE. NTAERRRE ., ONEE. FENRAE e E O A B ATTHRARKRFTHY . KW
TR OMBEERRE I TWD,

DDA DERIREI T & PD-LLFEELOMBINED . PD-1 & PD-L1 OFRE& XL D
TR RSB W CEHEEREE 2D Z LAVRBINTEY . Hiiz/e B AIGEOEN &
LTHIff ST\ 5,

AHNE, PD-1 & PD-LLEONPD-L2 DT U Hy ROFESZIET S Z Lok, EE
W INBR B T D S SIS ENE T U LS ERATEME (L S8, FUEIE S 2 BIS ML
T 52 L THEE R AT 5,

HFN OV FIRSFFIC 15 < SBE DRIEFIGIC X B RIERSER & bbh, BEUIEE
BB NN B B, ARORE TR OEERICIE, BHEOBEL AT, BE
P B ACIL, TH L7 RIS U S 72 R0 & R A F5 oI & i
U Cilig) 7 I I 21T\ I O SRIERUSIC & SEIEA A EDN B AT, BIE
RORLR L LA B B DY) AR 2T D BB B B,



3. BERPRRLAE
PD-L1 DAV 2B R D b b ERGHIIEIEN 28k 2 (LT THER2) &

WD, ) EMEDFITANRE XL R IE T DO AGEIRF R 24T o 7 T2 BRI ARBR O plAE 2”9,

(0]
[E BRI R S M AHFER  (KEY NOTE-355 ##R)
HRf% « FSTLIR IS 3T 2 g O RNREE D 72 ARV 2 8 REE M 5> HER2 2
PED FIRARE L PRI FLpE B8 847 ] (A AR N 87 & &Eie) ZxBIZ, Al 200 mg
3 EMMIRE (LLF TQ3WS &9, ) HEHFRIET (Fav v i (LT
(FLhvHE] EWD, ) ROANVKRTZF o N7V EFEALXI N7 ) XXk
o (T URBREAD) (LT Tnab-/X27 U Zxtv) v, ) ) OFREEDOR
MR VBN, 7T 'R HEFIRE?2 (T LA ZE KPR T TF o "7
UZ2FENXiTnab-"7 ) ZXt)) XRE L THRE SN, 723, BN T%R
BT R BNTGAIT, REEIT 2 R ERD RO 5N WEDRRIRAIIZLE L
TWAEE TIEL, RIEILIE O BN CHREMEITHRD Hivd £ TRAIOR 5% ikt
THTENARE L STz, EEFHMME B I EEEAAE (BT TPFS) &9, )
KL OVEAFHIR L Siv, RFHEFRIEOOREEIL T 7 2R HEFRIEO O L
ELE LT, PD-LL B (CPS®=10) DS 323451 (HAN 28 & ETe) IZHBWT
PFSZABICIER Lz (FLEUXD .
*1 : AA| 200mgQ3W & LA T Dfb2aiEis (FRYERIAN RS Z L I8IR) 20 Lz [F A
T HE L 1,000mg/im? OV VAR T T F 2 AUC2mg - minimL fHY & (1=2—A 21 H
i, #=2—20 1, 8HHICEE) . "7 U ZFE/1L90mgm? (1 =2—A 28 HfH, %
a—AD 1, 8, 156 HBIZEYS) XX nab--37 U % %+& /L 100 mg/n? (1 =— A 28 H
M, £=2—2m 1, 8 15HHIZEE) ]
*2: 78R QAW L LU T O b FRE (LS EEMNEE Z LI IR) 20 L [Fay
X € 1,000 mg/m? KON VAR ZF > AUC 2 mg = minimL % (1 =2—2 21 H
M, F£=2—20 1, 8HAIZEE) | X7 U ZFE/L90mg/n? (12— 28 HH., %
a—AD 1, 8, 156 HBIZEYS) XX nab--37 U % %%&/L 100 mg/n? (1 =— A 28 H
., &#=2—2mD1, 8 15HBEICEE) ],
*3: PD-L1 Z 3B L 7cffadi (M, v~ 7 r 77— KON 88K & iE S A
BCHL, 100 &3 U7l



#£1 BHZERAE (KEYNOTE-355# Bk, PD-L1EM: (CPS=10) MAFE)

AH Ak 7T R bR
(220 f1) (103 1)
thofi [H] 9.7 5.6
(95%CI) (7.6, 11.3) (5.3,7.5)
PFS™ NP — R 0.65
(95%CI) (0.49, 0.86) -
P il 0.0012

CI: {EfEXM. *1 : RECIST A F7A4 > 1.1 UITES L B P HIefE, *2 : @B Cox Lt
NP —=REFTINICL DT TR LWL L Ok, *3: Bl o o 7 BE, Ak (F

{81) 0.00411

at risk#

X1 PFS® Kaplan-Meier #hifig (KEYNOTE-355 38, PD-L1 M (CPS=10) DB FE)

100 ¢
90- \\

80 |
£ 707
i 60
& 501
& 40
& 30

20

10

— 0y QW HLYEER
m——— Y F e+ SR

-
—_——r——

0

18

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

THO0mg WHLFEE 220 173 122 96 63 52 44 37 25
FSuiR+{ESRE 103 80 41 30

i2 5 0

0
1512 8 8 7 3 1 0




[Zzrt]

[EIRR A [ S IIFA R (KEYNOTE-355

aER)

PD-L1 5 (CPS=10) D BFIZIIT HLAMMHTIEH] 219 Flici\ T, AEFL
IXARKIOFARE 216/219 1] (98.6%) . {b2#iLHRE 100103 5] (97.1%) (23D B L, 1RER
L DRRBEBNPEECTERWEEFRRIL, TNL 212219 ] (96.8%) K TN 97/103
Bl (94.2%) IZFBD Bz, WTNORECTHRILEIG ) 5%, EORIERIZITEO L EY

ThoT-,
2 WTNWLOHETREARSD 5% L LORIEA (KEYNOTE-355R8) (Z2MirxggEql)
B RIS (SOC: System Organ Class) pi %)
FAFE (PT: Preferred Term) AN R L PR IERE
(MedDRA ver.22.1) 219 {31 103 51
4 Grade Grade 3-4 Grade5 4 Grade Grade 3-4 Grade 5
AEIEH 212 (968) 155 (708) 2 (0.9 97 (942 67 (65.0) 0
MR LY SR REE
=gl 107 (489) 36 (164) 0 48  (466) 13 (12.6) 0
F 1 BR e i 41 (187) 25 (114 0 22 (214 11 (107) 0
I v BRI 87 (3970 68 (3L) 0 40 (388) 31 (30.1) 0
M/ 41 (187) 19 8.7) 0 22 (21.4) 16 (155) 0
PaRA
FDR IR RE AR T 39 (178 2 (0.9) 0 2 (19 0 0
H
{8 32  (14.6) 1 (0.5) 0 15  (14.6) 0 0
T 48 (2190 2 (0.9) 0 0 07 3 (29 0
HIE R R 11 (5.0 0 0 6 (5.8) 0 0
B 9 (411) 5 (2.3) 0 39 379 1 (10 0
M N 17 (7.8 0 0 7 (698 0 0
Mg i 44  (201) 6 .7 0 0 07 3 (29 0
— % - EHEER L OB GO ORRE
e )95 31 (142 1 (0.5) 0 13 (126) 1 (1.0) 0
9 57 64 (2920 6 .7 0 2 (214 3 (29 0
gk 12 (55 1 (0.5) 0 (6.8) 0
A PE IR 13 (59 0 0 4 (39 0
e 2 (1000 1 (0.5 0 10 (9.7 1 (10 0
FRIR R AT
TI=UT I NI UAT =T —EHN 47  (215) 16 (7.3 0 17  (165) (4.9) 0
TARGRUBT I b TR T =T —EHIN 39 (@178 9 4.1 0 15  (14.6) (2.9) 0
M7 Hh )RR T 7 & —EHn 9 (4.1 0 0 7 (698 1 (10 0
I EREGR A 52 (237) 41 (187) 0 20 (194) 15 (146) 0
i MR 41 (187) 19 8.7) 0 14 (136 9 8.7) 0
{RE D 12 (55 1 (0.5) 0 3 (29 (1.0) 0
1 L BR 3 39 (178) 21 (9.6) 0 20 (194) 13 (126) 0
B L O kRS
FARER 40 (183) 1 (0.5) 0 10 (9.7 0 0




85|44 (SOC: System Organ Class) iz %)

FAFE (PT: Preferred Term) AFBF HRE b PRIERE
(MedDRA ver.22.1) 219 {4 103 fi
4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade5
e #E Rk L OV Rk S
BAER 25 (11.4) 4 (1.8) 0 9 8.7) 1 (10 0
P 15 (6.8) 0 0 9 8.7) 1 (1.0) 0
PR R P
S N 21 (9.6) 0 0 (1.0) 0
BV 18 (82 1 (0.5) 0 8 (7.8) 0
K= 2 —m 5 — 25  (11.4) 2 (0.9 0 17 (165 1 (1.0 0
R = 2 —m 35— 17 (7.8 2 (0.9 0 2 1.9 0 0
WERw, Ehds L OMEhmRE &
NIk 14 (6.4) 0 0 1 (1.0) 0 0
FER 3 KOV TRk E
BB 76 (34.7) 2 0.9 0 37 (39 2 (1.9 0
% 9 FEIE 16 (7.3) 1 (0.5) 0 8 (7.8) 0
B3 36  (164) 2 (0.9) 0 11 (10.7) 0
ERINERZ SN2 11 (5.0) 2 (0.9) 0 2 (1.9 0 0

k. ARIPFRBC SO CREMEMZRER 3 # (14%) . KIBK - /NEK - EEO TH 5 4l
(2.3%) . MREFEE (X7 - NU—JERRESE) 2561 (11.4%) . BIEHZ% - FAR4 - e
PRty - HFSE - A LMENRAE 2% 65 1l (29.7%) . HIREREEREREES 434511 (19.6%) | EIFEHEREMRE 2
Bl (0.9%) . EHEREMEE (RMEFIEME R, RERIKERE) 2 6] (09%) . FEX 1 4
(0.5%) . gk - BERURRAARAE 1 1 (0.5%) . MMk - iz 161 (0.5%) . S& Sk 1 f
(0.5%) . D% 151 (0.5%) KX infusion reaction10 5l (4.6%) H3#8H bhi-, 7=, HJE
Dz JEREE (PR REEERARE . RERIRIRE R, SR, FREES) | PEE
PRteREE . 1 BOBEPRS, EUEMEE, EEMEREE (Gl MBI E SR BRI
B, JREFERES . MERERIERIESE) | MERERIEME K ORI bivike oo, REHEH
FHURDUIBIEES (BRRMAMRE 25T) 2R RERT,



(M- AHE]

AFNOREMEp BT T V2R L7-Y I 2 b— g 2k v, A#I200 mga Q3W,
400 mgZz 6 MMk (LT TQeW) &9, ) XIE10 mgkg (KHE) Z2@EMHE (LT

Q2w L9, ) TERE LEBEROARF O MG PIRENS R Sz, TORER, Al
400 mg% QBW T 5 L 7= BE O AAKI O E HIRBIC BT 2 EHMmiEHIRE (LT [ Cagss)
EWV I, ) iE, AKAI200 mgE QW THEL L 7ZBR D Cags & RIS 5 & TS L2 (F
) o FTo. AHI400 mgE QW TH G- L 7=BER D AAI D E HRAEIZ 31T D fe e LT HH i

(LLF [Craxss) &9, ) 1E, AHKI200 mgs Q3W TH 5 L 72 BE D Craxss & LLIE L T HE
o ETRIESNTZHLOD, BARNEFIZEBW AR RSN TS HE - AET
& HAAI10 mgkg (KE) % QW TH L L 72D Craxss & Ll L TIREZ R & Pl &
iz (FFH) . S6I1C, EHRAREERR & X8I ARK 400 mgz QW TH L L 71/ 51
FHFBR (KEYNOTE-555:51) & v 1% 67 ERIMEIZ S < Eghig 7 A — 2%, &
Ralb—ya X PRILEEERYERE ST XA —2 LHEPI L (FR) . Iz T, ##
DOFENEIZ I 1T 2 BRI RBRAAR T HE D & AHI DOUREE T & ARSI 22t & o BE %
ST ABRBESGE T VSR S, AHI200 mgia Q3W X 13400 mgZ QBW TH 5 L 7= B
DUEFE & & ME TR L ORBEIC SOV TRFT SR, FRoME - AE0R
THIER LRV 2RI T e e TRIS T,

K 3 BHOEMBE T A —F

)ﬁ { £ . ﬂ% = Cmax Cavg Cmin Cmax,s‘s Cavg,ss Cmin,s
= (pg/mL) (pg/mL) (pg/mL) (ug/mL) (pg/mL) (ug/mL)
200 Mg Q3W 50.1 27.9 18.1 92.8 50.4 309
9 (58.5, 59.7) (27.7,28.1) (17.8,18.3) (91.7,94.1) (49.8,51.0) (30.5, 31.4)
123 324 10.6 148 50.7 20.3
;
400 mg Q6W (122, 124) (320,327) | (104,108) (146, 149) (50.1, 51.3) (19.8, 20.9)
400 mg QW 136.0¢ 14.98
(SEHE) (135.6, 136.4) NA (14.4,15.4) NA NA NA
220 144 119 428 279 197
;
10 mglkg Q2W (218, 223) (143, 145) (117, 121) (424, 433) (276, 282) (193, 200)
T:n=2993, 100[EDY I =2 L — 3 ML VRSN EAAELEO P IAE (2.5%, 97.5%5) . Cmax : FIEIHRE
% OREMLIE PHREE . Cag : FIEHEE% O MEPRRE, Cun: ISR (A 7V 2 B5A1) OREMmEDR

FE. Craxss 1 EFRIBIZI T 2 e MIE TIRE. Cagss 1 EHIRIBIZH T 2 FHMAE TIRE . Crinss

2 foc A 17 P e BE

T : 56 B TEEIE  (95%(FHEIX )
8 : 41 B DKM FE (95%(FHEX M)

NA : #%347: L

TEHRRRIZ B



4. WEEXIZDWNT

AFN OG- 7 BE ZZW - F5E L, ARG L0 BEEZREIER 288 L 72
(XRS5 Z EmpE T LR OO~@ DT C &7 Jhakl _%D\T{EFH?%)A%
ThHD,

O MHRIToOWVT

O-1 Fio (1) ~ (B) OWTINIEYT IR THD Z L,

(D) EAFEKREDRET D0 AR SRR (FRET RS A REEEE L AR e
HgeS A RS PRGHERLRRRE,  HES A SRR 7R &)

(2 FrERERENRT

(3) HMENFRINENFEET DA IR (DS ASIREEER EmbE, 25 Amiasfs
I 1IRbE. B AR HEE R e &)

(4) SRAEFHREEE R L, SRR | USSR EARRIEINE 2 O lisk B iR
AR ZEIT > TN D ik

(5) PUEMEIEEAILLT B EINE Ofia HEAR D 21T > T D fitigk

@-2 FEOALFIEK ORIWERFEBIRF ORI A4 20k & iz FfoER (FROW
FTINITREE T D ERN) 23, LSRR OAFN BT HIGROTEE & LTRESNLTND
ZL,

%

o [ERMCFFEUSHE 2 FEOPIHIHE ZE T L721212 S LU EO ) AR DEEIRMHE 21T -
TWAHZ L, 96, 24ELLEIT, BAEMELEAZ T L LIRSS OMHE 21T - T
WahZ L,

o [EAMEFFEURE 2 EOPMINHE ZE T LIRIZ 5 L E DRI D A FMRIE 2 & T F
W2 DRRAIHE 21T > T\ 5D Z &,

@ BRADOEELBEREHOEHIZOVNT

PEIESL G HAE PRICEE T 5 BT DE S, REENEN O OIFREN., Ak - 28
EHPRIT RO IR ONEME T DG HRME, AEFRPRE LGEOWmEES, &
DIERNATON D IKHIDFE > TN D Z &,



® BUWEA~OXRZ2OWT
@-1 FEREMHICET 5B M

W PERR B O EEE R RITEA SR A L7ZBUC, 24 FERIRSHRIRHIO T, Yikhisk X
(RN T, FEBL L 7ZBIERNCIS U CABEEL O CT S ORINEH OB 42 78
A OFERD Y A GBI, E SIS ATRER AR > T D 2 &,

@2 EFEFEICLI>AEESRIIGICETZES

M AR 2 BIE R MR O HRE 2 AT 5 ERREFH DRI T =4 1 v 7
EEWIEROA Y ) == T EATOEIRE &l E A T& 5 F— SRR IKH 2
SNTODZ L, ks, BRI OUNT, BABE L EOFIRHCAMEN TS
&,

@-3 BHERDOZErexRIZEL T

BIWER (RIEMERRBICIN X . KIBK - /MG - BEO TH, BFEFR « A2 - IF
WReElEE - R - BEPERRE 28, BRERE S R BB R, RERIEBERE) |
NOWRETE  (FEAMREEREE, FORIMEEEREE . RIRMEEREE) | 1ABERE, 5E 9
BEge. e - BRBUTHRAMARIE . EJe, B OREIEE (FhatER W EAIE, F2 Rk
FEREMERE. SIEALHE, BRRIESE) | infusionreaction, MM - BlEYS. FEAE D HE J)4E
R (X7 0« NU—ERIESE) | DR, EEARMEREE (St s
PEEEBENS . PRMLMER M, ARZFEREE, MEERIERAESE) | MER A AIEMERE, SRS (kL
T, UM ST BRERER O R A A D EAT & @ #E U (RITEH O Wro%t i 2 B
LCHELROXEEZZ T ONDISGMICHD 2 L) BEHISHEY R AEN TE DIREH A -
TWHZ &,

10



5. BEXREGLESR

(BRI BE 3 % ]

O R - BRI T 2B EORNARED 2y PD-LL [ (CPS=10) O7R/LE
VR RRRENED D HER2 [2MED TN RE UL R ILE BT IS T, ARAI &bk
B (A B ROANVERTZF o, "7 ZxE/L nab-327 Y ZFE)L)
L OB GEDOFEIMEI RSN TVD,
728, CPS 1T 2 ARA D a =4 2ZWidk L LT, KFE4 : PD-L1 IHC 22C3
pharmDx 4 = | DRI TV D,

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

o OTAANDOENENTTR S TOZRUWMMOHUEMERESA & OO 5
o fivAl - AivER IR

[Z Pz B3 2 9]

O TRICEYTIEEICOVTEHAFOERGENEZ L SN TNWDZ b, 5%
1Th7enz &,
o AREIORAZ KR LIRBUEOBHERED & 5 BE

@ WBBRATOFMIZIB VT FRRICEY T 2 BFICO N T, ARG ITHLE S
WS A OTERR BRI 2 WIGEICRY | HEICAKZEHN T2 L 4BETE
Do

o HEMEMREOS O IIBMEDH 5 8

o M EEg R A CRE R AR 6 D B M ONE I O R R e O gu At 26 5 o
FZSIEME A LR I DB BB

o ACMEHRBOAIE XITEMHENRE L IEHEFEMEO B CERBOBEREO &
% B

o JEESRBREIE (GEMEIRBRIEE L) Ob b B

o FERORYSOIMREEF T D RS

+  ECOG Performance Status 3-4 “Y o a3

(f£1)

ECOG @ Performance Status (PS)

Score

=
EF%

0

2 M JFEETE 5, FHiRlL A U HBAEENHIRR <ATZ 2,

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

HATARECH O OH ORI O Z L 3§ N CTHREEAERITTE R, BHHO 50%LL RiF~y RO Tl 29,

Al —

RONTEOHOEY OZ ELMTERY, AHPD 50%LL L&y K2k Tl 24,

ELET RV, BOOHOEIY O L3 TERY, BRIy R TiRI 4,

11




o

BEEICBELTEEIARNETEHE

WA SCEF TN Z . ROEARFE3EE DRI D ERME T D & ARHKI O Fetk & O%il 1E
R DT DI B2 WM AE B R LTI T 5 2 &,

TRIEBIAAIC S D, BE UL OFRICAIER OGPt 2 oA L, FE%x
BT L,

TERBIERO~R YA MZHOWT

BIEMEMRBN D Db D ENH LD T, KFEIOHKGIZHT- > Tid., VIHER
(BGliv, WRRREE, ukE) OfEERONE X $MA OIS, B4 +71T
9k, Fo, MEIZS U THE CT, Mi~—F—F0OREL2FEMTHZ L,
infusionreaction 23% H i 5 Z &3 d 5, infusonreaction 23FR D HILZHEITIX,
BB AT S & &b, FERAEIET 5 E TREORELZ HIcBlET s L,
ORI RERR S . T RAHEREREE X CRIBHERERN O 5N 2 &R H DD T,
AFN O P 5 BRbART R OB G- M P I E IR N s REm A (TSH, EHfE T3, bk
T4, ACTH, M= F Y —VEDRIE) Z#FEud s L,

BUENTR, A4, IRk E, Fx, sbEEERR L bNDZ LN HD T,
AFN O H-BALART K OF G- ]I R IZE IR ITHRE A (AST. ALT. y-GTP, Al-P,
U NLECEORE) HFETHZ L,

SEIER MR KEOILEEBRERE GT) FOEERIREENHLDOND Z &
NHoHDT, EMMICIRORFORELERT 52 &, £, IROEENFEDOOLN
e AT, BN EEREERE A 2T 2 L) BELIEETH &,

AR OEGIZ IV | WEORERISICERNT 5 LB X DI DA REBWREDN H
bbb Z b d, BEPRDOLNTHEEITIE. BB LZFERITS C-HEM R
G & BB A Rr O AT & U CE ) 2 g R M A ATl O E SRS L B FE
TERDR LN D HEIIE, ABRIOKRE T I, R ORIE RE R VE CFl DR 5%
EEETLHI L, B, BIRKERNVEOREICL Y BWENOSEEDTED b
W AT, BB EE AR VE SO REIRIFIOBMbZE T2 2 &,
BT, BRI ARB L THSRIERANEIT 2 RNH 5720, K
FOBEHETRICOBER ORI FITEET D &,

1EURERIE  (BE 1 BB IR 2 Sde) b Hbiv, RS N T v R—Y RZES
ZERHLOT, Ae, FEl, EHFEOIEROFBILMBEEO EFIC+0TEET S
Zb, VABERIBESN DN SA TR G 2RI L, AR CRIFIOR 5% DY)
IRAILEZAT S T &,

AFIDERARERIZ I T, KEYNOTE-355 B Cli e 5-BH4hR7 5 24 3 % Tlid 8 #fH
T LB RO VAR QM Z LT, £o%iE 12 B8 Z LIS HMED R &
ITo TN Z L E2BBIT, ARG PILEMICEGRE CHROMEREITO 2 &,

12



EFERHEETA N7
Rh7u ) X<w7 (EiaFHBZ)
(BR5E4 : ¥4 FL—F EFE#E 100 mg)
~ /N i ~

T2 92 (¥ 34 8 AWET)
A B




SR

1. [FL®IZ

2. ARANIOFHH. (EHEF

3. ERARAKAE

4. JEglzoOWT

5. BHxtG LI b

6. BHICEL THE T XX HIEHA

P2
P3
P4
P20
P22
P24



1. Xt Hic

RIS DOF M « ZEMEOMERO T2 DITIE, WS SCEEITIES W2l 7 AR D
BND, 5T, IEOREEFOMEAIC LV | FUREIRS 72 & OHHN 72 3R AR
FFEIMPARINDLH T, 2N O DOEHKNZEICLEREE IR 5 2 L3RR
PE L 72 o TR Y REMEGE S, & O HATTEE 2016 CFEAL 28 42 6 A 2 H BFEERE)
ICBWTH, HEHNERNLEOMHORE(LHEEZX S Z & L ShTna,

R S S, KRR N7 0 7 7 A VB D ESK L & B S R
RHZENRDD, ZOD, HIWEROLZEMICET 2 HERN+0ERT 5 £ TOR,
MHEEGLOBELEEZT D LRI NDBHEICH L THEAT D & & Bz, BlfE
FMFEE LTI LB 2t & D 2 & AN A fE e — 8 O B 24 7= 3 EE R B < A
THZLENWEETH D,

LR T, ATA KT 4 TlE, BIBEESSINE TITHE LTV A EFIRFR -
BHER LR EED & | LU O E IR O feii 70 FH 2 HEE 3 2 8LA & B2 B B %
F RO EFREERT,

RE. RHA RTA 0%, MNIATBOE NEHR G ERE R O, 2 EEARAR
BRARIEE P, — M EE N B ARBRRNEHE S FREdEe FITEENE A B ARME 72 O
— it EE N B AR P O Db EERR LTz,

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

MG L RDMEXTNE - UIBRARREZ2EAT - T33O IE/ KR e

MBERDAERORE - @BE . AR, XA7nr) XA~v7 (B rHfiz) LT, 1
[0 200 mg % 3 3 H][FE MR XX 1[5 400 mg % 6 3 [H[E R T 30 47[H
DT CARTEERET 2,

B 3E W oE % & MSD Rt




2. ARIOFK, 1ERKERF

XA M—F RIEEE 100mg (—#4 : _AaT7r ) Xv7 BIEFHEL), LT IR
Al EvyH,) 1X, PD-1 (programmed cell death-1) &% d VU 4> KT % PD-L1 KON PD-
L2 L OfEAZEH#EREST S, b MbIgG4 £/ 7 n—FAHEKTH 5,

PD-1 FE81E T MR S B AR A 2> Dk 2 72 D12 2 AR 23 R 9= 2 T2 70 S s il 4
AA »F T, PD-1 (F, EFEZREBIZEWDCEER T MildoMiamicgE L, 3om
P& SO % B e A X TRl 72 oS OS2 T %, 7B, PD-1 13U v R Eff
AT DI LICE Y PURZERICL DV 7P vmiZEa AN+ 22 /K CTH 5, PD-LI
DIEFMHMIZIB T 2HBUT DTN TH LD, 2L OBAMIETIE T Mlao@ s 2Mmz
DI EBENZHBLL TWD, DARIRIZI T 5 PD-L1 O &7 8%, B RbaR. .
A . SO, FE/ NI ATE 72 & DA Ze WA TTRARK 7 TH Y | KW AfFE
& OMBEERRE I TWD,

B OB A DGR T#% & PD-L1 BB OFHEEAMN G, PD-1 & PD-L1 ORI
DEEERRIC W T EEREEI 2 5 Z L OVRIBR ST L H7- 7203 ATEIE D, &
LTHIfF ST 5,

AANL, PD-1 & PD-L1 X ONPD-L2 Difi U T2 ROFERZLESTH Z Ll kv, [EE
WU NBREE T OSSR ENE T U L SERATEM L &8, HUEE % 2 FE b
T2 Z L THEENRARET D,

HAN DRI 25 < MBIE DS RIS & B BIERIS 2 B & b, B UIET I
5 TS B B, ARIDR G R O EHRICIT, BEOBRE HTT, BiNR
&N B AT, SR L7 TGS U7 SRR 2 il & BB A FE O IEAT L S LTl
OIZRERIRBIN & 1TV B ORIERIEIC & % BIEA B EDN 5 B AIIE, IR R AL
LA GO R E AT ) LB B D,



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

(B 2]

OEBILFEFHIFEFE (KEYNOTE-024 7A5)

LFPRIEE D 72 EGFR B - A M2tk | ALK G B {5 1Bt & O PD-L1 Btk (PD-
L1 2388l U7 fEEAas S %G (LR TTPS) EW9,) =50%) OUIFRAEEZRiE
1T« B OIE/ IRt B 305 61 (HAAN 40 il & de) Z BRIz, AH| 200mg 3
RERE (LT TQ3W]) L9, ) BEOFMER LMD, 77 F A% & efrvE
b=k (LLF [SOC) &9, ) ZRHRE L TRET SN, 7eds. RN T A
TR D BTG EI, RIBEIT 2 R IERDFE O DAV WEDERIRANIZZ E LTV
% B CIE, RIBILARE OB REAR CHR BT B DD £ TARAIOER G 2 kst § 25 2
ENATRE L ST, EEEEETE H IR MR EE IR (LLF TPFS) S o, ) | EIREE
EE EE AT (BAF TOS) &), ) & Eiv, RJNET 7 F 8K %2 & T b
B LT, PFS, KON0S (FFfEfiElT) # A BITIER LTz,

*:24 A ECHRESNIEBARAROREEZTIL L, 0%, ERETHRD ONHE
T EHBTE S L EANT,

#1 FiRE (KEYNOTE-024 3RE)

A 200 mg Q3W 777 TR
(154 f51) ALk
(151 1)
R (A ] 10.3 6.0
(95%CI) (6.7, NE) (4.2,6.2)
PFS™ N — R 0.50
(95%CI) (0.37, 0.68) —
P " <0.001
hoviE [H ] NE NE
(95%CI) (NE, NE) (9.4, NE)
0s™ NP R 0.60
(95%CI) (0.41, 0.89) —
P fE" 0.005

Cl: XM, NE: #ERHA, *1 : RECIST A FT7 A > 1.1 MUTES S MSr e, *2
JE5I] Cox eI NV — RET WML DT T FFHRAIEETefb PRI L O, *3: @hln s 7 v
T RRE. *4 MR O — % 201645 H9 ANy AT



100 psc
90 - ™ — EFFI00mE QIW
80 - T5FFHAES OIS
&£ 70 -
.ESI-I- 60
50
gﬁé 40 - l-‘
§E 301 v,
20 4 (R Yy
10 - "l——|__*____|
0 3 6 9 12 15 18
at riski HIaBEFHE A]
ZFAI200mg Q3W 154 104 89 44 22 3 1
TSFIRAERCIERE 151 99 70 18 9 1 0

M1 HREic & B PFSOEKAENTE DK aplan-Meier fi%f (KEYNOTE-0243R5%)
(PD-L1BEM: (TPS=50%) DEHEM)

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

X2 OShHHEfEMTI DK aplan-Meier Bt (KEYNOTE-024325%)
(PD-L1BEH: (TPS=50%) D HBEEER)



@IEBEHE RS I/ MAHFRER (KEYNOTE-010 #5?)
77 F A e SRR 245 PD-L1 it (TPS=1%) DOUIRAEE R
1T« I OISR 1,033 #l (HARAN 91 flaEie) ZxRIT, A 2 mgkg

Q3W

F5- KON 10 mglkg QAW G- DA MM Ve etEns, Re &Ky (LIF

DOC] L 9H,) Zxe LTRSSz, i, BHGEHE TREEITIE D bz

Hal

T, REBET 2R TR DN D IR WD RIRINIZ L E LT 2 8 Tl kA

LU O [ A TR BBHEAT 3580 DD £ TAFI O ik 2 FRE L Sf=2, FBEE
fHE B 1X OS L OVPES & &, AFNL DOC & ik LT, 0S A EICHEE Lz,

*

1 : EGFR @Iz FERBMEXIT ALK @& B FBIEoBETIL. 77 F 8542 &b
PRI X BIREREICIN A2, E 21 EGFR JEER Xid ALK [REER 2/ 7 2 Ltk
HEIEANC X DIREEZ AT 2 BEDMAAN LT,

#2024 DHETREGSNEGEIEIARORG 2L L, T0%, REETHRBO NS

Bl GEATE LN,

#2 FiIMERE (KEYNOTE-010 3RE%)

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

Cl: 1E#HX . *1 : BB Cox eI — REFNIC L 2 DOC & DLk, *2: @hln 7Z 7k

e

100 ==
aQ - —— = M gk GIW
80 - e o G

70 —— EEFTER
£ 60
E 50 ""!..‘.'
| s
*Hdﬂn l'l-ﬂ-'l-m"“. TR T T
30 ]
20 ': i
10
0- T T T T
L} 5 10 15 5
at riskit STEM (A]
*MImgkg QIW 344 259 115 49 o
EI0mg/kg QIW 346 255 124 56 o
Eto%+il 343 212 79 33 ]

M3 OSDEKMITE D Kaplan-Meier i (KEYNOTE-010 3R5)
(PD-L1 M (TPS=1%) DHBELER)




QEFRIL R MFHFER (KEYNOTE-189 #iR)

{LERIERE D 72\ EGFR A6 A REM K Y ALK @ éE s O UIBR A G 7otk
17 « H3EDOIERE LRI/ N maE RS 616 6] (HAN 10 iz &te) ZX5Iic, KK
200mg (Q3W) | XA FLFE KF R T AKX (LT =AML XER] L9, )
BT T FFRA| (VAT TF o IIHNRTTF ) OPFREE (RAIGEREE) 1o
BRIER OZEVER, 7T 8RR, XX L%t KR T FF A OHAES ((LFE
IERE) P ate L —EHEMRABR ORI SN, MEte b, 777 F AT Y EAL
WHEEZTEIGRINL, BHITRK4 2 —AFETE Lz, 7ok, BN CREETHR
D O AT R REIT 2 R TIER RO DR WEDREIKRMIICEE L TN D EBE T
I, RIEILAE O EfGEHAN CHREETHRO D ETERA L AX N3t ROJFHES
ZAkfEST D Z EFREE IS, EEFHMIEEE L OS KUV PFS & 4L, AHFl <A b
Lt REOT T FFR-AIOHFRABRGIE T 7R, XX F L%t REORT T F 8K 0
O G & i LT, OS K UNPFS 2 A B ICHER L7z,

*1: AKHI200mg, <A R LFt R500mgime, AT T F 2 715mgn? UI VR T T F v
AUCS5 (mg+ mL/min) DJEIZ QAW (% =2—AD 1 HRBIC#HE) T4 a—2EE#%, K
#1200 mg e "< A kL%t K 500 mg/m? 78 Q3W TG-Sz,

*2: 7R, RA R LFE FB00mgme, AT T F L 75mgmE it H LR T T F L AUC
5 (mg+* mL/min) DJEIZ QAW (%5=2—2D 1 HAICEE) T4a—2&kh5%, 77t¢
REOANA R L& R 500 mg/m? A3 Q3W T h- &z,

*3:24 WA FTELEINTZHAEEIARFORG 2T IEL, T0%, REETHRD LY
AlcEGHHETELZ EEE T,

#3 A3MREE (KEYNOTE-189 35R)

AHKIOF FH#E o= 30 5
(410 1) (206 1)
fE [H] NE 11.3
(95%CI) (NE, NE) (8.7, 15.1)
0s™ NP — R 0.49
(95%CI) (0.38, 0.64) —
P fE" <0.00001
i (A ] 8.8 4.9
(95%CI) (7.6,9.2) (4.7,5.5)
PES™ ™ NP — K™ 0.52
(95%CI) (0.43, 0.64) —
P fE" <0.00001

CI: E4HIXE. NE: £ EAA], *1

PRSI DT — &

20171 ASAI Yy hAT, *2: )&

B Cox HBINYF—FETNVICI DT TR, <A FLF*t FEROT T FFRAIGE LR ED

OF L & ok, 3 J@hlle 77 v 7 /E,

ST R

*4 1 RECIST A4 RI A4 > 1.1 BUCESSEHRT



at risk#
FR200mg QIW. R
AMFERBUT 57
THEAH B
F3td, AN
FRUTS7 8RR
|72 7

100
90
80"
70

# 60

i 50 1

§ 40-
30
20
10

S e
" ..'-.n

e

— R X0 QAW KANCERERU ST I ERE RN
—— TR, AEAUACERUT TN LRSS

410

206

3 6 9 12 15 18 21
ERRA(A]

377 347 278 163 71 18 0

183 149 104 59 25 8 0

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

at risk#

100

90
80 A
$ 70 -
8¢ 60 -
sl i
HSO
B 40 -
# 30 4
&30
20
10 1

— RN QIW, SANAEEFIOLKEMRUT ST RN
\‘-H ——— TR, RANFURF PIDLKORRU T IR

A#200mg Q3W. A

ARUFERFMIDL

KMRU 757 88
T5ER, RANFE

FFMIDLXKEBRY

I57788

206 140 80 40 16 3 1 0

M5 SHTPRHEREIZES PFS OfEf#ENTEO Kaplan-Meier Biff

(KEYNOTE-189 35%)



@EFRL R F MRS (KEYNOTE-407 #ER)

{LFRAERED 72 BIBRARREZR LT - FRI8 O RF LRI/ N s B 559 5l (AA
AN 50 Bl & ETe) ZXIBRIZ, AHF200mg (Q3W) . HIART TF L ROV Y X xE )L
XiF 7Y 2xtn (A7 I EER) (LT Thab-PTX] v 9H,) OfFH#&ES (K
FIOEREE) T OBEMERNLERMED, TT7'/R, INVKRTTFURONT Y XXX
IE nab-PTX OOFHE G ((LAFER) 2 25 e Le “HEMRRR TRt S, mifE
Eh, N7 Y Z XL NIT nab-PTX (%, #HYERIVEE ZEITERL, F513HK4 =
—ZAFETE LT, 7ok, HEFHE CRAEMEITHRD bNATEAEIT, REETZ 90K
DR BIVRWVEDRFRINZZE LT 5 B T, RIBI LA O BRI TR EEI T2
RO BHIND F TARBNOEE 2k 2 Z LN A[REL &7z, EEFMEEE X 0S KO
PFS & &L, KA, WNKRT T F 2 RO Y & X8 /L T nab-PTX OOFABEE1X 7 F
YR, ANVRTZF U RORT U Z X8/ nab-PTX OPFHES & i LT, 0S &
UPFS Z A EIIER LTz,

*1: ARAI 200mg, 237 U & /L 200mg/m? X (% nab-PTX 100 mg/m?, 71 /LR~ Z 5 AUC
6 (mg - mL/min) DJEIZ QAW (KA, /N7 U ZXE NV ROINVRTTF o ATF{Fa—A
D 1HBIZHEE, nab-PTX [Z%=a2—AD 1, 8, 15 HHICHKE) T4a—2HEE5%, K
#1200 mg 2% Q3W T H-sh 7=,

*2: 78R, 7 &It 200mg/m? X nab-PTX 100mg/m2, #1 /LA~ 5 F 2 AUC6

(mg* mL/min) ONEIZ Q3W (KA, /X7 U XXV K OHIVRT T F N384 a—AD

1 HHEICEE, nab-PTX 3% =2—2AD 1, 8, 15 HHIZEE) T4a—xE5%, 77
TR QAW T E ST,

*3:24 WA ETEREESNTEGAEIIARORGEEZHIEL, D%,
BlICEGEEATE LS NT,

TREEIT SR b

#F4 BEHRE (KEYNOTE-407 35&)

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

Cl : fZHEX[H. NE : HEEAR A, *1 . FREENTREO T —% 1201844 A3 Ay AT, *2: 8
Bl Cox HeBINY— REFT VI DT TR, WIVRTTF U KO T U X XL iE nab-PTX
OOFREIEE Oz, *3: J@hle 7 Z > 7 FE, *4 : RECIST A4 K74 > 1.1 fIZES ER
RS A Y]



—— Sy O, DTS SRS LR DI VSE SN

13 1 e T30, ETERINTI S TR DU S0l
o 3 6 9 12 15 18 2
at risk#y T
FAN0mg GIW. ALK

TFIRUNTIF% R 278 256 188 124 62 17 2 0
Rnad-112U5FEh

73ek. AVRTS5FY
RUINZUI£EINEG 281 246 175 93 45 16 - 0
nab-/12) 9%l

X 6 OSDHREENTED Kaplan-Meier Bi#f (KEYNOTE-407 38%)

100
90 ) — RN O, IS TEFLRUNIUSIEAR BTSN
80 _j \- -‘\ v TR, DAATSFIAVIIUSSTAR DRI USSR
£ 70 -
i 60 - ‘-
gl: 50 7 N
B 40 - .
2 “\
8 30 - -~
20 y \"ﬂ—ﬂ‘“
10 T e
o v - - T Y T T
0 3 [ a9 12 15 18
at risk2% RIBESETFMAR]
ZHWimg Q3. ALK
TFF/RTTFL 278 223 142 57 23 5 0
Ranab-117Y 9%l
T5ek, ARTISFY
RUKZUIFELRU 281 190 90 26 12 4 0
na-f2U9Fth

X7 BERTHRHAFEIZLD PFSOHEFEITRO Kaplan-Meier i
(KEYNOTE-407 3&5%)
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GEBEILFFMAEFER (KEYNOTE-042 #5#)

LB D 72\ EGFR A6 T REaM, ALK BhE B 5 1M & OV PD-L1 Bt (TPS
=1%) OYIRARERMELT « FROIE/ NIt B 1,274 B (HARN 93 Bl &te) %
RFGAT . AH 200 mg Q3W & 5- DA MK Ok, 7T FF A2 & e fb k%
XL L TRET S 7z, 7eds, BN CHREBEITTNRD SN HAI1C, KEEIT 2R
FIEIRAZED SR WVEDRERANCZEE LTV 5 BE T, WRIEILLE O B 3T TR R
TR LN D E TAANOE G 2k 5 2 LN ATHE & S, EEFHEE H 1L 0S
&St ARENLT T F K E ST FREE L R LT, OS #HRICIER LTz,

* 24 WA FETERG INTGEIIARAORGZH 1L L, 0%, EEEITHZE D b Ga
CEGEBATES L L ENT,

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

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

(95%CI) (0.71, 0.93) —
P ffi™ 0.002
il %k 299 % 300
o e [H] 20.0 12.2
OT)PQS_;;Z 0S™ (95%CI) (15.4,24.9) (10.4, 14.2)
- NP — R 0.69 B
(95%CI) (0.56, 0.85)
il5 338 4] 337 $3
o thefiE LA 13.4 12.1
Sziggzgéf 0s™ (95%CI) (10.7, 18.2) (11.0, 14.0)
- NP — REE™ 0.92 B
(95%CI) (0.77, 1.11)

Cl: EHEXRE., *1 : PR OT —% 201842 H 26 H A v b4 7, *2 1 @RI Cox Hefil
— RETNWIZE D77 FH A ETALFHIE L O, *3 . Bhln 77 v 7 RE

11




100
90 - — ST, QW

80 \ —— T TENTICIINE
70 .
& 60

& 50 NG

ﬁ 40 -
30 h \Nm
20 - \r-fwo—-
10 -

0 6 12 18 24 30 36 42
S12HERE ()

at risk¥%
ZFH1200mg Q3W 637 463 365 214 112 35 2 0
TSFTERESCILTRE 637 485 316 166 88 24 1 0

8 OS D MfENTEFD Kaplan-Meier #if# (KEYNOTE-042 3X5B%)
(PD-L1 BtE (TPS=1%) DEEEM)
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[Ze 4]
OFE BRI R MAEFER (KEYNOTE-024 ##)
HEFRGIIAFIRE 148/154 5] (96.1%) } O} SOC #f 145/150 i (96.7%) (258 B, 14
B & ORI RBIHR NG E TE WA FRHRIL, £ 113/154 4 (73.4%) K O 135/150 )
(90.0%) ITH BNz, WTNNORETHRILED 5%LL EORIEMIITERD LB ThHh-o

776
K6 WTNHORETHERD 5% L LORIFEA (KEYNOTE-024 3Bk (ZEMEMr5£H)

PRERIRSIHE (SOC: System BilE (%)

Organ Class) ARFE SOC F

FAFE (PT: Preferred Term) 154 {3 150 4]

(MedDRA ver.20.1) 4 Grade Grade3-4  Grade5 4 Grade  Grade3-4 Grade 5

ERIEM 113 (734) 40 (26.0) 1 (0.6) 135 (90.0) 77 (51.3) 3 (2.0)

MK LY R fEE
2 1 8 (52 3 (1.9 0 66 (44.0) 29 (19.3) 0
A 1 ER A E 1 (0.6) 0 0 8 (53 2 (13 0
i R ERIRA iE 1 (06) 0 0 34 (22.7) 20 (133) 0
I/ IR i 0 0 0 17 (11.3) 8 (5.3) 0

PN 3 AR 7
FR A e U E 11 (7.2) 0 0 0 0 0
FCR IR AR AR T E 12 (7.8 0 0 1 (0.7 0 0

B
(XA 6 (39 0 0 17 (11.3) 0 0
T 22 (143) 6 (39 0 20 (13.3) 2 (13) 0
D 15 (9.7) 0 0 65 (43.3) 3 (20 0
O 4 (26) 0 0 18 (1200 2 (13 0
Mg n: 4 (26) 1 (0.6) 0 30 (2000 1 (0.7) 0

— % - AHEEER L OB G O R EE
I 9 5 (32 1 (06) 0 11 (730 2 (L3 0
95 16 (104) 2 (1.3 0 43 (287) 5 (33) 0
TR 1 (0.6) 0 0 9 (6.0) 0 0
FE 16 (104) 0 0 8 (5.3 0 0

IR IR A
ALT H5/0 10 (6.5) 0 0 7 (47 0 0
AST B4 8 (52 2 (1.3 0 5 (3.3 0 0
7 v F =8 3 (L9 0 0 15 (100) 1 (0.7) 0
AF BRSO D 0 0 0 20 (13.3) 6 (4.0 0
M IR ER D 0 0 0 18 (120) 9 (6.0 0
1 BR AR 1 (0.6) 0 0 16 (10.7) 3 (20 0

Rtk L O EE
BRI 14 (9.1 0 0 39 (260) 4 (27 0
K~ 7' x> U A 1 (0.6) 0 0 9 (6.0 0 0

AR X O ALk R
BA &R 13 (8.4) 0 0 4 (2.7) 0 0

TR R P
VS 1 (0.6) 0 0 15 (10.0) 0 0
K= 2 — R — 2 (13 0 0 9 (60 1 (0.7 0

RO o, HERE K OV RS
filiig 2% 8 (520 4 (26) 0 1 (7 1 (07 0

B R ¥ & OV TRk R 75
Jih 0 0 0 12 (8.0 0 0
B iz s 8 (5.2 0 0 1 (07) 0 0
& D FERE 12 (7.8) 0 0 3 (20 0 0
FE5 1 (71 1 (0.6) 0 3 (2.0 0 0

13



¥, ARFIFEZI WD CHIE MM E 96 (5.8%) . KIGZK - HED T 84 (5.2%) |
PRI (7 v« NL—IEERESE) 261 (L.3%) . IFHEeRE 22 4] (14.3%) . Uk
IRHgRERE S 21 5 (13.6%) . TEEMAHEREREDE 141 (0.6%) . 1AUHESRIHE 1451 (0.6%) .
RAEEREREE RSV MER 22%) 161 (0.6%) . e 161 (0.6%) . fhdk « BEKU
fREIT 141 (0.6%) K Ninfusionreaction’5 i (3.2%) A3iR bz, £7z. BEDRKE
frst (R RERERSERAEMERE. SIEALBE, JEREIES) | BIRMRekaE, EIEM I, M
K- BRSSO, DR, PRI R VESREESR . R I M OREEER
BRSO b o 7o, REWERRBURILIZESESE S (BRREERY 25T) 25T
IR ERT,

OIE BEIL[F 2 /MR (KEYNOTE-010 #5#%)

HEFERIT 2mglkg Q3W Ff 331/339 51| (97.6%) . 10 mg/kg Q3W ¥ 330/343 51 (96.2%)
K OYDOC #£ 297/309 i (96.1%) 12788 H AL, {RBRIK & ORREBMERNGE TE WA E
FRIL, TNEh 215/339 B (63.4%) . 226/343 il (65.9%) TN 251/309 i (81.2%)
IR BTz, WT IO RETIHELED 5%l EORWERIZ TEDO LB Th o7,

K7 DTN TREEDR 5% EOBHER (KEYNOTE-010 3RER)  (REMEMITIREM)

ZRERIKRE (SOC: System B (%)

Organ Class) 2 mg/kg Q3W ¥ 10 mg/kg Q3W #¥ DOC &

FEAFE (PT: Preferred Term) 339 51 343 f31 309 #
(MedDRA ver.20.1) 4 Grade Grade3-4 Grade5 4 Grade Grade3-4 Grade5 4 Grade Grade3-4 Grade5
EIEM 215 (63.4) 41 (12.1) 3(0.9) 226 (65.9) 53(15.5) 3 (0.9) 251 (81.2) 107 (34.6) 5 (1.6)
MK LY R fEE

2 1 10 290 3 (09 O 14 (41) 1 (03 0 40(129) 5 (16) O

I BRI E 1 (0.3) 0 0 1 (0.3) 0 0 44 (14.2) 38(123) O
PN 3 AR 7

FER IR AR AR T E 25 (7.4) 0 0 23 (6.7) 0 0 1 (0.3) 0 0
T B

i 24 (71) 2 (06 O 22 (6.4) 0 0 56(181) 7 (23) O

L 37(109) 1 (0.3) © 31 (900 2 (06 O 45(146) 1 (03) O

H N 13 (3.8) 0 0 7 (200 1 (03 0 43(139) 3 (1.0) ©

Mg 12 (3.5) 0 0 13 (38) 1 (0.3) O 24 (78) 2 (06 O
—fik - AHEER L OB GEN O RE

e 3 20 59 1 (03 O 19 (55 2 (06 O 35(113) 6 (1.9 ©

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

RN P 5 (1.5 0 0 4 (1.2) 0 0 21 (6.8) 0 0

FEEN 10 29 1 (03 O 14 (4.1 0 0 17 (55) 1 (03) O
BRI AL

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

BRI 3 (0.9 0 0 3 (0.9 0 0 17 (5.5) 0 0
B2 6 & OVEE T ALk R 7

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

Z 9 FEE 25 (7.4) 0 0 32 (9.3) 0 0 5 (16 1 (03) 0

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

728, 2 mg/kg Q3W £ K& T 10 mglkg Q3W BEIC B W CENZE ., RV MENizE B 15 4
(4.4%) K146 (4.1%) . Kigs - EEO FRHIS5H] (1.5%) K24 (0.6%) . H
FE D Rz [ (B2 R RERREARAE e . 2R BE, JE RHEIESE) 1 41 (0.3%) KON 141 (0.3%) .
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PRI (X7 2« N U—IEERES) 241 (0.6%) &3 6 (0.9%) . AFH§RERES 23 5

(6.8%) K226 (6.4%) . HUIRIRHERERE T 32 451 (9.4%) KUY 3541 (10.2%) , T
RBEREREE 141 (0.3%) K TN 1 41 (0.3%) | FIIFEHERERR 2 4] (0.6%) & O 14 (0.3%) .
1 AUBERRIE 161 (0.3%) KON 2 f5l (0.6%) . BHERERETE (RMEREMB RS 4 4
(1.2%) KO0, WLk 161 (0.3%) KON0BI, sk - BEEUmaAE 161 (0.3%) KO
03, infusionreaction 2 f5] (0.6%) K UN6 B (1.7%) i b/, £z, FEHIEMES
SE, M2 - B, S E DMK, Ok, N/ MBI PESREER . FE iR M OY
IREFEREE LTGRO DR Do T2, ARRIVEAFSBUR I X B EFS (BRARMR AT 2 5 Tr)
EEDERRERE TR,

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

HEELIIARKIOFHRE 404/405 5] (99.8%) K USkFEFE 200/202 5] (99.0%) (Z78&H &
AU, TREREE & DR RBIRNEE CTERWAEFEFRIT, ZEh 372405 ] (91.9%) K&
0* 183/202 5] (90.6%) (ZRB¥ HALIZ, WD TIHELRAN 5% EORIMEAIT TR
DEELHTHoT,

K8 WITNAIDREETREEN 5% U EOBWER (KEYNOTE-189 3RER)  (REMEMITIIREM)

FHE IR S5 4H (SOC: System B (%)
Organ Class) AHIERTRE b RIERE
FAFE (PT: Preferred Term) 405 5] 202 {1
(MedDRA ver.20.1) 4 Grade Grade3-4 Grade5 4 Grade Grade3-4 Grade5
EEIEH 372 (91.9) 193 (47.7) 9 (22) 183 (906) 80 (396) 2 (L0)
MR LY RS
=il 154 (38.0) 55 (13.6) 0 77 (381) 27 (134) 0
FEEME AT TP BRI E 25 (62 24 (5.9 0 4 (20) 4 (20 0
I I BRI E 2 (4 8 (20 0 12 (9 1 (05 0
1 A ER R i 101 (24.9) 59 (14.6) 0 45 (22.3) 22 (10.9) 0
MR A SiE 69 (1700 31 (7.7) 0 27 (134) 13 (6.4) 0
Rl A e
AR IRER RE AR TE 22 (5.4) 2 (05 0 3 (5 0 0
RREE
VRIREE N 51 (12.6) 0 0 14 (6.9 0 0
Bk
GEA 67 (16.5) 0 0 24 (11.9) 0 0
] 78 (193) 15 (3.7 0 22 (109) 4 (20 0
TN 187 (46.2) 12 (3.0) 0 90 (446) 4 (20 0
ISP 26 (64 2 (05 0 15 (74 1 (05) 0
Mg 74 (183) 7 (L7 0 39 (193) 4 (20 0
—f - A EER L OB G ORE
8779 53 (13.1) 16 (4.0) 0 31 (153) 3 (15 0
P T7 134 (331 20 (4.9 0 62 (307 3 (15 0
FERE DI SiE 30 (749 3 (07 0 14 69 1 (05 0
RAG PRV 27 (6.7) 0 0 12 (5.9 0 0
FEEN 24 (5.9) 1 (02 0 4 (2.0 0 0
JRYIE R K OV AE HUE
FENE S 20 (4.9 1 (02 0 10 (5.0 0 0
PR S
ALT #3410 38 (94 2 (05 0 16 (79 3 (L5) 0
AST #4n 28 (6.9 0 0 10 (50 1 (05) 0
ez vrF=48Mm 32 (79 1 (0.2 0 12 (5.9) 0 0
I I BRER 22  (5.4) 7 (17 0 12 (59 6 (30 0
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w5 B IR S3#H (SOC: System 1% (%)

Organ Class) AFN O RS {LEEFRIERE
HAEE (PT: Preferred Term) 405 4l 202 15
(MedDRA ver.20.1) 4 Grade Grade3-4 Grade5 4 Grade Grade3-4 Grade5
AR L Okl E
EEXE BIES 84 (207) 4 (1.0 0 42 (208 1 (0.5) 0
K~ 7 3% v AifE 22  (5.4) 5 (12 0 3 (L5 0 0
TR E
e 37 (91) 1 (02 0 14 (6.9) 0 0
IR KOV T RkiEE
B2 W p 11 27 0 0 12 (59) 0 0
% ) FEIE 37 (92) 0 0 12 (5.9) 0 0
St 51 (126) 5 (1.2 0 17 (84 3 (L5) 0

7285 ARFIEEZ I3 T RIVEPEME 16 1] (4.0%) . KAGZ% - FEE O T 20 41 (4.9%) |
fRgfEE (7 - N U—EIESE) 1041 (2.5%) | IFH&REREE 62 1 (15.3%) . HIR
IRbgREREE 32 5] (7.9%) . FHEEMAHEAEREE 2 61 (0.5%) | EIEFEGERE 141 (0.2%) |
1AVBERRI 15 (0.2%) | BHrelEE (RAEHIEMEE KE) 2561 (6.2%) . R 24
(0.5%) K O"infusionreaction5 i (1.2%) 23z8d b=, £7=. EEOREREE (K)F
AERARIE AR . ZIALEE, BREIES) . Ak - BRRUTAlARE . BEM e, MK -
BEBSE . S E DS, DA, SafE M MR PSR B . PR IR i e OVIRZFEREE 13
R BT o tz, REIWEARBURIIIBIE 5 (BEMREMRY 25T &5 ieEit
fERERT,

@[EBE L [F ZE A RER (KEYNOTE-407 #5R)

HEESIIARKIRE 2731278 5] (98.2%) MK OXfHEHE 274/280 ] (97.9%) (258 HAL,
IRERIE & OREBUEDEE CERVWAFFERIL, ThEi 265278 5l (95.3%) K
249/280 5l (88.9%) (2388 BTz, WTNNORETIILRN 5%LL EOFIWEFIL FRD
EBVThHoTz,

K9 WTIHLOBETHRIERD 5% EOBWER (KEYNOTE-407 iER)  (REMMrxrREd)

FREBIKRSHH (SOC: System B (%)
Organ Class) AAIE AT HE bR IERE
HAEE (PT: Preferred Term) 278 13l 280 13
(MedDRA ver.20.1) 4 Grade Grade3-4 Grade5 4 Grade Grade3-4 Grade5
2RIEH 265 (95.3) 151 (54.3) 10 (3.6) 249 (889) 152 (54.3) 6 (2.1)
MmEFs LY > RbEE
21 123 (44.2) 38 (13.7) 0 117 (41.8) 43 (15.4) 0
FEENE AT PRI 14 (500 14 (5.0 0 10 (36) 10 (3.6) 0
F f BB e 23 (83) 12 (4.3 0 19 (68) 12 (4.3) 0
1 A ER R i 97 (349) 59 (21.2) 0 86 (30.7) 63 (225) 0
/NS SiE 81(29.1) 18 (6.5) 0 58 (20.7) 16 (5.7) 0
o W
FHR IR RE TUESE 17 (61) 1 (04) 0 2 (0.7) 0 0
R IR RE A T E 16 (5.8) 0 0 3 (11) 0 0
B Wb
(& 31 (11.2) 1 (0.4) 0 25 (8.9) 0 0
T 61 (2190 8 (29 0 47 (16.8) 4 (14) 0
L 85(306) 2 (0.7) 0 71(254) 3 (11) 0
Mg 36(129) 1 (04) 0 25 (89) 3 (L1 0
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R EBIRSHH (SOC: System 1% (%)

Organ Class) A A EE bR IERE
FEAGFE (PT: Preferred Term) 278 15l 280 151
(MedDRA ver.20.1) 4 Grade Grade3-4 Grade5 4 Grade Grade3-4 Grade5
—f% - AR EFR L OB G ORE
) RE 46 (16.5) 3 (11 0 41 (146) 6 (21) 0
it 54 (19.4) 7 (25) 0 52 (186) 7 (2.5) 0
R AR AT
AST #n 14 (5.0) 0 0 5 (1.8) 1 (0.4) 0
At R AR 24 (86) 17 (6.1) 0 28 (10.0) 24 (8.6) 0
1R 23 (83) 5 (18 0 16 (57 6 (21) 0
P i Bk H k) 30(10.8) 11 (4.0 0 28 (100) 10 (3.6) 0
R L OveskhEE
FARIBOE 47 (169) 5 (1.8 0 57 (204) 4 (14 0
K~ 7 3% v AifE 15 (5.4) 1 (0.4) 0 9 32 2 (0.7 0
B R B L UGB LRk
BA i 36(129) 1 (04 0 24 (86) 2 (0.7) 0
7 Y98 32 (115 2 (0.7) 0 26 (93) 1 (0.4) 0
PR E
LR S 23 (8.3) 0 0 7 (2.5 0 0
KR = 2 — 1 R — 55(19.8) 3 (1.1 0 37 (132 2 (0.7) 0
SER 15 (5.4) 1 (0.4) 0 13 (46) 1 (0.4) 0
R = 2 —rXF—  31(112) 0 0 36 (1290 2 (0.7) 0
BeJg $s KOV TRk TS
it B 126 (45.3) 1 (0.4) 0 100 (35.7) 3 (1.1) 0
% 9 FENE 29 (10.4) 0 0 15 (5.4) 0 0
HIE 28 (10.1) 0 0 20 (7.1) 0 0

72 d. ARAIBEZ I TRVEMEMZE R 14 41 (5.0%) . KB - EHEEO T 14 4] (5.0%) |
MR (7 2 - N L—EERES) 5561 (19.8%) | JHEERERETE 26 5] (9.4%) . FIR
IRAERERE T 31 41 (11.2%) . T EAEHEEERET 241 (0.7%) . BEHrERES (R MEE
BRE) 641 (2.2%) M ONinfusionreaction6 3 (2.2%) 23i8 Hiviz, £7-. EEDE
JEREE (RTEREAME BERE, SZIRLEE, BRRIESE) | RIBREREREE . LAUNEIRN, P
K. ok - MR RLARE, BHAERIESE, MR - BEREAE . 589 Ak, DR,
M NI PSRBT . FA PR M OVRIFEREF IR B e n o 72, AREIVEHRELIRL
FREER (AMEMERT A E5) 2a0EiERE =T,

OEBRILFE IR (KEYNOTE-042 75#)

HEREGIIAKIRE 610/636 ] (95.9%) K& OMbLFHILRE 606/615 i (98.5%) (2788 &
AU, IRBRIE L ORRERA G E TERWAEEFEFRGIL, ZhZ1 399636 il (62.7%) &
0* 553/615 1] (89.9%) (Zi8® LT, W DORE THILHEN 5%LL EORITERIT &
DEEBHTHoT,
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£ 10 WThA DR TREAREDN 5% LU LOBIEA (KEYNOTE-042 BER) (RRMEMITsTEEH)
a B RIR 34 (SOC: System % (%)
Organ Class) AHIHE #== 375 it
FAGE (PT: Preferred Term) 636 41 615 i
(MedDRA ver.20.1) 4 Grade  Grade3-4 Grade 5 4= Grade  Grade3-4 Grade 5
EEEH 399 (62.7) 104 (16.4) 13 (2.0) 553 (89.9) 246 (40.0) 14 (2.3)
MiRF LY R kEE
£yl 35 (55 4 (0.6) 0 229 (37.2) 80 (13.0) 0
I BRI E 10 (16) 0 0 3 (57) 10 (1.6) 0
U HR BRI E 5 (08 1 (0.2 0 88 (143) 46 (7.5 0
1N SiE 3 (05 1 (02 0 56 (9.1) 10 (1.6) 0
i
FRR IR RE TUHESE 37 58 1 (02 0 1 (0.2 0 0
FOPR IR REA T E 69 (108) 1 (0.2 0 2 (0.3 0
BB E
A 8 (L3 0 0 68 (11.1) 0
i 34 (53) 5 (09 0 46 (75 1 (0.2 0
L 31 (4.9 0 0 184 (29.9) 7 (L1 0
A% 7 (11 0 0 31 (5.0) 0
/AR 15 (24) 0 0 97 (158 2 (0.3) 0
—f - RFEFER L OB G OREE
1 79 27 (42) 3 (05) 0 60 (9.8) 10 (1.6) 0
9 55 50 (7.99 3 (05) 0 102 (166) 8 (1.3) 0
PRIR A AL
ALT 1 45 (7)) 9 (14 0 53 (86) 5 (0.98) 0
AST #in 41 (6.4) 4 (0.6) 0 42 (68) 2 (0.3 0
I hERHED 2 (0.3 0 0 86 (14.0) 54 (8.9) 0
1R 2 (0.3 0 0 64 (104) 20 (3.3) 0
I I ERE e 3 (0.5 0 0 71 (115) 32 (5.2 0
Rt L OGS
AR 40 (63) 5 (0.8 0 109 (17.7) 9 (1.5 0
B R B L UG A Rk
EfiRnil 27 (42 0 0 46 (7.5) 0
s ARG 20 (31) 1 (0.2 0 50 (8.1) 0
PR RIEE
KM= 2 — 1 R — 1 (0.2 0 0 50 (81) 5 (0.8) 0
KM = 2 —a " F— 3 (05) 0 0 4 (6.7 6 (L0 0
MERgs . MaEREs J OERm R
fitilig 2 43 (68 19 (300 1 (02 0
B H KON TRk
it B 2 (0.3 0 0 136 (221) 7 (L1 0
Z 3 FESE 46 (72) 2 (0.3 0 15 (2.4) 0
5 46 (7.2) 3 (05 0 27 (4.4 0

728 AFIBEZ I TRV PEMIE B 49 61 (7.7%) . K% - T O i 10 41 (1.6%) |
HE OGRS (REHBEIREGRE, 2B, BARIES) 161 (0.2%) | MRS
(7 v« NU—EERESE) 161 (0.2%) | fFeEREE 76 1 (11.9%) . HRIEEEERE
=2 5] (145%) . FEIAFEAEFEE 341 (0.5%) . BIEHEREREE 341 (0.5%) . EHERE

b (RARE TR 26%) 361 (05%)

CER 1B (0.2%) . DM 1] (0.2%) K&

W infusionreaction 6 141 (0.9%) 23 #RD Lz, £7-. 1 BUBEIRIF ., 2% - BEET Al ARIE |

HOERGBEIE, MA% - BT, 5 & O B,

Se e M /B> PESRBESR VA K

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

Ea DR R 2T,
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(M- AE]

KB OFREFFEYEREET AL EZFMA LY I 2 b— 3 02XV, KKl 200 mg %
Q3W, 400mg % 6 B[R (LT TQeW) & 95, ) XiX 10mgkg (KHE) % 2 @[
Mk (LT TQ2W L9, ) TG L7ZBEOARF O iE PR ESRG S, ok
R, AH 400 mg & QBW THL: L7ZERDOAFI O E HAIRRBIZ I 1T 5 MG P (LA
T ICagss) &9, ) 1%, AFAl 200mg 2 Q3W TH G- L72FED Cagss & HHEIT 2 & T
Shiz (F#) . £72. &K 400mg & QW TG L =B AHKI D EHIRAEIZ I 1T 5 %
EE IR (LLF [Chass) &9, ) 1, AHAl 200mg 2 Q3W T H- L72BED Craxss
R L CREAZ R T E TSN OO, HARNBEIZB O THBEMEDRHER I LT
HHNE - HETHHAH 10 mgkg ((KHE) % Q2W THG L72BED Chrass & bl L TR
EERT TSN (FR) . S50, EEROHERE 23R I2RA] 400mg % QW
TG L=/ BTHERER (KEYNOTE-555 #tlR) 1 0 5 7= 34 HE-S < Ry dEhhe
NRIA=BFT v Ialb—ra Al PRILICEDERE ST A —2 LML (FR),
Iz T, BEOFEEIZIT 5 EERABREGE IS D& | ARFIOlRER & & A XL et
& OE#EZ R DIRESST T VDR S, Kl 200 mg 2 Q3W X 400 mg %
Q6W TH 5 L7-ROMRE & & A T2 et & O #EIZ DWW THRE S ofi R, bk
SEORE - HEOM THNE R ORI e 22813 v &Pl &z,

£ 11 KHOEYEEE T A —F

FA - AR Cex Cao Crin Cras Cagss Crines
(hg/mL ) (ug/mL) (pg/mL) (ug/mL) (ug/mL) (ug/mL)
20MQW | (55207 | (2781 | (7883 | (017040 | om0 | (05514
400 mg QEW! (12;,2:;24) (32.%?';12.7) (10.1(,).50.8) (14613,4249) (50,?571_3) (19_2?';0,9)
40(09%?% %W (1351.2?;6.4) NA (14.1:: 'S13§5.4) NA NA NA
10 mgka Q2w <21§.2223> (14é,4£1l45) (11%,1221) (4212333) (272,7282) (19?200)

+:n=2993, 100EDY I = b— 3 I8 K0 BEH ST 8 FEO YL (2.5%05, 97.5%45) | Crmax @ FIEIE
B DR MIEHIRE, Cag : #IEREHOFHMIETIRE, Cnin: FIEFREGESE (FA 712 FEH#) OfRAXmE
HIRIE | Craxss: EFARIBICIT 2 @ MIEHIRIE, Cagss : EHIRIBIZIS T 5 I MIEHIRE . Crinss : EHIRAEIZ
BT D IR 75 2 BE

T 1 56 B DT (95%(E 4 X [H])

§ : 41 IO LEATEE)E (95%IE X [H)

NA : %7 L
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4, FEFIZOWVWT

AHFNO I P G1Z%F LT, KBS & U CTHERARERE (SFFE) At i
HZ D, YRR ZEYICER X AMHFE THIMNER DD, 0 LT, EHEMY
A 7 BGEHE (RMP) (ZHD & AHI OB G 22 SV RE G B~ D i )R 23 & 2 Hi i
Tho T, REIORGPEE) I BF Z W - FrE L, AFIOREIC LY BEEZ2REWEH%Z
L LTSRS T D 2 BB T2 LT OO~@D TR T A7z I Mgk (2B T
fFHT L& TH D,

@ #EHRIZHOWT

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

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

(2) FrEMSHERRE

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

(4) ARACFRIEEZRE L, SRR 1 U R HHEINER 2 O it a% FE
R D 21T - TV B fitiak

(5) PUIEMEREEEF AL & BRINGL OO fiti s FE I AR D JB H 21T > T D fifi ek

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

*

o [ERIRFFISR 2 FOPWHEZE T L72iRIC 5 FLLEO D ATBIROERIRIHE &2
ToTWDZ &, 96, 28U LT NAFYRERZ T & UEIRIES - OIHE %2
ToTWHZ &,

o [EARFFESE 2 FOMMINHEZE T L72RIC 4 L LORKRERZ A L T\ D
Z&, o 3ELLRIE, DD AVERYIRE A S PRSI S DO BRIRIHE 24T -
T2,

@ BENOERBFEREHEOEHNIZOVT

3R L A FRICIE 4 5 BYEA DS S, BUERAZE D OB A, Ao - &«
EMEEIREIE R OB IR CNERE 5T DI miE i, FEESRNRE LGS 0RE
EF, SNECMNITON D IREINE > TWDH 2k,
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@ BHEA~DOXIRITOWT
@-1 MM EEd % Bl

[PV MR B O EE R BIEA AL L72BRIT, 24 RFRIEZIERIATHI O T, 2% X
IREEE R BT, FEEL L2 @ITERNSIE CCTABRE B O CT S D RIEM Q#5424
HAMRADRERD Y B PG O I, EBISIS T RER AR 8-> T\ Z L,

@2 EEREHEICLI>AEFSAMNISICET HEH

ARSI HE D 2 B 2 sk R OB RE 2 AT D IR FE DNEER =XV v 7
EHEOITEIROA T ) —= T EITOERE & #REZ LG TE 5 F— AEFRRH] 235
ESNTWDZ L, B, BIEHIZHOWT, NABRE & ZOFBEICHDITEAmMmENT
WhHZ L,

®-3 BIfERADOZW LRI LT

RIWER (FEMEMEBIZINZ ., KIBX - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - IF2% - LMERRAE 2. SRR S URMERIEMERERE) . AowkEE (T
MABEEIE T, TSRS, RIBEERERETE) . | BUBIRIA, 5 & MR, sk - Bk
TIRMEAE . BER ., B O EREE (PEMERLBIERAIE, BRI, ZA
BE, B RIEIESE) . infusionreaction, MM - BlFsc, HJEMMESE, MfRkEE (F7 0 -
N U—EGRESE) | Dk, BERERMIKRES (Gt MR TSR, i tEE i,
IREFERES . BERERIERIES) | MERERIEMRE. M) 13 LT, Yikhiak XUTrpEE
JERSEA DR A A3 % AN & s U (RWEH ORZBr-OXHS IR L CTHRER OS2 5%
TONLEMICHHZ L) | EHIZHEURLENTE KGN ESTND Z b,
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5. 5t LD RE
[H2hEIZ B+ 2% F1A]
O ARFIOBMBEGIL FROBFIZBNTHIMEN RSN TN D,
o ALFRIERED 72N EGFR Bin AR, ALK &8s 12 & O PD-L1 5
P (TPS=1%) DOUIBRAREZRHELT - I DI/ R s B
o TITFFHIKEETALTRIERE A AT 5 PD-L1 Bt (TPS=1%) OUIERAHE R
HAT - RO/ NatE RS (7o, EGFR B2 BIGME ALK fhE &
GO BETIE., FNFN EGFR F 12 20 % F—PHEH T ALK F 1
v —VHERIOIRERR G 5 BE)
72k, TPSIFRATr ) Xv7 (EIaFl#z) O =42l (R4 :
PD-L1IHC 22C3pharmDx [# =] ) #HWTHETHZ &,
@ AAOMOHEMEEEA E OFHE ST FTRRORF BV TEER RS LT
o
o R bMUFE REOWTZFFHAIL O HEE  ALFEIERE D72, EGFRE
B EREMER D ALK BEE s 1RO YRR REE/RHEST « BROIER T L
N Rl e
o HWNKRTTFURONT Y ZFENNiEnab--N7 U XX LS b
B O 72 OUIBRARE 7R AT - T O R R IR/ N it B
@ ALTFFRIERE D 72\ WHETT « B O IR/ NIRRT 13, PD-L1#R 4 C PD-L1BME (TPS
=1%) ThiUL, AAOBME G2 EET H & Th D, £z, EELEEIEICT
T DHARMICRIED 2V EF 2 B 5 B ICx LTIE, PD-LIFBURBLIC D 5
T ZNE ORIk U Tt 2t B b FRE & O G2 BT 5 2 &0
T&E D, B KR OEGIZH T > TX 2R T A 7 A > (B AN T2
X2 R R
@ TFRCEEY T D BEITKRT DARANOE G K OE A HIEIZ W T, AFIOFHPEN
ML SN TELT, AAOELGXRE RS20,
o INEAMHBREL
o QOTHAAIDAENMENT STV ML OFUEMEIREA] & O P 5

WD 23 WA R T A (AARBEYAR) (TBW T, BT A /ST AR R 2> o
(DECOG Performance Status 0~1 2 T 75 g% LA L. XI1Z@ECOG Performance Status 2 2 0 BETIX, %3
HARPUER] (REXXeL%) OBEFIRENPHERINTEY ., 20X 5 REAE T, E bEREICk
LHAREICHERH D EEZ NS,
%2 BCOG O Performance Status (PS)

Score ER

0 | <R <IEB T 5, MWl [F U HHAEESHIRZ AT D,

PIREICI LR IHIR S5 28, SITARE T, BAEEH > TOEEIFTH 2N TE D,

Ul gl oz, wimsiee

BATRIRE CH Y OHEOEY O Z L33 X CTHREEMEREIL TE 220, BHO 50%LL By R T =,

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

AW

E<BHT RV, AGOHFOEIY O LFE TERY, BRIy R iFTHId,
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[ZetizB 4 5 F1E]
O TRICEYTHIREICOWVWTUIARIOREN LD L SN TWD Z b, &5 %217
DN &

@

RFND RS xF LIBBUE O BEERED & 5 B

TERATORHMEIZ B W T RIS Y T D BE IOV TR, AR O#F G 13fELE X u7z

AR

L DOIRFERPUR R R NG EICIRY | HEICAKZEHT 2L 2BETE S,
MR B OA P UIBE E D & 5 B

I 0 1] 5 A A C TR B & R 00 D BB e OB B 0D St i it i 2 <0 S e 1 i ¢
FEOMMIZRIEMEZE N A LN D BE

H O ERB OO, SUTEMR 2 L < IXHHMED B oz iE B OB ERED
b5 B

e g (&g A ) Db HEHE

T OB IBE 2 A3 2 8F

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

@

@

®

I SCERITIN 2 BUEIRTEER DR tT 2 ERMEIZ I & ARHK| O Fetk Je ONiE 1E

RO 7O B w2 o B L Co bR« 2 L,

TRIEBRAAICIENE D | B XX Z OFEICHINE L OERR %2+ L, RE 215

ThoEETHZ L,

FREWERH O~ R T A MZDWNT

o [MEMMEENSLDLOND Z ENHDLDT, RAIOEEIZHT- > TL, YIHIE
W CEEIAL, PR IRIEE, BEWREE) ORERR & O X iRt O FEhESE, Blggs+
FATH 2k, Fo, MBS U THE CT, Mg~ —h —%FDOMmA % T3
HZ L,

e infusionreaction 23&% 5L 5 Z L3 5, infusionreaction 23588 B ILIZ A IZ
. U ALE AT D &L b, IR RIE T D £ TEREDOREE I EE
T5HI L,

o HURERBEREREE. TEAEEREELRORIBEHERENHODONDLZ ERHDHD
T, AREIOF5-BRLART & OFe G- I E IS N WS RE MR A (TSH, 78
T3. bEHE T4, ACTH, M= F Y — L SEDRIE) 2 Eiid 52 L,

o BUENTR. A4, IFRERES . Tk, B{EMERERDR L L bNDL Z &3 H D
DT, KAEIOBE-BAGRT R O G- M S i3 E IR BEsEMR A (AST. ALT,
y-GTP. Al-P, BV /LEHOMIE) 2EfT5HZ &,

o SEIER (IMERLOILEEHRERLET) EORERERIREERH b D
ZERHDLZOT, EMNICIROBE OFEEMRT H &, £z, IROBEFN
RBOOLNTHEITIE, HONCERENZZ2 T2 L BEFELRET L L,

o KEFNOBEIZLY | BEORIEICTIRINT 5 £ E 2 BN DR IR BHNIE
NHLONDZENHD, RENROONTHEIIE, BELEFRIISUTE
R 72 5k & AR BR 2 Re O [l & g Ui bl 2 BB BIRe W 21TV, GRSk
FOSMZ & 2 BWER BN 2561215 AR ORE ST 1L, K ORIE B R
NEVRIOBRGEEZZBETDHZ L, 2k, BIBEREFRLVEYOELIZXDEIE
HOYGENFRD B2 WIGEIZIE, BIE RE R VE LSO & i Fl o e hn
LEETDHZ L,

o BERKRTH. BEMMNSEIARGE L THrLRIERANRET D Z 8B D0,
AFN DGR TRICHRIEHORBUZHSITHEET D Z &,

o LAUBEIRIF (BUE L RUBEIRMAE B Te) bbb, BERPMES RV R—2
IZEBLHZENRHLHOT, Ag, El, EHZFEDER ORI EO LA+
SEETDHZ L, 1 AERF NSNS &G EHIEL, AR Y Ul
Hl OB GHEDOEY)7REEITO Z &,

AR DGR IB W T, KEYNOTE-024 545 )2 O KEYNOTE-042 7B Cl3% 5-B

W5 9 T L2, KEYNOTE-189 7B Cld& 5Bt 6 B KON 12 #HH, LU

BelX 48 B ETOWMT L, D% 1238 2 L2, KEYNOTE-407 3R Cl3#% 5-5A14

Mo 6B, RBEBLNISHEE, UMIZ4SHEEBECTIORITE, TR 12T &

A EDFA 24T > T2 2 & 2 BE10, KB 5 I E I migmA coh R

DOHERZITH Z &,

24



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

T2 92 (¥ 34 8 AWET)
A B
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1. IL®ic P2
2. ARANIOFHH. (EHEF P3
3. AR P4
4. FEFRIZHOWT P16
5. BHxtG LI b P18
6. HEHEICELTHETRXHIRA P19



1. XC®IC

IS OGN < REMEDHEROT- DI, WA STEZEITE SV E el 23R D
Bb, 5T, IEORFAROMARNC L0 | FUREIRG 22 & OB 72 Hidi/E A%
FFEIMPEARINDLH T, 2N O DOEHKNZEICHLEREE IR 5 2 L3RR
PR L 72 o TR Y RREMBGEE & O FEAR T #2016 CEAL 28 4F 6 A 2 H BRI E)
ICBWThH, EHERLEOHHORBEHEEZXS Z L LS TWn5D,

HRE RS T SRR BT 0 7 7 A VDB RO EI S, & B S 2
RHZENRNHDH, ZO7h, MR OEEMEICET D ERN SR T 5 E TOR,
WEEIRLOREEZ R 2T D ENHIRF SN EBE IR L THERT S & L i, BIE
R U7 BRIC LB ekt 2 & D 2 & DN ARE 7R — 8 O E % Jiii 7= 3 A% B C i A
THZENEETHD,

L7eRoT, KA T A4 TiE, BARBERESLZNE TICHELN TV D EFITH -
BHER RN EED & | LU O E IR O feii 7o ) 2 HEE 3 2 8LA0 6 B g B %
FROEEFRREZRT,

B ARITA KT A %, MSIATEOE NESE SRR S, A E AR AR
BRR IRy . — M E A B ARERRNRHE S KON RN B AR &R 2 O )
DY EER LT,

RIG L IR HEINL A b L—F EEERE 100mg (— R4 AT X~vT (Eis
THAHLZ))

R E R BMREIHR - AN R

MELRHOFEROAE : W%, BRAIZIE, RXAa7r ) XA~v7 (Barfiz) LT 1
[5] 200 mg % 3 3 I fHIFR I3 1 5] 400 mg % 6 3 [ R T 30 43 [
DT CTRIBFET 2, 7272 L, i liBRIEOGE L, &5
X112 AETET S,

il 3& Ik 58 3¢ & 0 MSD RSt




2. AANIOKEK, 1ERERF

FA ML—F ilEE 100mg (—4 - RAT7 R U X~ 7 (Bis - z), LUF TR
Al EvvH,) 1X, PD-1 (programmed cell death-1) & %D VU 4> KT % PD-L1 KON PD-
L2 L OfEAEZEH#ENEST S, b MbIgG4 £/ 7 n—FAHEKTH 5,

PD-1 & 13 T FAQ o0& BEARKSAE 2> & 6 2 72 O IZ 3 AVKIRE AN FI FH 9 2 3= 7 s 2 il 4
AA »F T, PD-1 (1, fEFREBIZEWDCEER T MildoMiamic BB L, 3%
P& SO % B e A X Tl 72 e s OS2 %, 725, PD-1 (XU v R EfE
ATHZ LKV PURSERICL D v VP VnEZAICHIET 2%k TH 5, PD-L1
DIEFMHMIZIB T 2HBUT DTN TH LD, 2L OBAMITIE T Mlao@ s 2Mmz
HIFEWENCIE L TV D, DAKIICIIT D PD-L1 O & EIL, B, TElEE .
AR, IRELE, FE/ NIRRT S O 2 RN AT TPRARRKR - TH Y | IRWAEFR L
OHEBEMENRE I TWD,

BE OB A DGR T% & PD-L1 BEEOFHEEAMN S, PD-1 & PD-L1 O IFIEE
D PERRREIC BV CHEERKREZE S Z LRI TR Y | iz N ATEROER &
LTHIfF ST 5,

AANE, PD-1 & PD-L1 X ONPD-L2 Difi U T2 ROFERZLESTH Z Lok v, [EE
W NBREE T OISR B ENE T U v SERATEM L &, HUEE G 4 FHE b
T2 Z L THEGNRARET 5,

AFN OVEFIRE AT IS < S8 O G5 FORIC & 2 BIERSE 2 & b, XTI
B AN B D, AFIOR G K OB GHIIE, BH OB E 0TV, B3R
W BV AITIE, FEBL L 72 HRUTIE U 7= SR 72 itk & 0B % O BEAT & s L Col
B2 8RR 24T\ IR EE DR RS K D BITER DN b 2561218, BIRKRE RV
L FI OB GEOEY L AT S LR D B,



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

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

EFRERE DI UIA BV A~T GEG X)) CLF AU LA~T 1 £ D,)
EEERN2 LY A ETORTFRIERE 2 AT SRR Ao ik AR BT 42 4]

(B DERENT R 52 37 Bl]) Z x5, K 2 mg/kg 3 BRMMRE (BLTF TQ3WJ L1 9,)
B 5-OFIER NZEMEDNRET S 7z, 2B, BiG R CREBET RS DN HEIT,
PREBHETT 2 R IR 3588 B AL 2 WE DORFRINIZE E L T 5 B T, IREILIRE O]
GRHE CRABEITARD DN D £ TAAIO B G225 2 LN ATRE & &z, 1ERTE
MHIE B Td 5 MR [RECIST H A R A 1.1 BUZHEES < dheflliEic L 5524285 (CR)
SOTERS 7R (PR) ] &, 24% (95%IEHHIXH @ 12~41) Thol-, 7k, FRNIEHE L
7-BREIX 10%TH - 7=,

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

A VY AT X DR AT DRI AR B BAE RS 2 XU, RAI 2
mg/kg Q3W 5 & Y 10 mg/kg Q3W 1 5-DHINER L REN | fLFHRIE (XN
V. TEYOIR, ANVRTTF XTI VAN IIINR T TF o+ ) H ¥
T, LT TMICCRE) LW H,) X E LTRSS, 728, Mg CRABHETTA
R LN HAIT, TREEIT 2 R TER AR DN WEDORRICZE L TV S HEE
TUE, WRIEI LA O WG R TR BEIT B0 B D £ TAAIOB S ikt 25 = & 237
REL SN, EEFHMRE B XA (LT T0S) &9 ,) OSSR AF IR (UL
T IPFS) &9 ,) & &, ARANILFRIE L g LT, PFS A BEIJIER L7z,

#1 BB (KEYNOTE-002 3Ek)

AH 2 mg/kg AH| 10 mg/kg (L IEE
Q3w Q3W
(180 1) (181 1) (179 1)
rhofls (A ] 13.4 14.7 11.0
(95%CI) (11.0, 16.4) (11.3, 19.5) (8.9, 13.8)
0S N — R 0.86 0.74
(95%CI) (0.67,1.10) (0.57,0.96) —
P fii5™ 0.1173 0.0106
rhofef (A ] 2.9 2.9 2.7
(95%CI) (2.8,3.8) (2.8,4.7) (2.5,2.8)
PFS™ | A~Hf— R 0.57 0.50
(95%CI) (0.45,0.73) (0.39, 0.64) —
P " <0.0001 <0.0001

Cl: (ZAEXH. *1: RECIST #A F A > 1.1 RUZIES < FOHARFHE B ORI 6 B (= X % A

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




— e G
— g W

0 e T e
0 3 6 9 12 15 18 21 24 27 30 33 36
ot rickR 7R (1]
## 2mg/kg QAW 180 k)| a5 70 &1 n 0
FH0mg/kg Q3w 181 138 99 79 67 12 0
{Less 179 115 80 &0 48 g 0
K1 OS ® Kaplan-Meier fif# (KEYNOTE-002 35%)
100
80 ] — FA10mg/kg QIW
g 70 - {Lem
B 60 -
50 1
40 A
g 30 -
20 ]
10 7
D I I I I I I I
0 2 4 6 8 10 12 14
at risk2y N EREFEM R

*H 2mg/kg Q3W 180 153 74 53 26 9 4 ¥
FH10mg/kg Q3W 181 158 82 55 39 15 5
{EF 8% 179 128 43 22 15 4 2 1

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




@UFFMFHMAHRER (KEYNOTE-006 35#%)

AY LTI BIEERO L NIA Y AT EEERN 1 LI AL FETO(L
SRR 2 T DARTR UIBR A RE 7 B SRl R 2 kR A 10 mg/kg Q3W BE 5K
10 mg/kg 2 IR (LA TQ2WI W9 ,) BHEOF RO 2N, A B A
~ 7 aRRE LTl SN, ks, BEgAHE TRDEITARD b GaIT, Rl
T2 RIIER DT BN WEDRRRINIZZE L T2 B Tk, REILLRE O B AR
THREMEITRRO D ETAFOE G kT 5 Z LA AHE & S, ZEFHMEEE
IZ0S OVPFES & &, AANFA B A~T7 LH# LT, OS XO'PFS # HEICHERE L
7

#2 AuhAkEE (KEYNOTE-006 3ER)

AFI 10 mg/kg AF 10 mg/kg AV b~
Q3W Q2w
(277 f51) (279 1) (278 131)
tfefE [A ] NE NE NE
(95%CI) (NE, NE) (NE, NE) (13,NE)
OS™ | NHF— Rip? 0.69 0.63
(95%CI) (0.52, 0.90) (0.47, 0.83) —
P {5 0.00358 0.00052
HdafE [A] 4.1 5.5 2.8
(95%C1) (2.9, 6.9) (3.4,6.9) (2.8,2.9)
PFES™ 5 | AA— R 0.58 0.58
(95%CT) (0.47,0.72) (0.46,0.72) —
P " <0.00001 <0.00001

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



at risk#

##110mg/kg Q2W
ZE10mg/kg Q3W

AEVLTT

at risk#%

B 50

——— F10mg/kg QIW
F710mg kg QW
—_— fPuLTT

279 266 248 233 219 212 177 67 19 O
277 266 251 238 215 202 158 71 18 0

278 242 212 188 169 157 117 51 17 O

X 3 OS @ Kaplan-Meier fi#2 (KEYNOTE-006 :A5%)

100 T
4 e e e e i 10 g QWY

90
~ 807
E?ﬂ—_
W 60 -
EEG—_
B8 40 -
§30‘_

20

10

2 10mg/kg QIW

0

0 2 4 6 8 10 12 14

HEEREFEMR)

FE10mg/kg Q2W 279 231 147 98 49 7 2 0
F#H10mg/kg Q3W 277 235 133 95 53 7 1 1
278 186 a8 42 18 2 0 0

AEULTT

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



@EFRILFRFMAHRER (KEYNOTE-05435R)

FRYBRBEO ATV WY oEgREEERE (AARANSHZET) Zx8uc, itk
B & U TARAI00 mg QAW 5- DA WER N2 atEn, 77 R Extifie LT
PN Te, BEFHMEE B I EERAGAHIN (BUT TRFS) LW ,) & &, AFINETZ
AR L LT, RFSEHEITIERE L1,

#3 HEhMHREE (KEYNOTE-0543R8%)

AA200 mg 7R

Q3W
(514%1) (50551)
e [A] NE 20.4

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

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

Cl: XM, NE: #iEAA], *1 : PR — % 2017410028 7 v A7, *2 1 JEY)
Coxttffil Y — RET NI D27 TR EDLEL, *3: @RIn 77 o 7 RE. Q3W : 3R

¥ 5., NE : Not Estimated

100
90
80

# 70
B 60
i s0
ﬁ 40
i 30

2':' — R T
10 TS

{j F

a 3 6 ;! 12 15 18
at riskE HEERESETHEREE]

FH200mg Q3IW 514 438 413 392 312 182 73
FSeE 505 415 363 323 264 157 60

XI5 RFSMKaplan-Meierfi#t (KEYNOTE-0547335%)

21

15
15

24

L I

(D AJCC (American Joint Committee on Cnancer) 12388 (55 7 1) (RS <G, A7 — YA TiLY

L ERN DEREEL)S 1L mm B DA D Fx,

8



[Zz421E]
OEMNE I bR (KEYNOTE-041 #X5%)
BEFGIL, 4042 5] (97.6%) (258D b, BRI & ORRBBENEE TE WA
L, 3442 1] (8L.0%) IZ#RW bz, FEBLED 5%LL EOREWEHIZT FERD LBD T
HoT,

F4 FREEN 5% LEORIER (KEYNOTE-041 3B (AWM S4ER)
% (%)

SRERIRSYHE (SOC: System Organ Class)

HAGE (PT: Preferred Term) 2 mg/';g {%3WE$
(MedDRA ver.20.1) 4=Grade Grade 3-4 Grade 5

2RIEA 34 (81.0) 7 (16.7) 2 (4.8)
Rl A

R B RE AR T iE 4 (9.5) 0 0
B N

T 3 (7.0 0 0
—f - FEER L OB G ORRE

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

AST #471 3 (7.2) 0 0

B Bk A5 N 3 (7.1) 0 0
FEIH KO T kb= &

% 9 FEE 6 (14.3) 0 0

BEIR Bk 5 6 (14.3) 0 0

R EBE 3 (7.1) 0 0

. WMEVERZRE 18] (24%) | Kz - EEO TR 2461 (4.8%) | ITFHERERT 3
Bl (7.1%) . TEAEERE 2 61 (4.8%) . FURIMERERTE 6 #1 (14.3%) . infusion
reaction1 ffil (2.4%) KOS E D IER 161 (24%) 23580 bz, Eo, PREE (F7
o NLERERESE) | BIRRERRTE (RMAEREMER RS | BIBEE, 1 BRI,
HEDORGEE (BEHMBEIRIERRE, ZIPHEE, HREIES) | R, HiR - B
e, EOEMEETE, Mot - BEIRAR . GDAZR. SRR IMRIBUDPESR BN, YA IR
K ORIFERBSHIFR O S a o 1o, ARWERIZEBURIUIBNESR SR (RRMAMR T 25
o) 2 LEFREZ TR

@iEsh i 1 AHRER (KEYNOTE-002 i5R)

HEFESRIT. 2mg/kg Q3W #f 172/178 15| (96.6%) . 10 mg/kg Q3W #¥ 178/179 11| (99.4%)
JZ OV ICC B 167/171 5 (97.7%) 258D B, 1RBREE & DR BEBERN B E TERWAE
FRIL, TNFh 120178 i (68.0%) . 133/179 il (74.3%) T 138/171 i (80.7%)
WD BV, WU DORETHILRN 5%LL EORIWERIZTEDO LBY Th o7,



#£5 WIN»ORETRERN 5% EORBIVEA (KEYNOTE-002 3BR) (2Pt REH)

% (%)

B RIK 3 ¥ (SOC: System

2 mg/kg Q3WRE 10 mg/kg Q3W#E ICCRE
Organ Class) 178 f 179 f 171 4
FHAGFE (PT: Preferred Term)

(MedDRA ver.18.0) 4 Grade C'd€ Grade5 4 Grade Grade Grade5 4 Grade G;a;je Grade 5
2EIEM 121 (68.0) 20 (11.2) 1 (0.6) 133 (74.3) 25 (140) 0 138(80.7) 45 (263) O
Mg LY /R fEE

2 5 (28 1 (0.6) 0 7 (39 0 0 35(05 9 (53 0
I BRI E 0 0 0 0 (0.0) 0 0 14 (82 6 (35 O
B BRI E 1 (0.6) 0 0 1 (0.6) 0 0 14 (82 6 (35 O
M N iE 2 (11 0 0 1 (06 1 (06) O 16 (94) 4 (23) O
PN 3 AR 5

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

fE 5 (2.8) 0 0 9 (5.0 0 0 14 (8.2 0 0
i 15 (8.4) 0 0 19 (106) 2 (1.1) 0 14 (82 3 (1.8 ©
G 8 (45) 0 0 16 (89 1 (06) 0 56 (327 4 (23) ©
M Pt 2 (11) 1 (0.6) 0 10 (56) 1 (06) 0 26 (152 4 (23) O
—f - A EERS L OGO RRE

0 6 (34 1 (06) 0 8 45 1 (06) O 10 (58 1 (06 O
957 40 (225) 2 (11 0 52 (291) 1 (06) O 62(363) 8 (47 O
FEEN 6 (34 0 0 11 (6.1) 0 0 8 (47 1 (06 0
PR IR A

1SR 0 0 0 1 (0.6) 0 0 13 (76) 5 (29 ©
Rt L O REE

RARIOE 8 (45 0 0 17 (95 2 (11) 0 26 (152 0 0
B R B L OFE ARk S

EfiRnil 13 (7.3) 1 (0.6) 0 12 67 1 (06 O 9 (53) 1 (06 O
PR 9 (51 2 (11 0 7 (39 0 0 10 (58 1 (06 O
PR SRR

KM= 2 — T — 2 (11 0 0 0 0 0 14 82 2 (12 O
BERLTE 1 (0.6) 0 0 2 (LY 0 0 11 (64 0 0
B2 K OVEE T ARk R 7

it 7 i 5 (28) 0 0 1 (0.6) 0 0 35(05 1 (06) O
B2 v i J 9 (5.1 0 0 9 (5.0 0 0 2 (1.2 0 0
Z 5 FEIE 37 (20.8) 0 0 42 (235) 0 0 6 (35) 0 0
B2 21 (11.8) O 0 18 (101) 0O 0 8 (47 0 0
ZRINIIRZ SN2 5 (28) 1 (0.6) 0 10 56) 1 (06) O 0 0 0
M A BE 10 (5.6) 0 0 9 (5.0) 0 0 2 (12 0 0

725, 2 mglkg Q3W K X 10 mglkg Q3W BEICRB W TENFh, I VENE R 1 41
(0.6%) KON46] (2.2%) . KiFZ% « BEEO FH 141 (0.6%) K66 (3.4%) . #Hkk
[ (T« NU—EBERES) 26 (1.1%) MOV0 B, JTHREREE 13 41 (7.3%) M
OV 15 5] (8.4%) . BHEREREE (RAIEMEMEBLRE) 141 (0.6%) KO 14 (0.6%) .
TIHRAEAREREE 161 (0.6%) M O34 (1.7%) . HURIEERERE 14 61 (7.9%) K15
B (8.4%) . infusionreaction2 ] (1.1%) &34 (1.7%) . EEOLEREE (FEs
TERRAEBERE, ZTEALEE, JERIEIES) 145 (0.6%) LM 141 (0.6%) . LK 1451 (0.6%)
KON 0 i, FESEMESAE O 5] e O 141 (0.6%) . gk - BERES O 1K O 141 (0.6%) .

10



WRCHE 5% 0 BIRTH 2 01 (10%) AR BTz, Eho, BITHE, 1R,
5% - BRECTHARSE., D%, SemebEiL MSRAPESRBER, T ILPER LR AR 1
Wb b T, ABWERFETRBLI B S (WHRAIRE 2 61) & aikdt
AT,

@A FMAHRER (KEYNOTE-006 #X5#)

HEFESLIT, 10 mg/kg Q3W £ 264/277 151 (95.3%) . 10 mg/kg Q2W ¥ 275/278 151 (98.9%)
SOV IPIFE 239/256 #4] (93.4%) (258 B, 1R & DR RBIRNEE TE RVAHES
BIE. FHEFh 202277 il (72.9%) . 221/278 5l (79.5%) K O* 187/256 5] (73.0%) (Z
WO BTz, WTIUDORETIBLED 5%l EORIWERIZTED LB TH o7,

K6 WTNADRETREED 5% LU EOBHWER (KEYNOTE-006 #UR) (LM REM)

B (%)

#E ARSI (SOC: System

10mg/kgQ3WiHE 10mg/kgQ2WH¥ IPI%E
O;ganécl ass) - 27781 278l 2561

FEAGE (PT: PreferredTerm)

(MedDRAver.18.0) “Grade G;aje Grade5 4=Grade G3rage Grade5 “Grade Gsraje Grade 5
ERIEM 202 (72.9) 28 (101) 0 221 (79.5) 36 (12.9) 1 (0.4) 187 (73.0) 50 (19.5) 1 (0.4)
RN s
FRR B R TT M E 7 (25 0 0 17 (8.2) 0 0 6 (23) 1 (04 O
AR B RE AR T iE 21 (7.6) 0 0 25 (900 1 (04 O 2 (08) 0 0
B N
i3 5 (18) 0 0 10 (3.6) 0 0 15 (5.9) 0 0
PN 8 (29 5 (18 0 4 (14 4 (14 0 19 (74) 16 (63) O
T 40 (144) 3 (11) 0O 47 (169) 7 (25 0 58 (22778 (31 O
PN RS 11 (4.0 0 0 20 (7.2 0 0 1 (04 0 0
CI9TIN 31 (112) 1 (04 0 28 (101) O 0 22 (86) 1 (04 O
M A 5 (18) 0 0O 10 (36) 1 (04 0 14 (55 0 0
—f - A EFER L OB G OREE
e 3 31 (11.2) 0 0 32 (1151 (04 0 16 (63) 2 (08 O
9 57 53 (19.1) 1 (04 O 58 (209) O 0 39 (152) 3 (1.2) O
PR AR AL
AST #10 6 (220 1 (04 0 14 (50 0 0 6 (23) 2 (08 O
R L OvearEE
AR 18 (6.5) 0 0 17 (6.1) 0 0 20 (7.8) 0 0
B R L O A LRk
BA &R 32 (11.6) 1 (04 0 26 (9.4 0 0 13 (51 2 (08 ©
5 P 6 (22 0 0 19 (68 1 (04 0 5 (200 1 (04 0
B K OV T ALk RE
Z 9 P 39 (141 0 0 40 (144 0 0 65 (254 1 (04 ©
3 37 (134) 0 0 41 (147 O 0 37 (145 2 (08 O
0 P BE 31 (11.2) 0 0 25 (9.0) 0 0 4 (1.6) 0 0

728, 10 mg/kg Q3W Ff K O 10 mg/kg Q2W BHIZRBWTENFh, MR B 4 4
(1.4%) KOM141 (0.4%) . KiZZ - HEO THI 10 61 (3.6%) KON 13 % (4.7%) |
fEE (X7 2« NU—IERESE) 261 (0.7%) M OY0 B, ATHREREE 14 61 (5.1%)
M Or 23 151] (8.3%) | EHknelEE (RANE MEMERXE) 241 (0.7%) AT 14] (0.4%) |
THRAFSREREE 11 (0.4%) KON1A (0.4%) . FUIRIRFEREREE 28 5] (10.1%) K& T 33

11



B (11.9%) . FIEFEE 146 (04%) K241 (0.7%) . infusion reaction 7 4] (2.5%)
KOS ] (1.8%) . 1HUFEIRIE 161 (0.4%) KONOB], BEEDKERE (B R REARE
BERE, ZIRLEE, FE IR SE) 0 151 K O 1 51] (0.4%) | 4% 1 61 (0.4%) KON 1 5 (0.4%) .
e - RERCTRMARIE 161 (0.4%) K ONO B, Mk - Bl OB O L (0.4%) | IR
25 E SIS 341 (11%) KOV1H] (04%) RD bz, Fiz, EEMBEIE, LFff
K. P RO SR B . IR I ORIFERE I D Lo 7=, AREIE
FZEBURDUIBIHE RS (BAMAEERE 2 5T) 2B 0EHHERE T,

@EFEILF S MAAHER (KEYNOTE-054 #XH5i)
B EFGIIARAIRE TIX 475/509 # (93.3%) (2. 77 &R TIE 453/502 5] (90.2%)
([CRBL L 7z, 1RBREE & OREBRIEE TE RWAEERSIL, AHIEECTIEL 396/509 f
(77.8%) (2. 77 LAREETIL 332/502 ] (66.1%) IZHH L=, WIFNrORETHRILR
23 5%LL EORWERIZITRDO LBV ThoT,
KT VDTN ORTHRERD 5% EORHER (KEYNOTE-054 RE)  (REMARIT X REM)

& B oK 4 E (SoC Bi%k (%)
SystemOrganClass) AFNRE Placeboff
HARGE (PT: PreferredTerm) 5091 50231
(MedDRAver.20.1) 4:Grade  Grade3-4 Grade5  4Grade  Grade3-4 Grade5

EIEM 396 (77.8) 74 (145 1 (0.2) 332 (66.1) 17 (3.4) 0
R s

RO IR HE T RE 49 (96 1 (02 0 4  (0.8) 0 0

FOPR IR RE A T 73 (143 0 0 13 (2.6) 0 0
B IBEE

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

AT 58 (11.4) 0 0 43 (8.6) 0 0
—% - &FEER X OB 50K

I RE 48  (9.4) 0 0 34 (6.8) 0 0

957 143 (28.1) 4 (0.8) 0 135 (269) 2 (0.4) 0
i R A A

ALT 00 26 (51) 3 (0.6) 0 16 (32 1 (02 0
B R L O & LRk =

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

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

GIEEE 37 (7.3 0 0 3 (66) 1 (02 0
MR ER, MOERES KON R P &

1% IR 27 (53) 1 (0.2 0 14 (2.8) 0 0

FERE R KOV PR ARRE

Z 9 R 85 (16.7) 0 0 49  (9.8) 0 0

W5 49  (9.6) 0 0 32  (64) 0 0

7e B AFIFEZ BV CRIE MEMIR A 15 61 (2.9%) . KRG - BE O T 23 4 (4.5%) |
[ RERRSE 46 1] (9.0%) . BHHRErEE (RMIE M K£%) 2641 (04%) . A
REREE 11451 (2.2%) . FRRIRHERERSE 105 5] (20.6%) . EIFEHERERSE 541 (1.0%) .
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1 BUBEIRIE 5 1 (1.0%) . 5 &9 R 261 (04%) . 7 *ﬁ% R EAE 151 (0.2%) |
e 2 Bl (0.4%) . ESEMEESE 1 6] (0.2%) . Dk 1 6] (0.2%) I ONZ infusion
reaction2 i (0.4%) M8 b=, F7o. thpkpEsE (%7/ N —IEERESE) | EE
DRz (R R IRARIE R, ST REE, *”ﬁf@ﬁjé) . g% - BERES . SasE i)
BB MESRBENR . P A I N OVAR SRR 1% zsb%fmm:oto AREIE R BLR LB
WG (BRRMRAE R 25 T) %a@%ﬁrﬁ%%%%
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Uik - HE]

RIGUIBRARE 2 M BB 2 x5 & U2 MBs M RS (KEYNOTE-002 75k &
U'KEYNOTE-006 #t#) O#EF. 2 mg/kg Q3W. 10 mgkg Q2W K O 10 mg/kg Q3W
DT LD HE - HEIZB W T HARAOF R LRI ZRITRD e o
77
KN O RHE S EhREFRNT D 5, FEMERAEREE 2T 5 200 mg Q3W # 5-Kf 0
AUCenc GEFIRBBIZISIT D 6 WM D FE-FRef b #R T EAE) O [10% 4, 90%
A1 mg-day/mL) % 2.16 [1.45, 3.04] mg-day/mL ToH V. 2 mgkg Q3W FHKED
AUCss 6wk (1.32[0.722,2.06] mg-day/mL) &FA{EL L. 10 mg/kg Q3W F 5D AUCqs 6wk
(7.49 [4.32,11.3] mg-day/mL) % F[a]->7=,
MR AMEBE 2R & U ARHI OWREE UG NT OFE R et S ik &
mg/kg Q3W 5., 10 mg/kg Q2W $£5- K TY 10 mg/kg Q3W #£5-) D T AUC swk
EAINE R OV & ORI R BIEIZEE O Do 7z,
AHNORHEMARYEEET LV EZFHA LY I 2 b—2 3 280 KK 200 mg %
Q3W, 400mg % 6 MMM (LLT TQeW) L 9,) XL 10mgkg (KHEH) % 2
Mk (LT TQ2W] &\ 5 ,) TEE LIZBEOARAIO Mg HIRE P E S iz,
ZDFER, KA 400 mg &2 Q6W TG L 7=BOARK| O EH IRREIZ I 5 FH M iE
FIREE (LT [Cagss) &VM90) 1. A 200 mg 2 Q3W TH L L7ZFRD Cavgss &
T 5L TFHlEnTe (FR), £/, KAI400 mg 2 Q6W T L L 72RO AHA|D
EHIRRBIZ BT D e m g FIREE (LLT TCmaxss) & VY 96) 13, AFAl 200 mg 2 Q3W
TG LTEBED Chaxss E L CTEEZ T LTRSS OO, BARANBEIZE
WTHAMEDHER SN TWD L - HETH HAH) 10 mgkg (REH) % QW TH
B UTZBED Craxss & I L TIREZ R & Tl S (FR), S 6, BERANHE
B 2 RITAK 400 mg & Q6W T 5 L 7=/ B 1AHFR (KEYNOTE-555 #l5%)
L 0HEONT-FERMEIZE S S EYBRE T A —FF, VI 2 b—T 3 kD Tl
L7cEWEhe 7 A —2 LHFRIL7. (TR), M T, HEEOEEIZH T 2 KRR
BREGRE IS & | ARFIOMREE & &AM X322 & OB A2 REH 2 BB T
TIVIMEZ XL, AA| 200 mg 2 Q3W X% 400 mg & Q6W TH 5 L 7-BROIRFE &
AT M & OB OW TR S Lo )Ry EREOE - HEORTH
B R OV BRI 7 22 BT 7 & PRl E Tz,
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£8 FHNORMBRE T A —H

)ﬂ{ﬁ . )EHE,_ Cmax Cavg Cmin Cmaxs Cavgs Cmin,ss
- (pg/mL) (pg/mL) (pg/mL) (pg/mL) (ug/mL) (pg/mL)
59.1 27.9 181 28 504 309
)
200mgQ3W" | (585 597) | (277,281) | (178 183) (91.7,941) | (498 510) (305, 31.4)
123 324 106 148 50.7 203
)
A00mg QW | (155 104) (320,327) | (104,108) (146, 149) (50.1, 51.3) (19.8, 20.9)
400 mg QBW 136.0° 14,95
(SEHIfE) (135.6, 136.4) NA (14.4, 15.4) NA NA NA
220 144 119 428 279 197
T
10mgkg Q2W'\ (515 23 (143, 145) (117, 121) (424, 433) (276, 282) (193, 200)
t:n=2993, 100 HID I = L —3 3 A X0 R S EO hRAE (25%%, 97.5%x%) | Crmax @ HIF]

FE R OREMIE TR, Cag : FIAHRGEOTEMIE TR, Crin: MIEREGHR (A 702 BG40 Ol
THHIREE. Craxss : EHFARIRICSIT DI MIEPRE, Cags @ EFIRIEICI T 2 PR MTHERE, Crinss : EH IR
RIS I U 2 Bt 17 i B2
11 56 BIDRAT I (95%(F HHIX[H])
8 : 41 BRI (95%(= FHIX[H])

NA : 472 L

15




4, FEFIZOWVWT

VG EIBR AR RE 22 M E R B 153 2 KGR & U CRE A G E (A1) 2355
BNTNDZ END, YEHELHEUICERTX HMHTHILERNH D, TD LT,
I Y 2 7 EHGEHE (RMP) (M5 & AHI OB G 22 VRIS B~ {7 ) (R 235
B HMEE T > T, KRN OG- DEO) e BFLD2W - FE L, AFOFREGIZ XD HER
RIERZ B LTZBRICHIST 2 2 & REE el LT OO~@ DT~ T & il 72 7 ik
IZBWTHERTHRETH D,

@ #EHRIZHOWT

®-1 T%@(nﬁv6)@wﬁMﬁ_&éﬁém Y CTHDHI L,

(1) FEAEFBRENEET 20 AU2EEHENSRRES B RA A REEEIL R P
HIE S A2 IS L R P i&iﬂzﬁw;ﬁﬁif BeZa &)

(2) FrEEREIFPL

(3) #EATRAFENTEET 203 A2 HEEEFFT (DS AR EWRPL, 25 A
Wh IIEBE. S AR HERE R R &)

(4) AKRAFIEEZHE L, SREFRENE 1 USSR 2EIENNEE 2 Ol KL UE
AR DR AT > TV D fiax

(5) PUEEMERERLAIL T BN O R FEHEI AR D 24T > TV D ek

®-2 %‘Tﬁ%@ﬂ%@ﬂﬁ?ié?ﬁ&(ﬁ%’”’ﬁﬂ%%\éiﬁﬁ%@iﬂi S AT Rt L7 ok S RO ]
(FROWFTNNITEEY T HER) 23, YEZEROARFNICE T 2IGROBMEE L LT

BlESNTNDZ &,

B

o [ERIRFFISER 2 FOPWHEZE T L72iRIC 5 FLLEO D ATBIRDOERIRIHE &2
ToTWDHZ &, 96, 2FU RIE, DAFMIREL T & UIZBRERS - ONHE %
ToTWsZ &,

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

Q@ PBENOEEBBEREEDOMEHNICONT

EEGEREFRICEE T 5 TEDEE S, JESENSOEFRE D, A - &
e ﬁ%ﬁ’)fﬁ?&@”@fi&()\[:ﬁﬂiﬁ X AR, AEFERDBAE LGS oS
RS, EDRHESODITON D IEHRE S TWNWD Z L,
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® BIHER~DRRITDNT
@-1 BIERARBRE ORI 32 B

MR PEMR B D EE AR BITER R A LT-BRIC, 24 BRRI2IRIRHI O T, Mk X
VB (23T, FEEL L 2 BIERNCS U CABRE L O CT O FIVER O BRI 2
B EDORERN Y HHRICE G, EHICRIGC TR AEHINE > TWNWD Z &,

@2 EERFHICLHIAEFFSNICET HEH

DN AR 2 B 2 ik B OB RE A2 T D IR HE N EER =X U v 7
EHEDITEIROA T ) —= T EITOERE LR EZ LG TE 5 F— AEFRRH] 235
SN TWbZ L, BB, BHEKEICOWT, DABRE L ZFOFBEICHFSICEmENT
WhHZ L,

@-3 BHERADZEr xRN LT

BIER (RVEMEMEEICI X2, KB - Mgk - BEO TH, BUEFX - FFAR4 - I
BERERE T - TR - M LMENR/E 25, BRkRErEE URMEMEMERX%) | WowEE (T
MAMRERE . FUIRIREERE . RIBRREERRESE) | LAUBEIRIN, S & MR, ik - 14
RORRMEE . FEJe, B ORIEREE (RiathR BT, RERMEIRE R, 27
FLBE, FERIEIESE) | infusionreaction, AM4E - Bfifde, EAEANMESIE, MhfkkEE (X7
Vo NL—IEBERESE) | L. B MREEE (R MR R PESREEN . s ik
i, JRIFERES, MEPRRIERIESE) | MEKERAEGERE, M%) 1Cx LT, Yikhnax 3
UTHEE R OB FIVE 2453 2 AT & L (RITEA OB SR L CTHRE L O
BEZTONDOIRCHD L) | BHHITHEYRLEN TE HEGHNRE>TNDH L,
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5. B5xt& L b RE
[(Bh B3 % 1]
O TROBEIZBOTAROHEDEN RIS TN D,
o ALEIRIERE D 220 K OMESERRERE D & IR IA YRR RE 722 B B s
o ERYIBRBEOAT VI TV OEMEAREBRE BT Dk MBhERE
728, BRAF G FARZ AT 2BRFIZB VL, BRAF [LEARNC L 276% L EE
THI L,

@  FREIZCEEY T D ARBIOPEE K OMEFH 5 IEIZ DWW TE, ARAN OB ZIMED S SN TR
59, AFlOEERE /2B 720,
o fhOPUEMREEAIEOPH L TR SNBSS

(e EIC B4 2% FH]

O FRECEY T HEFICOVTIEARIORE N EEZE SN TWDH Z Enh, &5 51T
brpnz &y
o ARFNDEITIZHT LIBBUE OBEERE O & 5 B

@ THRERTOFHIHIZ B W T FRRICEZYS T 2 BF IOV TL, AFORGIFHELE I e n

D, AOIRFRPUR A 2 NG EITIRY | HEICAHZEHT 2L 2BETE D,

o [HEMMEEOEDUIBED & 5 B

o S EE AR A CRE R 258 2 B K ONE B o F B i st 2% <0l e M fiti 2%
EDOMICRIEMEZEALS B D B

o HCMAERBOED, UTEMHERZRAE L < IXFERMED B R B OO
b5 BF

o JEEREE GEMSHIBHEEL 5 T) Ob D EE

o MO IIBHEE AT HERE

e ECOG Performance Status 3-4 2 D EH

(2 ECOG ™ Performance Status (PS)

Score EFH

0 |E&SMERIETE 5, BWATE R LA EAEESHIRZR AT D,

PIRBNZIE LWEENIHIR S 1525, BTHIRE T, BAFREH - TOERIITO 2N TE D,
RS N 2

BITARECTH Y OHOEY O Z L3 THREZSMEEITITE 20, BH O 50%LL x> FAACiE 29,

RONTZESOHEDEY DZ L LTERY, BHRO 50%LL EE2 Xy R+ TimId,

F G VS I O]

ELET RV, BOOHFOEIY O Z LT TERY, BRIy FfFTHId,
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6. REICELTHETNEHH

® ® ©

A SCEF TN 2 BOEREEE D TRAET 2 B RMEIT D & ARH O FeME K OV EAfE

RO 7= DI B w2 B L bR« 2 L,

IREBRAAIC SN D | BB UL OFRICA MR etz -+ L, AR5

ThoETHZ L,

FREWEH O~ 2 A MZONWT

o [MEMMEENSLDLND Z ENDH DD T, RKEOEGIZHT-> TiE, PIHIE
W (880, PR IREE, RS O L OWIES X SRt O Ehiss, #lggs 1
FATH 2 b, Fo, MBS U THE CT, Mg~ —h —%FDOMmA 4 T3
HZ L,

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

o FURERFEREREE. TEAMERZELRORIBTEEREN S OO BB DD
T, AFIO B G- BAART & O G-3RI H 3 E RIS N WS RERR A (TSH. bEhf
T3. bEHE T4, ACTH, Mt =L F Y — L EDRIE) 2 Eiid 52 L,

o BIENTR. MR, IFEREREE . TR, SLIERERDRH LoD 2 E3h 5
DT, AKAEIOBE-BAGRT R O G- M S i 3E BRI T BEREMR & (AST. ALT,
y-GTP, Al-P, BV /LEHOMIE) 2EfT 52 &,

o FEIERK (MERKOMLEEHREREET) EOHEERIREELH 5D
ZERHDLZOT, EMNCIROBE OFEEMRT H &, £z, IROBRFEMN
RBOOLNTHEITIE, HONCERENZZ2 T2 L BEFELRET L L,

o AREFNOEHIZIY | WEOREMIGTRINT 5 LB X LN DHER A 7RI BN EE
NHLONDZERNHD, RENROONTHEIIL, BELEFRIIS U
B 72 sk & Rk 2 Re DO Rl & g U Cl bl e BB RIS W 21TV, I8 DS
FOSE £ B RWER D S 2355101%, AR ORIETH IR, K ORIE E A
WEVRIOERGEEZZBETHZ L, 2k, BIBEREFRLVEYOEEIZXDEIE
A OYEERFRD IR WIGEITIE, B RE ARV o LISt O Sz i Fl oisin
LEETDHZ L,

o BERKRTH.BEMMNSE Y ARB L TOrLRIERNRIRT LI Z 0B D720,
AFN DGR TRICHRIEHORBUZHITHEET D Z &,

o I AUMERRIRE (BIE 1 BUBEIRIE A E5Te) b b biv, PERFEMES RV R—v X
IZEDZENRHLDOT, A, O, EHFEOIEROBICMAEED L2+
SEETDHZ L, 1 BBERBENEDN -G EREEZ Il AR ) U#l
Fl OG5 OME) I LEEITH Z &

RVEEIBRARRE 22 M R AR F IO 3 2 BRI, AFIOBRRRRICB VT, &5

BRLEDN G 3 I AL, ZHLAREIR, #5866 1R 6 ) Z & oAbk DR

MiZzAT> TN Z & E2BEIC, AFEGEHITEMNCHROMREITHI Z &,

SEARYIERE O M BANEEE ~OM ML & U CTEHT 2 BRI2IX, AR OERK

AERICBW T, BEBENSEBERE T 12 BE I LI 247> T
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122 & EBBEBI, AROBRGTITEBNROMRE 21T > Z &, ok, ki)
ke LTHEAT 25E810F, ARIOBEGHIZ 12 VAETET D L,
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xBEERMEET A FT A4

Ra7nl) Xv7 (B FHEEEX)
(BR5e4 : %A b —& & 100 mg)
~EHHRRTF ) N E~

YR 2 94111 (%1348 AKET)
BA A




ER/N

1. XLz P2
2. ARANIOFHH. (EHEF P3
3. AR P4
4. FERXIZOWT P7
5. BHxtG LI b P9
6. HEHIZEL THETRXHIH P10



1 XC®I

=S5 DH N « B RMEOREROT-OIZIEL, I SCEFIZEE S W2 Ee R D
B, 6T, ITEORFEHNOMEAIZ LY | FUREIKS 22 & OFHH 72 Frlil/F A%
FPIESEMDPEB I NDHF T, 2o OEEMLZ BICHLERBEIRMET 5 2 L REO
AR & o TR Y RIFMBGER & SO IR T #2016 (Fhk 28 A2 6 A 2 HEERE)
IZBWThH, EHERLEOHHORBHEEZXS Z LS TWD,

BFORERBE ST, B ERCLZ 2T 0 7 7 A VRBEFOESK AL & B 5 25
B ENRDHDH, ZOD, HIMEROLEMEICET S ERNH0EMT 5 E TORM,
WMELEIG O BE LML ZIT 52 EPWIRE SN D BFICK L THERT 2 & &bz, BIfE
FDFEBL U= BE 72 kb 2 & D 2 & DS ARE 72— 8 O B &3 7= 9 A B < fd A
THZENEETHD,

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

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

WG L IR DEIN, XA ML—F R 100mg (—i%4 a7 n Y X~ GBI
THAHLZ))

R LR DREIHR « B SUTEREME D YR % ) i

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

Bl 3E IR 5¢ ¥ & . MSD RSt




2. AFOKK, {ERBERF

FA ML—F RiEEE 100mg (— %4 - XA T7 ) XA~ B HHE#z), LU IR
Fll EvvH,) 1%, PD-1 (programmed cell death-1) &% ®D Y %> K Té 5 PD-L1 & T PD-
L2 L OfEAEZEHEREST S, b MbIgG4 €/ 7 v —FAHEKTH D,

PD-1 #2313 T Al e o0 2 B S 2> & 2k 2 72 I 03 AVKBRE 23R 5 % 32 7 50 22 ol )
AA »F T, PD-1 (&, fEFEREBIZEWDCEER T MilaoMia£micgE L, 3%
P& SO % B e A B X Tl 72 oS OGS & HlH 95, 72 BH, PD-1 13U o K&
AT D LICE Y HURZERICL D V7T vimEae AlchHlEaT 2% /K TH 5, PD-LI
DIEFEMIKICIB T HHBUTDO T TH L0, Z< ONAHMTIE T Moz 2
HIFEWMENCFB L TV D, DAFIICEIT D PD-L1 OEFEEIL, B, el .
JHMAE . IO, FE/NHIRaTE 72 & Ofix AT THRARRK T TH Y | RWAEFE
& OB HE STV D,

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

AANX, PD-1 & PD-L1 X OPD-L2 Olj U > ROFERELESTHZ L2k, 5
WUNBREE T ORISR AR ENE T U S ERATEM L S8, PUiEE e 2 s AL
T 52 L CHUEENRARET D,

AFN DRI 2 He B DS RISIC £ 5 BHEA 25 H b, BESUIIEEIC
DRI D, AAOBGHROBGHIIE, BEOBIEE IO, BE IR
D BTG AITIE, BB L2 HGUTIE U B 2 ik & B8 & FF o R Afl & L Col
E) 7R RIS 21T\, BB DS RIS & 2 BIMEF 2 EEb 88T Id, B R AL
B HI ORGSO R ILE & 1T 5 LER b D,



3. BREREE
I TEE MO IR % o U oSO ERIE I3 21T o 7 B2 R B o
R A R,

[H2hE]
[E B3[R4 1 AER  (KEYNOTE-087 #ER)

PR OTEREYE O H R U o U LoNERSE (210 1, BHARAN 10 Bl & &Ee) OLLF
D 3ODaAKR— FEZHRGIT, AK 200 mg 3B LT TQ3W] &), ) &5
B OSSR S vz,

- AZFE MR RGEI TR, 7L YR T RNF UKD REEZT T8
#H (ahr—1F1)
- HEB BB EIERIS THY . hoT LY <T RXRF UL DIEEE
ST BE (ah—12)
- HFEE MBI TS, 7L YRy ~T RREF UL D168 (—RIBEX
ITRARILFZRIEDO—BRE L TOT LY F~T RRF UL DGR ITE £ 72
W) EZIFTTCVWARWEE (ak— R3)

7B, EG I TR BTN SN AIT . REEITA2 R IIER SR bty
LOWRENICLZE LTV D BE T, /k@uﬁw Gl CREBETVRRO ONDHET
KRB DR G ZkfEeT 52 ENFREE Sz, FEFHMEEE ©H 5B % (WET IWG
criteria (2007) (25 < FIHEIC L 552428 %) (CR) Xi*ﬁ 7255 (PR) OFEIA) |
£ L1LOLBY ThoT, 2B, FANIRE INZEERESEIL. WThoak— lﬂb
20%ToH > 7=,

#1 BOMERE (KEYNOTE-087 3BR)

aR— k1 IR — K2 aR— 3
(69131) (81131) (60151)
e840 (CR) 15 (21.7) 18 (22.2) 13 (21.7)
. | #9275 (PR) 35 (50.7) 35 (43.2) 27 (45.0)
Bi%K -
(%) “Z7E (SD) 13 (18.8) 9 (11.1) 13 (21.7)
17 (PD) 3 (43) 17 (21.0) 7 (11.7)
AN RE 3 (43) 2 (2.5) 0
Fh=%= (CR+PR) (%) 72.5 65.4 66.7
(95%(EHE X [#) (60.4, 82.5) (54.0, 75.7) (53.3,78.3)




[Ze21k]
[EI B HL (R 26 1T AHRER  (KEY NOTE-087 i)
AEFRITHBR AT 202/210 4] (96.2%) (278 i, EIVEHIX 144/210 4] (68.6%)
IZERD BT, FELRN %L LORIERIZFR 20D LB ThoT-,

£2 FHREN 5% EORIER (KEYNOTE-087 38 (22N S4E])

BRI 4 (SOC: System Organ Class) Hr e

JARFE (PT: Preferred Term) " 2"’104%

(MedDRA/I ver.20.1) % Grade Grade 3-4 Grade5
RIEH 144 (68.6) 23 (11.0) 0
Mgk KOV >R fEE

I BRI I 11 (5.2) 5 (2.4) 0
NG WA B

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

T 15 (7.1 2 (1.0) 0
L 12 (5.7) 0 0
—f - BHFEER X O SEMOIRRE

9 57 19 (9.0) 1 (0.5) 0
FEER 22 (10.5) 1 (0.5) 0
TR R P

G 13 (6.2) 0 0
MR, HESES & OVEhR

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

FEP5 16 (7.6) 0 0

ek, RVEMERER BT 6 B (2.9%). KGR - EEO FHIT 3 #] (1.4%), #PRpEE
(7 v« NU—EBEREE) 1 X161 (0.5%) . TFEEREREE I 8 il (3.8%) . HIKIEEERE
E13 29 B (13.8%) | fh ¢ « BERUH ALEIE 13 2 41 (1.0%) | infusion reaction 1% 17 51 (8.1%) .
SEIBERIZ2H] (1.0%) KOHRIT 1A (0.5%) TR bz, /-, EEDOKE
bR (R RERGIRARAEMERE, ZIALEE, FARHIESE) . FIRMAFEREREE, RIBHREEREE, 1
RUPEIRIE ., BARerEE (RAEMEMBRE) . K, HEMBEIIE, MK - Bk, &
P I IR P SR BN . VA IMAE R 1 & OR SRR IR B AL Do 7o, AREIVEF 3B
R EFRS (RAMREMETEET) 230EERETT,



[ - HE]

ARNOREREYEHETT L EZFIH LIV I 2L —v 3 kb, AHl 200 mg %
Q3W, 400mg % 6 @R (LT TQeW) L5, ) XL 10mgkg (KHE) % 2 @[H
Ik (LLF TQ2W] &5, ) THE LIZBEOAAIO Mg FRESBH SNz, £ Ok
Fe. AHI 400 mg = QBW TH G- L7=BEOARF O EFIRREIZ IS 1T 2 P Mg iR (LA
T Cagss) &9, ) 1E. AHI200mg Z Q3W THeH L72FED Cagss & LT 5 & T
Shiz (F#) . £72. AH400mg & QW TG L 7= ARHK D EHIRREIZ I 1T 5 %
EE IR (LLF [Chaxss) &9, ) 1F, AHAl 200mg 2 Q3W T H- L72BED Craxss
g L CEEZ R T E TSNS OO, BARNEFIZE W TERENFHER ST
LR - HETHHAHK 10 mgkg (RHE) % QW THEH L72FED Craxss & Hl L TIK
fEZr3 e PlEn (FR) . 60, EERAERR Z X8I A K] 400mg 2 QW
TG LI s E IR ER (KEYNOTE-555 #tBR) & v 15 5 7= ERMEIC LS < SR Ehhe
NRIA=BFT v Ialb—ra Al PRILICEDERE ST X —2 LML (F&R),
Iz C. BEOBFEIEIZRBIT 5 BERRBRSE IS & | AR OGRS R & Ao 3tk
& OE#EZ R DIRESST T VDR S, Kl 200 mg & Q3W X 400 mg %
Q6W T 5 L7-FROBREE R & AahiE 3 etk & oB#ic SW THRET S =R, b
FLO L - AEORTHEIME R WZ eIk 2R T v & PRIz,

K3 AAOEYBE T A —F

R - Crex Cag Crin Crass Canges Coins
(ug/mL) (pg/mL) (ug/mL) (pg/mL) (ug/mL) (pg/mL)
20mgQMW' | (o i0n | rraen | araisn | uroan | 4essio | (305314
400 mg QBW! (123,?24) (32.?(’)?';2.7) (10.1(,).50.8) (14613,4249) (50.?(,)';13) (19.?3(,)50.9)
40(09%?% %W (1351.2?;6.4) NA (14.1:: 'S13§5_4) NA NA NA
0mgkgQW | o100y | (aare) | anion | mesy | (62 | (193 900

t:n=2993, 100EIDY I 2 b— 3 N0 K0 EH ST A MEO RS (2.5%05,97.5%5) | Crmax @ PRI
B4 O R M TR, Cag : MR 5% O MIETIRE . Crin: FIEEEGE (1 7L 2 55 ORARMT
FIIE, Craxss 1 EFRIEICIIT 2 @ MIETIRE, Cagss : EHFARABICI T 2 FIIMIETRIE, Crinss : EHFIRIEIZ
B D AR g

1 1 56 BT (95%(E HH X [H])

§ : 41 B OLATEIIE (95%IFHHIX [H])

NA : #%3472 L




4. FRERIZDOUVT

KRR E U CHERBENE (2FFRE) e TnDd Z énb, Uikl 26
UNZERTEZ DA THINERDH D, €D LT, REIOERGN#EY) 2 BE 220 - §F
E L, AFOEGIZI Y BERBWEHZIBL LIRSS T 5 2 &R 72D, LIF
DO~@DT RN T & THRICBWWTHEHT & ThH 5,

O HERRIZOWT

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

(1) BAEFBRENTEET 20 A2EEHEN SRS EE R AR L SR P
HUIE )N AR B EEHL R, HUIER DS ARSI RE e &)

(2) FrEREERPL

(3) HEM IR ENFEET 203 A HOEEERRE (D ARIEERREWRbL. 23 A2
W EBE, 3 AR EEHERE B e &)

(4) AKRAFEIEEZHE L, SRACFRENR 1 USSR 2EIENNE 2 Ok 5L UE
AR DR AT > TV D fiex

(5) PUEEMEREBL AL BRI O R FEHEI AR D 24T > TV D ek

DO-2 HEHKR T2V X JEOL SRR R ORIVE R B O %S+ 7 ik & R
Bra R oER (FEOWTIIIIEYS T DIER) 2. YEZ2FEROARRNZE T 5 1BED
EEHELE L RESINLTND Z L,

#*

o [EEMFFESE 2 FOUIMINHEZE T L7212 5 FELL LD D AUTBE DB IRIHE 2
ITHoTWBHZ L, 96, 2L EIX, BAZEMEEZ £ & LUEERIES S OHE 2
ToTWBHZ &,

o [EEMEFFESE 2 FOUMMHEZE T L72&IC 4 FFLL EOREREZ AL T D
Z L, 9B, 3FELL T, & MmEREMENEL O M A SEY L A B TR IR R S OAHE
EIToTWnWBH T &,

© BENOERBFEHREHEOKHIZONT

PR3 A I B BRICAEF 9 2 L DS S, BUEARZED b DA O, ﬁ?ﬂJ M- 22
Btk S ol i&@ﬁ'gii&@[:ﬁﬂi%? XY D IR mEdt, AEFRNEAE LIS OE
FH . FRESDITT DL IEFINE > TN D Z L,




@ EBHWERA~DOXIRIZOWT
@-1 fEsk Iz B4 5 B

B MERR B O EE R BITERA N RAE LIZBRIC, 24 BRRIR2IRIKHI O T, 4%k X
TEEE R 123\ T FEL L7 BIEANICIS U CARBEE L O CT ZOFIVEH ORI &4
B EDORERNY HHRIZE LI, EHICRHIGC TR AEHINE > TWnWD Z &,

@-2 ERNEEHICL H2AFELRNHICHET 2 EH,

IS ARSI HE D D B 22 Gk e O e 2 AT A IR EAE DNEER T =42 ) v 7
EEOIERDOAT V== TEITOERE & HREZ LA TE 5 F— AERIKH 23V
ESNTNWAZ L, B, BiEHEICHOWT, RAERE EZDOFFEICHSITEAmENT
WhHZ L,

@-3 BEHEADZWrox N LT

RIWER (FEMEMEBIZINZ ., KIBX - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - IF2% - BLMERRA 2, BEREME S URMAERIEMERRE) . AowkEE (T
TEAPRREFEE . FR IR S, RITRERERETE) . | BUBERIA. 5 & O IRK, 7k - Bk
TIRMEAE . BER, B OREREE (WEMERLZBIERAE, BRI, Z2A
BE, FRIEIESE) . infusionreaction, AN - BEMEESc, HSEAN M E, MRkES (7 -
AN USRS | D2, B 7R Mk FEEs (S M i VIR B R SR B . ¥ e I
IREFERES . BEFRRIERIES) . MEREBIEMEE, M%) 1SR L T, Yikhsx T pEE
JERSEA DR A A3 % AN & U (RWEH OO IZRE L CTHRER OS2 5%
TONAEMICHH L) | EHIZHEEURENTE LRGN ESTND Z L,



5. HEXMRLRDHBE

[(B2h I B3 % 1]

O B FE MR RGIE SUIR A O T3 U EHR O iR o % U v
HRIBBEIZB O TARBIOFIMEN RSN TV D,

©@ TREICEEY T 2 BB T D2AF OFE KL OERITIEIZ SV TR, AAI DA R
MESLSNTELY, AAOHREGHR LRG0,
o AEFRIERIGRO B,
o OPUENERELA & O,

(&4t B4 % 9]

O TRICEYTHEEICOVTUIARROEENEERE SN TND Z b, #5517
Dz L,
o KAIORSTIZ 3 LI BEUE OBEEIRED & 2 B3

@ IRPEETOFHmIZ I\ T TR uEféﬂ‘%)'%% ZOWTIL, AFIOEGITHEE S L2
D, AOIREERPFUL A 2 NGEITIRY | HEICAFZEHT 22 L 2BETE D,
 [HHE ﬁ%f$@AﬁXi%E@%é$%

o S EE R A CRE R 258 2 B K ONE B o F B it it 2% <0l e M fiti 2%
FEOMMIZRIEMEZE RO D BHE

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

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

o HWEORGESUIEE AT 2 BE

*  ECOG Performance Status 3-4 "D

(ED  ECOG 0 Performance Status (PS)

Score | EFE

0 | &<MERIEE TS5, BT LlFE U HEAERNHRZR AT D,

PRREIZI LUEBNEHIR S 525, BTRIRE T, BRI > TOMERIITH 2 &M TED
Bl BEOFE, FHEE

BTREECHGDOH DRI O Z L 13T N THEELEDERILTE W, HHD 50%LL BiZ~<y FACiE I,

BHNTZEHSOHEDEY DZE LATERY, HFOD 50%LL Ea2Xy RO TiRZ1,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,
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6. BEICELTHEETREFE

O  IRFASCEREITIN A, BEIRE S D IRAT 2 BB 1T 3D & ARHI O Feik K& OV 1E i
DT OIZ LB HZ T L TR 5 2 &,

@ JHREBIAICIENL D BE T OFRICE MR EREE s L., FEE2 5
ThoETHZ L,

@ FEREWERAO~RT AL MZDOWNT

MEMEMERR D 50N D 2 EDRH LD T, KFOEGIZHT=> Tk, WIHE
W (BG0dv, PR IREE, WmkeE) OfER & O X fRfrds o i, BlEx+
AT O T &, Floo BELTS UTHES CT, MiF~—F —F O/ 2 Fhi+
5k,

infusion reaction 23 &% 5 0I5 Z L 3% %, infusionreaction 23728 H AL AT
X, WURREZIT S & & bIT, IEIRDEIE T 2 £ CHRE DR L +/0IT8l5
T5HI &,

FURIRSEERE . PR E K ORIBRERENHODONDLZ N H DD
T, RHNOFH-BAGET L O G-I ISE SN werssie iR (TSH, 078
T3, i#8f T4, ACTH, I =L F > —VEDRIE) ZEMET 5 &,

BIERF 2. A4, ITREREREE . TR, S{LERERNH L DONLZ 03 H D
DT, AHNOEG-FRMERT R O 5 I E I iTseEmR A (AST, ALT,
y-GTP, Al-P, B U LB HOHE) ZEMTH I &,

SEIEE (MR L I BHEAER 25 T) FOEERIREERNS bbb
ZENHHOT, EFICIROEF OFBEMHRT 52 L, £, IROEF N
RBOOLNTHEITIE, HONCERENZZ2T2 L )BEFELRET L L,
AHNOBGIZ LY | WEORIERINIERT 5 &5 2 bRk A 7B E
DHOLOLNDZ ERDHDH, BEDPBROONTLEICIE, BB LEFRIIS U
BEPHE 70 itk & ARk & RO Rl & s U ClE bl 22 i B W 247 ot
FOSZ & D BWER R BN 2551213 AFIORIESUIH IR, K ORIE B R
IWEVAIOBRGEZEZRTDHI L, ok, BIERERLVE L OEREIZEDENE
HOYGENRFRD B2 WIGEIZIE, BIE RE AR VE LSO & 1 Fl o e hn
bLERET DL,

B TR, BORRI 5 AfRE L T LEERD BT A2 B3 H 5729,
AFNOEGHETRIZHEWEHOFEBU A 2ITEET D 2 &,

1 BUBEPRIS  (BE 1 BUBEIR S &2 & de) Db bbiu, BERFES 7V F—T &
IZELHZERHLOT, Aig, Fl, EHFEOIEROFEELCMBEEO R+
SEETDHZ &, 1 EMEREASEONEGE I EREERIEL, AR Y 8l
O & DORMY R LEZ1TH 2 &,

@ AA|OEERRERICIBNT, BEGHAND 12 1/ Z & ITHMEORHE 217> Tz Z
EEBHBID, ARG TITIEHRICEIGRE THROMEREZ1T I Z &,
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XEFEHEET A R A
RAT7u ) A<v7 (BETHBEZ)
(BR7E4 : A M —# K 100 mg)
~ R LR~

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




ER/N

1. IFC®IC P2
2. ARANIOFHH. (EHEF P3
3. AR P4
4. FERXIZOWT P8
5. BHxtG LI b P10
6. HEHIZEL THETRXHIH P11



1 XC®I

=S5 DH N « B RMEOREROT-OIZIEL, I SCEFIZEE S W2 Ee R D
B, 6T, ITEORFEHNOMEAIZ LY | FUREIKS 22 & OFHH 72 Frlil/F A%
FPIESEMDPEB I NDHF T, 2o OEEMLZ BICHLERBEIRMET 5 2 L REO
AR & o TR Y RIFMBGER & SO IR T #2016 (Fhk 28 A2 6 A 2 HEERE)
IZBWThH, EHERLEOHHORBHEEZXS Z LS TWD,

BFORERBE ST, B ERCLZ 2T 0 7 7 A VRBEFOESK AL & B 5 25
B ENRDHDH, ZOD, HIMEROLEMEICET S ERNH0EMT 5 E TORM,
WMELEIG O BE LML ZIT 52 EPWIRE SN D BFICK L THERT 2 & &bz, BIfE
FDFEBL U= BE 72 kb 2 & D 2 & DS ARE 72— 8 O B &3 7= 9 A B < fd A
THZENEETHD,

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

I, ARITA RT A %, MSIATBOE NS RS O . OB AR AR
BRI s . — Mt FE N B ARERIR NBFE 2 R O [FE A B ARIBRE B 72 O W
Db EAERR LT,

WGl I HEIEN XA M —F SR ERE 100mg (— k% AT e U X~ T (Eis
THREHL %))

KR ERDMMEUIIE © DS AL\ CHE I U 7= ARV YIBR A RE 72 IR I b B

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

B 3E R 56 ¥ & - MSD BRRatE




2. AFOKK, {ERBERF

FA ML—F RiEEE 100mg (— %4 - XA T7 ) XA~ B HHE#z), LU IR
Fll EvvH,) 1%, PD-1 (programmed cell death-1) &% ®D Y %> K Té 5 PD-L1 & T PD-
L2 L OfEAEZEHEREST S, b MbIgG4 €/ 7 v —FAHEKTH D,

PD-1 #2313 T Al e o0 2 B S 2> & 2k 2 72 I 03 AVKBRE 23R 5 % 32 7 50 22 ol )
AA »F T, PD-1 (&, fEFEREBIZEWDCEER T MilaoMia£micgE L, 3%
P& SO % B e A B X Tl 72 oS OGS & HlH 95, 72 BH, PD-1 13U o K&
AT D LICE Y HURZERICL D V7 I vimiEe AlchHEaT 225K CTH 5, PD-LI
DIEFEMIKICIB T HHBUTDO T TH L0, Z< ONAHMTIE T Moz 2
HIFEWMENCFB L TV D, DAFIICEIT D PD-L1 OEFEEIL, B, el .
JHMAE . IO, FE/NHIRaTE 72 & Ofix AT THRARRK T TH Y | RWAEFE
& OB HE STV D,

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

AANX, PD-1 & PD-L1 X OPD-L2 Olj U > ROFERELESTHZ L2k, 5
WUNBREE T ORISR AR ENE T U S ERATEM L S8, PUiEE e 2 s AL
T 52 L CHUEENRARET D,

AFN DRI 2 He B DS RISIC £ 5 BHEA 25 H b, BESUIIEEIC
DRI D, AAOBGHROBGHIIE, BEOBIEE IO, BE IR
D BTG AITIE, BB L2 HGUIE U B 2 ik & B8R & FE o R Afl & L Col
E) 7R RIS 21T\, BB DS RIS & 2 BIMEF 2 EEb 88T Id, B R AL
B HI ORGSO R ILE & 1T 5 LER b D,



3. BREREE
M AACERFRERR I THE IR U T2 ARIBUIBR AN RE 72 IR b R O KGRI IZ Gt 247 - 72 £ 72
PR FBR O s % 77T,

[G2hE]
E BR A [ 25 MAHRAER  (KEY NOTE-045 #5R)

7' FF R 2 G AL RIERE A T 5 RPTET M SUTER R O SR K b RO B
542 {5l (HAN 52 il Ede) ZxtGalc, A4l 200mg 3 B [E R (LU T TQ3WI L9, )
5O MR L VEN ALFRE (N7 ) 2 XL, I\JZ?%JZ/I/X%;* vinflunine)
LR E LTRSS, ek, G CHERBETAR O DG EI, EERET

Z R TIERDYFE O B W EDERIRAYIZL E LTV 5 A T, /klﬁluﬁnp@@{%ﬂ?ﬁﬂf‘
RIBEITDRFRD DAL D E TAF OG- ki T 5 2 L REE S 7c, EERHMEE A X
A (0S) KOMEREEAFHIR (PFS) & S, AANI L & bl LT, 0S
EFABICERE L (F1EVXD .

*1: 77 TSRS TLFERE (—RIBE) RICRBEITERO RS, KO 7 F R E 5T
(LERREIT L BIRHT - s MBI A % 12 7 A DUNIC % L AR b,

*2 0 ARFRTIE vinflunine 13 RARTH D720, X7 VXXV IIREZXEZLOWNTINERIRL
72



7% 1 KEYNOTE-045 3B DB ZMERAR

A5 200 mg {oe=2-30
Q3W
(270 1) (272 1)
oSt il [A] 10.3 7.4
(95%(ZHE X [H) (8.0, 11.8) (6.1,8.3)
NP REpE 0.73
(95%{5 #A X [H) (0.59,0.91) -
P {5 0.002
PFS’l thfil [H] 2.1 33
(95%(E#E X ) (2.0,2.2) (2.3,3.5)
NI — R 0.98
(95%{5 #A X [H) (0.81, 1.19) —
P fiifb 0.416
T TR DT — 2 120169 A T H A AT
o @R Cox eV — RET T K DA 59 & Ol
S @hla 7T U MiE
I': RECIST HA T A > 1.1 fIZ HD < Pz i e e
100 7
20 7
80
70
£ 60 pot
# 50
8 40° \
30 3 MM_“
20 ] —— amwmmg 3w
10 7 CPRE
0 a8 B 10 12 14 16 18 20 23 24
at risk® e (7]
A 200mg Q3W 270226 194 169147 131 87 54 27 13 4 0
= P 272232171138109 89 55 27 14 3 0 O

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




[Ze21k]
[E BRI [F 25 MAHFER (KEYNOTE-045 k)

HERGIIARKIRE 248/266 5] (93.2%) K OMLFHIERE 2500255 4 (98.0%) 12788 B
L. RIPERIZENZ T 162/266 5] (60.9%) & U 230/255 il (90.2%) (278 Hivc, A&
FIHE THBLEN 5%, EORIERIZTRO LB THho T,

2 BN 5% LEOBER (KEYNOTE-045 3R8) (LZA&MAITR4EM)

FEBIKSYHE (SOC: System Organ Class) Wi %lJ(;/‘;)
HEAFE (PT: Preferred Term) 266
(MedDRA ver.20.1 4 Grade Grade 3-4 Grade 5
2EIEH 162  (60.9) 38 (14.3) 4 (1.5)
PG AR &
FOPR IR REA T 15 (5.6) 0 0
B iR E
T 24 (9.0) 3 (L1 0
ENN 29 (10.9) 1 (0.4) 0
— % - EHEER X O G ORRE
I T IE 15 (5.6) 1 (0.4 0
Ty 37 (13.9) 3 (L1 0
FEEL 17 (6.4) 0 0
R L OvesEhEE
RARIBOE 23 (8.6) 0 0
FERE 3 OV TRk R
& 9 PEIE 52 (19.5) 0 0
b3 22 (8.3) 1 (0.4) 0

7235, ARAIFEIZ BV CRVE MR R 10 61 (3.8%) . KB - EHEE D THI 7 61 (2.6%) |
MR (X7 2 - N U—EEREE) 141 (0.4%) . AFEEGEREE 14 5] (5.3%) . FURIR
BRhEREE 23 1] (8.6%) . RIEHEAEREE 14 (0.4%) . BIFERERET (RN REVEIMERS 2%
%) 141 (0.4%) MK WNinfusionreaction1 5] (0.4%) iDLz, Fio, HEEDLERE
F (BRI ERE, SIEALEE, JEREIESE) | MH(pgREREE . 1 BUREIRIG, EK,
e - BRRUARMAEIE . EAEA I E, Ok, Mk - BilRK, SE DML, MmN
BB PSRBT . VA ML I N QR ZFERIE 13380 B e o T2, ARIWER R BLRILIE RS
HHESR (BAMEMEETLE5T) 230EEREZRT,



[ - HE]

ARNOREREYEHETT L EZFIH LIV I 2L —v 3 kb, AHl 200 mg %
Q3W, 400mg % 6 @R (LT TQeW) L5, ) XL 10mgkg (KHE) % 2 @[H
Ik (LLF TQ2W] &5, ) THE LIZBEOAAIO Mg FRESBH SNz, £ Ok
Fe. AHI 400 mg = QBW TH G- L7=BEOARF O EFIRREIZ IS 1T 2 P Mg iR (LA
T Cagss) &9, ) 1E. AHI200mg Z Q3W THeH L72FED Cagss & LT 5 & T
Shiz (F#) . £72. AH400mg & QW TG L 7= ARHK D EHIRREIZ I 1T 5 %
EE IR (LLF [Chaxss) &9, ) 1F, AHAl 200mg 2 Q3W T H- L72BED Craxss
g L CEEZ R T E TSNS OO, BARNBEFIZE WD TR R ST
LR - HETHHAHK 10 mgkg (RHE) % QW THEH L72FED Craxss & Hl L TIK
EEzrTETFHsNEZ (TFR) , S50, EERAEREZ I AHK] 400mg %2 QeW
TG LI s E IR B (KEYNOTE-555 #tBR) & v 15 5 7= ERMEIC LS < SR Eh ke
NRIA=BFT v Ialb—ra Al PRILICEDERE ST X —2 LML (F&R),
Iz C. BEOBFEIEIZRBIT 5 BERRBRSE IS & | AR OGRS R & Ao 3tk
& DR #EZ R DIRESST T VDR S, Kl 200 mg & Q3W X 400 mg %
Q6W T 5 L7-FROBREE R & AahiE 3 etk & oB#ic SW THRET S =R, b
FLO L - AEORTHEIME R WZ eIk 2R T v & PRIz,

K3 AAOEYBE T A —F

R - Crex Cag Crin Crass Canges Coins
(ug/mL) (pg/mL) (ug/mL) (pg/mL) (ug/mL) (pg/mL)
20mgQMW' | (o i0n | rraen | araisn | uroan | 4essio | (305314
400 mg QBW! (123,?24) (32.?(’)?';2.7) (10.1(,).50.8) (14613,4249) (50.?(,)';13) (19.?3(,)50.9)
40(09%?% %W (1351.2?;6.4) NA (14.1:: 'S13§5_4) NA NA NA
0mgkg QW | o100y | (aare) | amion | omesy | (o628 | (193 000

t:n=2993, 100EIDY I 2 b— 3 N0 K0 EH ST A MEO RS (2.5%05,97.5%5) | Crmax @ PRI
B4 O R M TR, Cag : MR 5% O MIETIRE . Crin: FIEEEGE (1 7L 2 55 ORARMT
FIIE, Craxss 1 EFRIEICIIT 2 @ MIETIRE, Cagss : EHFARABICI T 2 FIIMIETRIE, Crinss : EHFIRIEIZ
B D AR g

1 1 56 BT (95%(E HH X [H])

§ : 41 B OLATEIIE (95%IFHHIX [H])

NA : #%3472 L




4. FERIZDOWT

KRS & LTl AR (2FRE) NN TWEZ En, YiHa 4
UNZHETE DHigk CHOIMERH H, T D LT, AKF OGN w7 B85 220 - §F
E L, AKANOBRHIZL Y EERRIERZRB LIRSS T 5 Z &R0 ERT=D, LIF
DO~BDT R T &G THXIZBWTHEAT 2 XEXTH 5,

O HERRIZOWT

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

(1) JEAFBREDIEET 20 AREHEIL SRR G E RS A2 REGEEERL R B
HUIE )N AR B EEHL R, HUIER DS ARSI RE e &)

(2) FrEREERPL

(3) HEM IR ENFEET 203 A HOEEERRE (D ARIEERREWRbL. 23 A2
W EBE, 3 AR EEHERE B e &)

(4) AKRAFEIEEZHE L, SRACFRENR 1 USSR 2EIENNE 2 Ok 5L UE
AR DR AT > TV D fiex

(5) PUEEMEREBL AL BRI O R FEHEI AR D 24T > TV D ek

O-2  JR¥E ERE DAL E K ORIWE I FEBLRE O SIS IZ 147 22 Jnalk & R 8R 2 R D Al
(FROWT NN AL T DIER) 23, BEZZFERORANCET 2R OEMTE & L
THEINTWDHZ &,

#

o [EEMFFESE 2 FOUMIMHEZE T L7212 5 FELL LD D AR DB IRIHE 2
ITHoTWBHZ L, 96, 2L RIX, BASEWEEZ & LUEERERFOIHE 2
ToTWBHZ &,

o [ERIRFFIGER 2 FOPMWHEZE T LIRS 4 FLL EOWIREGFZ DR IRIHE
ZIToTHY, 95, 2 RIT R LR DM A TR 25 Lo D3 AR TR O
RWHEZAT > TV H Z L

Q@ PBENOEEBBEREEDOMEHNICOWT

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




@ EBUWERA~DOXIRIZOWT
@-1 fEsk Iz B4 5 B

BV MERR B O EE R BIERA N AE LIZBRIC, 24 BRRIR2IRIRHI O T, ik X
VEEE R 123\ T BB L7 RIEAISS U CABREE K O CT 2 OREIVEH ORI &4
B EDORERNY HHICE G, EHICRHIGS TR AEHI N E > TWnD Z &,

@-2 ERNEEHICL H2AFELRNHICHET 2 EH,

DAZIRICED 2R L R e BT 2 ERIEEEPEIERE=42V 7
EEOIERDOA Y ) —= T EATOEIRE & FHZ G TE 5 F— AERIRH 2
iESNTWAZ L, 2B, BIHEHIZHOWT, BABE L ZOFECHIITEmMmENT
WhHZ L,

@-3 BEHEADZWrox N LT

RIWER (FEMEMEBIZINZ ., KX - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - IT2% - BEMERRAR 2, BHRER S URMAEEMEBRE) . NWomwkEE (T
TRPRREFE S . HURIRERREIR S, RITHERERTE) | 1 BUBEIRIA. S E IR, Mk - B
TRMEAE . BER, B O EREE (WEMERLZBIERAE, BRI, Z2A
BE, B RJEIESE) . infusionreaction, JMZ - BMEESc, HSEAN M E, MRkESR (7 -
AN USRS | D2, B 70 Mk FEEs (G M il VIR BA M SR B . ¥ e I
IREFERES . BEFRRIERIES) . MERERIEMEE, %) ISk LT, Yikhsx T pEE
JESEA DR 2 A3 5 AN &l U (RHWEH OO IZRE L CTHRER OS2 5%
TONAEMICHDH L) | EHIZHEURENTE LRGN ESTND Z L,



5. HEXMRLRDHBE

(G 2hEIcBE§ % 31E]

O 77 FFRHNE GO FIRIERE 2 A 5 KT TYE AT O R R
FIZBWTABOFENERREES N TN D,

I

D B

E

@ TRICEY T 2 BE T 2 KA OBE L O HFIEIZ DWW TR, RFIOAF D
ML SNTELT, KFIORGG LB,
o TITFFRIHNE G TALTIIEI X DR O I W B,
o FF OB,
o fhOHUEMEREEA] & OOFH,

[tz B4 5 F1E]

O TRICHEYTHIRFICOWVTUIAKOREN LD L INTWD Z b, &5 %21T
r YA A RGP
o ARHNORSTITHR LIRHUE DO BAERE D & 5 B

@ REATOFHIIZ IV T FRLUCEE Y T 2 BE T OV TR, AR OG- IFHERE I L0

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

o [HEMEMEEOEIUIBED & 5 B

o A EE AR A CRE R 258 2 B K ONE B M 0 F B i st 2% <0 R g M fiti 2%
FEOMMIZRIEMEZE LN BN D BHE

o HOMEBEROADE XUXEMERZE L IXHFHEM%EO B O REEDOBHERE D
b5 BRE

o EERBHIE GEMEHIaBHIEL 5T) Ob b EE

o MO IIBE TR AT 5B

*  ECOG Performance Status 3-4 "D

(ED  ECOG 0 Performance Status (PS)

Score | EFE

0 | &<MERIEE TS5, BT LlFE U HEAERNHRZR AT D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

AW

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

10

BATRARETH A O OEY O Z LT F N THEEIZBERTTE 2V, HHPD 50%Lh Eid~y R Tild 25




6. MEICBEL THEE T REFIH

O  IRFASCEFEIIIN A, BEIREES D IRAET 2 ERFE T -D & AR O FeE K OV Ef#
DT OIZ B HEZ T L TS5 2 &

TRIRBARICIENL S | BB XX E OFIRICAHINER EREZ +o3 L, RSx5S
TbEGT5HZ L,

FEREWERH O~ R T A MZDWNT

@

®

MEMEMEER D LI D Z ENHHDT, AAIOBRGIZHT- > Tk, PIHE
W (BG0iv, PRI IREE k) ORER & O X MRiRds o i, BlEx+
AT D T &, Fle. BELTS U THES CT. MiF~—F —F O/ 2 Fhi+
5k,

infusion reaction 23 & 5 0I5 Z L 3% %, infusionreaction 2372 H AL HGA T
X, WUREZIT S & &b, JERDEIE T 2 £ CHRE DR L +/0IT8l5
T5HI &,

FURIRSEERE . PR E K ORIBRERENHODONDLZ N H DD
T, RHNOFH-BAGET L O G-I ISE SN werssie iR (TSH, 078
T3, 8 T4, ACTH, I =L F > —VEORIE) ZEMET 5 &,

BIERF 2. A4, ITREREREE . TR, S{LERERNH L DONLZ 03 H D
DT, AHNOEG-FRMERT R O 5 I E I iTseEmR A (AST, ALT,

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

SEIEE (MR L ITEBHRAERZET) FOEERIREENS bbb
ZENHHOT, EFICIROEF OFBEMHRT 52 L, £, IROEFEN
RBOOLNTHEGEITIR, HONCEREEL =2 T2 KO BEBLEET HZ &,
AR OBEGIZLY | WEOGERINIERT 5 £ B 2 bV H kA IR ERE
DHOLOLNDZ ENRDHDH, BEDPBROONTLEICIE, BELEFRIIS U
BEFHE 70 itk & AR A RO Rl & s U ClE bl 2 8RR Wr 247\ ot
FOSZ & D BWER R B 25581213, AR ORISR, K ORIE RE R
IWEVAIOBRGEZEZRT DL, ok, BIERERLVE L OERGIZEDETE
HOUGENFRD B2 WIGEIZIE, RIS B AR VE LSO 5% i Al o e hn
bLERET DL,

B TR, BORRIN 5 ARRE L T LEERDP BT 22 13 H D720,
AFN OB TRICHRIEHORBUZHSITEET H 2 &,

1 BUBEPRIS  (BE 1 BUBEIR S &2 & de) Db bbiu, BERFES 7V F—T &
IZELHZERHLOT, Aig, Fl, EHFEOIEROFEELCMBEEO R+
SEETDHZ &, 1 EMEREASEONEGE I EREERIEL, AR Y 8l
O & DORMY R LEZ1TH 2 &,

AENDOEERRERI N T, &5 D 9 MR, ZNLIRITR GGG 1 F/MIE
6 WRIMINGE, #GLEG 1 AFLIEIE 12 HFME CHMEOFMI 21T > T\ Z
EEBHBIT, ARG TITEHRICEGRE THROMEREZIT I Z &,
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XEFEHEET A R A
NhT7u ) A=T (BicFHEER)
(BR7E4 : ¥4 A —& K #E 100 mg)

~MSI-High #F 3 5 EFE (EEARIERISIEERGEICRE) ~
~MSI-High ZH 3 55/ « ERE~

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



ER/N

1. ZL®ic P2
2. ARENOF. (FHKT P3
3. AR P4
4, JEFRIZHOWT P14
5 #&EXG LB P16
6. HEICELTHETRXIHRA P17



1. [FCHIC

=S5 DH N « B RMEOREROT-OIZIL, IR SCEEIZE S W2 Ee AR D
B, 6T, ITEORFEHINOMEAIZ LY | FUREIKS 22 & OFHN 72 Frlil/F A%
FFEIMPERBINHH T, 2O DOEEKGLZ FEICLER BT IR 5 2 L BRED
PR L 72 o TR RREMBGEE & O FEAR T #2016 CFAL 28 4F 6 A 2 H BRI E)
IZBWTYH, EHMERLEOFHORKE(LEEEZ XL Z L LS TWn5,

FORE R ST, SRRSO BT 0 7 7 A VS EDEIK L LB S TR
RHZERDD, ZOD, HIMELROLRMICET 2 EWMN 0SB 5 £ TOR,
WMELEHG DO BEEZ RS ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
FDFEE U= LB 72 kb 2 & D 2 & DS ARE 72— 8 O B &3 7 9 A B <l
THZLENEETHD,

L7eRoT, KA RT A TiE, BIFERES ZNE TITE LN TV A EEIH -
BHEm R S & | DUTF ORI O e H 2 HEET 28800 6 MR B &5 2
F RO EFRREZRT,

B ARITA RT A %, MNATEBUE N ESE S ERES R G, A tHEANR AR
BRI s . — M N B ARERIR N E & & Ot AN B AR IR 7= O )
DY EER LT,

RIG L IR HEINL A b L—F EEERE 100mg (— R4 e T X~vT (Ein
THAHE X))

REERDMBXINGE 1. DAACTFRIERITHEE LT - BROEEE~ A 7 T
T4 MZENE (MSI-High) &9 5@ (BEMER IR A3 A
R AR D)
2. IBEYIBRRREZR DT - BROEBE~ A 7 a7 74 FRL
EME (MSI-High) A3 5860 - E ke

MNEERDRMERORE - @, RACE, 2a7nl) X~7 (Erarlfkz) LT 1
(7] 200 mg % 3 ML 1 18] 400 mg % 6 #H M T 30 75
DT TR 5,

L % # . MSD #R&th

;3
=
o




2. AEIDOYEH. EAEF

XA M—F BTEHE 100mg (—i4 XA 7 r ) X7 GBEFHHz) BUF TR
Fl w5 ,) 1%, PD-1 (programmed cell death-1) &% ®D Y %> K Té 5 PD-L1 & T PD-
L2 L DOfEEZEZMAET S, B MEIgG4 £/ 7 v —TF LHURTH 5,

PD-1 #2813 T HifE S B (RS 2> DL 5 72 DI 2 A A3 FI 5 5 3 7 S 7 il 4
AA wF T, PD-1 1, EFEZRRBICH WD TEER T MiluoMinLmIc BBl L, B O %
P I % B Lo AR LB ST R 70 e RS & i35, 7B, PD-1 (XU o REfE
ATHZ IRV PURZRRICL D v 7P Ve AICHIET 5% B/ KTH 5, PD-L1
DIEFFMEIZ BT 2B DTN TH LN, Z<ONRAMIETIE T Mo 2z
HIFEWMENCFB L TV D, DAFIICEIT D PD-L1 OEFEBIL, B, e,
JHHERE . IRERE ., FE/ BT & Ofx N T TR ARR - CTH Y | IRWEFER
& OB HRE STV D,

BED N /DGR T4 & PD-L1 EHOFEEME) S PD-1 & PD-L1 OFRMKIINEE
DG PERRREC BV CHEERKREZE S Z LRI TEY | Hiiz/e N ATEROER &
LTHIfF STV 5,

AANX, PD-1 & PD-L1 X O'PD-L2 Oj U > ROFERELEST D2 Llck v, 5
W NBRBE TR O RS A S T U S ERATEMAL &8, HUlEE S 2 FEE L
T 52 & THIEG IR Z T D,

ARFNOVERBE 2D < B ORE RIS X 2RIE-E)R & b o, BESUIELTIC
EOWREMD D 5, AANORGH R OEEGRIZIT, BEOBIEL TI2ATV, BEDH
D BT EEITIE, FEH LT F RIS U RPN 22 ik & BB 2 Ff O PRl & i L Col
BN 8RR W 2 ATV P DSERUSIC K D RIER 2 B 2 56 1213, BB RE AL
RO GHEDWE) IRALE 24T 9 ER D D,



3. ERFRAIE

(3 AL I U T2 T - BROEME~ A 7 a¥7 T4 b ARZEN (MSI-
High) ZH 7 5EEHE (EENZRIGENRERGAICRS) ) KO NREYIRAGE 2
1T BROEHE~A 70T 74 MARZEME (MSI-High) 263 5868 « EEE] O

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

B, TEHEE~A 7T T4 NRLZEME (LU IMSI-High) &\ 95,) 267 5E
FCBE LT, TPCRIEIZE W MSI-High EHIE SN2 2BKT 5856 (k%) I
I% TMSI-High (PCRYE) 2f 7 5EE ] LRIL L. DNA I A~ v FEEEIE OIHED
o EEBEXNT LA (L) . 725 IPCR EIC X Y MSI-High XX gt ikl 2 yy
& (LLFIHCI E W) ) JEICE D I A~y FEEEEDO KB (LLF T[dMMR] &9 )
CHEINT-RE] BN 5548120k IMSI-High # 69 5 HB% ) £ L7z, THCIE
12X 5 MMR #i#t & PCR L2 L D MSI A O —ERI% 96.6~98.7% WY ThH 5 = L%
DHREINTWD,

[H20E]
<D AACEPRIER T U - 11T - 5% D MSI-High 87 2 [EER  (FEAER) 227503
N2 A IZRD) >
DE B HE S TR (KEYNOTE-164 i8R, =tdh— K A)

7 oAb IV URGUBMEIEIGES, XYY ST F RO Y T R K
(2 X DAL O & 2 16 YIBR A GE 72 AT + B8 D dMMR 3 MSI-High (PCR %)
WD 2HT DA - EIEERE 61 B (HARN T HIEETe) ZXRIC, AHKI200mg3 ¥
FfkE AT TQ3W] & 9,) EEDHNMEK VMR BET Sz, ok, WG
i CHEEEIT R8O LN T HE1T BT 2 R JHER DR O S N WEDRERIIZE
TE LTV 5 B TIL, RIEILLRE O EfG RN CHEEBEIT 3580 H LD £ TARAIO# 5% ik
T HZEDAREE STz, EEFHMIEE Th A5 E20F [RECIST A4 R4 2 1.1 iR
ICED S HIRHEIZ L 5584882 (CR) XiXimwZEsh (PR)] I2OW T, ABRIZEE
EN- 6l PIOFEREIIR 1 DLEBY THoT-,

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

TE2) s C B\ T, THCHEIC £ 0 R A~ v FEH # 2 /%7 Tdbh % MLHI, MSH2, MSH6 /% PMS2
DWTNNDFBINRD LR WA IMMR, PCRIEIZED 2 2L Lo~ A 7 e T 5 (4 h~——T
KINLIBIR T ED Y A X O S L7256 MSI-High (PCR %) &HIE Sz,

4



#F1 BBHRAEDRRUVEHR (KEYNOTE-164 BB, =H—k A)
(RECIST ver.1.1, BN RIRERZE, PIRHEE, 20072 107 —F v b4 7)

B s A % (%)

SRR 61 " 39 51
275 (CR) 0 0
53255 (PR) 17 (27.9) 9 (23.1)

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

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

7% (CR+PR) 17 9
(ZZhE [95%[EHIX =] (%)) (27.9 [17.1,40.8]) (231 [11.1,39.3] )

1 ATVERRT T SR 2 - AR G O 5 B MSI-High (PCRIE) &4 5%,
*3 : IEHEE
@IEBEILF 1 AHRER (KEYNOTE-158 ##)

— IR & U CTHRUERY 72 L FHRIERE O & 15 UIBR N RE 72 61T - F338 D dMMR XX
MSI-High (PCR %) “? 244 2 FEfFEEE 0 25512, AHI200mg Q3W 5D f
IE R OV MR S, 7238, HGRHE CEREBETHR S D= GaIc, HEE
TR TRER DTS DI WEDERIRIIZRZE LTV 5 BE T, RIEILIRE O BT
THREBETHRO LILD ECARAOE G kT2 2 LN AMREE Sz, EEFHEEH
To 5385053 [RECIST A R7 A 2 1.1 UZHES < FIfEIC K 558482850 (CR) X
L5853 Z8%h (PR) ] 122U T, MSl-high & 2Hr S V72 % ICARRER IS E S vz 83 fil%E

(ZV—7"K) OFEFRITE 2, RBRIZBRER S 72 94 I 30T 2 IER Ofs 5133k 3
DEBY THoT,
*2 BBEHRAEMERVES®R (KEYNOTE-158 B, 7/ —7K)
(RECIST ver.1.1, FRMEMBITRIGERE, FRUE, 2017F4 8 287 —F Iy b4 7)

ELE] G A % (%)

IR 83 15" 28 {52
542785 (CR) 4 (4.8) 3 (10.7)
453755 (PR) 25 (30.1) 8 (28.6)

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

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

#%h (CR+PR) 29 11
(ZZhF [95%(E X" (%)) (34.9 [24.8,46.2]) (39.3 [21.5,594] )

*1 o G ROMERRENT X GER, %2« AR RS 4ERI D 5 MSI-High (PCR L) #H 3 5 BH,
*3 : IEMElE

(B3 iy = L2 A~ 2401 72 7 b— 7 % O MSI-High O T E A B 250 AT 7 b—7 K 75 H

E, 20— A TRILME (RYELEARE) . Z0—7 B TikiRER (BEEOEEORRE) . 72720
77— Z R AZERS . ZA—7 C TN, B, MBI, B OV e ORI S s iE
B (B SO A L RIAR R N A W) . 7V —7 D TIEFE PIER (AR R OSRIEEMIEE 25 <),
IN—7E CHTESE (RELEE) . ZVv—7F Cl3teR (RFLigs) . 70— G CidvNibuht
JE, JV—7 H CIIHERE, Zu—7 1 TIRRRE, 70— ) IR (PR ST RS s 1
<), ZV—7 K Tit MSI-High 263 2 @ERHE (K5E - EEER<) BEMEAAAN LN, 71—
7 A~ ITRER S N2 O MSI-High IZOW TR, b e 2T T ¢ TR L 0 HIE S vz,

5



# 3 MSI-High 2 F 7 5 EREORER DZELHE (KEYNOTE-158 3A%5R)
(RECIST ver.1.1, BZEMHTRIRERE, FR¥E, 20174FE4 A 287 —F v h47)

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

i 94 " EHE (%) 39 EE (%)
T B B 24 (25.5) 13 (54.2) 11 (28.2) 6 (54.5)
B 13 (13.8) 6 (46.2) 7 (17.9) 4 (57.1)
/NG 13 (13.8) 4 (30.8) 6 (15.4) 2 (33.3)
A 10 (10.6) 1 (10.0) 1 (2.6) 0
ERTER 9 (9.6) 2 (22.2) 4 (10.3) 1 (25.0)
Il R 3 (3.2) 1 (33.3) 0 0
HH R 3 (3.2) 0 1 (2.6) 0
ANl 3 (3.2) 2 (66.7) 0 0
R 2 (2.1) 1 (50.0) 2 (5.1) 1 (50.0)
TR N 57 AR 5% 2 (2.1) 0 0 0
RN 2 (2.1) 0 1 (2.6) 0
DR b R 2 (2.1) 1 (50.0) 1 (2.6) 0
Jib4 HEE IS 1 (1.1) 0 0 0
5P B 1 (1.1) 0 0 0
GIA S 1 (1.1) 0 1 (2.6) 0
% NG M eIy 1 (1.1) 1 (100) 1 (2.6) 1 (100)
UE {7 R 1 (1.1) 1 (100) 1 (2.6) 1 (100)
PRl i 1 (1.1) 1 (100) 0 0
e DR NS 1 (1.1) 0 1 (2.6) 0
Rk 1 (1.1) 1 (100) 1 (2.6) 1 (100)

1 ARWERRHT R *2 © AMEREAT R D 5 5 MSI-High (PCR %) ZH7 % B4E

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

{EEEFRIEE O 22 W IR UIBR AN RE 72 1T « 7598 dMMR X% MSI-High (PCR i) 2
AT DR« EIBFEE 307 5] (HAN 22 fladte) X512, AHK 200 mg Q3W
B G- OFIER VRN, FHY ERORIN T 2{b28E [T vAda 77 2o (BLF Ts-
FU] EWo )« ARUF—FrIvs s (BLF IARYF—h) EWo,) - AFHUTFTF
EYE (LR TmFOLFOX6) &9, ), mFOLFOX6 M MRy X< 7 G&fnf-/H#a z)

LUF TR X=T) L)) Tt rFo~7 (ElaFlitz) OIF eysy
<7 WD), 5-FU-HRUF—h AU T h R (LU TFOLFIRI)



&9, ) FOLFIRI } NS X< 7 TtV o~ 7] W 2R e LT Sz,
72, IR CHEEETT RO DA IS, EAET 2R TR0 bW
DERRINZZEE LT 5 B Tl R IEILLRE O BN TR EEIT AR b b £ TR
B OP G-k d D 2 E R FHE L Siviz, FEFHMTE B XM EA M (BT TPFS)
EWVDH ) ROVERAFIIR & Siv, AFNIEERIE & i L C PFS # A BICIER LTz (F

4 O 1),

#4 AHMERE (KEYNOTE-177 #BR)
#1200 mg Q3W by R
(15331) (15441)

thofiE [H] 16.5 8.2

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

PFS™ | /¥ — K™ 0.60

(95%(f=E HE X [#]) (0.45, 0.80) —

P fE" 0.0002

*1 : RECIST A R 7 A LIMICIED N E, *2 : Cox BN — RET M L (b5
FIEE DG, 3 vl T 7mE. AEAE (M) 0.0117

V) (Lot s L Y A VBT O £ Y 5 L,
mFOLFOXG6 :
FFH Y 7 FF 85 mg/m?, AV F— F400 mg/m? X i L ARFR Y F— 200 mg/m?, 5-FU 400 mg/m? (2K
#E) . 5-FU 2,400 mg/m? (46~48F[FFeafE) Z2lMkmc&E L,
FOLFIRI :
AV T R KFI 180 mg/m?, A VU — F400 mgm? XX LA F Y F— K200 mgm?, 5-FU
400 mg/m? (GUEHERE) . 5-FU 2,400 mg/m? (46~48HEMFREEERE) Z 20 MMM C5 LT,
VAN A=y i
5 mg/kg % 2RI CTHRE LTz,
YR T
WIEE 400 mg/m?, 2 [B] B LAKEIE 250 mg/m? % 1 B IEIFE THS- Lz,
4




at risk¥
FF200mg QIW
{EFRCE

100

90 I\

80
£ 70

60.
iﬂSO"
B 40 -
=

20
10

——— EM0Img QW
e (AP

, W R— p—

153 9% 77
154 100 68

12 16 20 24 28 32 36 40 44 48
ST SMIE)

72 64 60 55 37 20 7 5 0 O
43 33 22 18 11 4 3 0 O

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



[Ze21E]
<IN AR ST U - 11T - B38 D MSI-High 2 A7 % B (FEAER) 72 180808
NG EICIRD) >
OE B[RS T FERER (KEYNOTE-164 #B, Zd— k A)
HEERIT60/61 B (98.4%) 12, BIEAIE 35/61 5] (57.4%) TR LT, FHR
5% EORIWERIZ FRO LB ThoTo,

#5 ZHEBRN 5% EOBIER (KEYNOTE-164 8. 25— b A) (ZRAMMEIT S BER)

#EBIR2HE (SOC: System Organ Class) B (%)

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

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

—i% - REEER L O S ENORRE

) RE 7 (11.5) 1 (L6 0
Wy 6  (9.8) 2 (33) 0
AR MR 4 (6.6 1 (1.6 0
B RS RS & O SRR 5

RAHi 10 (16.4) 0 0
FEIE R KOV T A RRRE

% ) FENE 7 (11.5) 0 0

7ok, MEMEMZEE 1B (1.6%) ., BEEOKLERE (FEMEIREGRE, S,
FRBIESE) 16 (1.6%) . NTHERERED 3 il (4.9%). FUIRMREREREE 2 6] (3.3%). W
RK3B (4.9%) ., Bk - BEBUHRAEE 1 6] (1.6%) . IKZk - BEER 1 61 (1.6%) 23FEHH
Nico FTo. RIGK - BEO TR, MfklEE (7 2« SNU—IEGERS) . T EAREER
. ORIBHRREREE ., 1 AUBEIRE . ERRelEE R MEMER RE) . BEIEMEE, O
g, S M MRS PR SR EE . PR MR, JRIFEKDS . infusionreaction X N5 E 9
TERITRD DAL D o Tz, AEWERBBURDUIBEEFESR (AREMER T L) 258
DRGSR A T,

@ E BRI EZE T AERER (KEYNOTE-158 #t6R)
HEELIL, 91/94 1] (96.8%) 1. BIWEAIL. 5894 B (61.7%) (T3 Hiviz, FH
T 5% FORWERIZTRDO LB THoT-,



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

#EBIKHE (SOC: System Organ Class) B (%)
HAGE (PT: Preferred Term) 94 131
(MedDRA ver.20.1) 4 Grade Grade 3-4 Grade 5
2RIEA 58 (61.7) 12 (12.8) 0
B ke E
THI 9 (9.6) 1 (1.1) 0
GITIN 8 (8.5) 0 0
M - 5 (5.3) 0 0
— % - RHEER L OB S OREE
) RE 8 (8.5) 1 (1.1) 0
it 11 (11.7) 0 0
B8 KOV T AL RRRE
7 9 FENE 11 11.7) 0 0

. FEMEMRE 461 (4.3%) . KBk - BEOTHI3F (3.2%) ., #tfEE (£7
2o N UIEBRRES) 2 5] (2.1%) \ ATRERERE S 8 51 (8.5%) . HUIR L RERRZ 8 151 (8.5%) .
1 ZUBEPRIS 1 61 (1.1%) . infusionreaction 1 5l (1.1%) 23§D LTz, £/, EEDLE
fE (R EREIRIRIEGERE, ZIRLEE, FEEIESE) . T ERAHEERES . RIEHREREE,
el E URMEMEMEBRE) . R, Mk - BB BIARE, BREMEE, O
K. Wide - B, SRR OB PESRBER . TR IR M, JRIFERES K ORS &9
IR Lo Tz, RREWERZBUR LI EES (BRRMRAEMER T 25Ty 25Tk
R AT,

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

AEFERIX, 149153 ] (97.4%) 12, BITERIE. 122/153 651 (79.7%) 12388 B ALz,
W DRECTRIELEDN 5%LL EORIWERIZTRO LB THh-o7-,

10



£7 WTNHLOBETREEN 5% EOBIER (KEYNOTE-177 RER) (REMMEIT St 24£M)

ZE M K4 (SOC: BE (%)
System Organ Class) AFRE (b RIERE
JEAFE (PT: Preferred Term) 153 44 143 #il
(MedDRA ver.22.1) 4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
FEIER 122 (79.7) 33 (21.6) 0 141 (98.6) 93 (65.0) 1 (0.7)
Mgk KOV >/ RBEE
2 1f. 9 (5.9) 2 (13) 0 17 (11.9) 7 (49 0
T HRER I i 0 0 0 30 (21.0) 22 (154) 0
NG
PR B REAR T 16 (10.5) 0 0 0 0 0
E e
250 6 (3.9) 0 0 10 (7.0) 1 (07 0
INCEN 8 (5.2) 3 20 0 0 0 0
5 2 (1.3) 0 0 10 (7.0) 0 0
T 38 (24.8) 3 20 0 75 (524) 14 (98) O
N RS 11 (7.2) 0 0 6 (4.2) 0 0
L 19 (12.4) 0 0 79 (55.2) 321 0
A% 8 (5.2) 0 0 43 (30.1) 6 (42 0
I - 5 (3.3) 0 0 40 (28.0) 5 (35 0
—i% - BEFEER IO SEAORRE
I e 11 (7.2) 0 0 25 (17.5) 5 (35 0
9 57 32 (20.9) 3 200 0 63 (44.1) 13 (91 0
HEBE D RAE 4 (2.6) 0 0 25 (17.5) 1 (07 0
FEN 11 (7.2) 1 07) 0 4.9) 0 0
R AL AN 0 0 0 8 (5.6 0 0
JEYSIE RS K OV HUE
NGRS 1 0.7) 0 0 8 (5.6 1 (7)) 0
i R A
ALT #4m 15 9.8) 3 200 0 10 (7.0) 1 ©7) 0
AST 5/ 17 (11.1) 2 (13) 0 7 (4.9) 1 ©7) 0
1A ALP H#540 12 (7.8) 1 (07) 0 3 @20 0 0
i ER A 1 0.7) 0 0 33 (23.1) 24 (168) 0
iR 2 (1.3) 0 0 9  (6.3) 1 ©7) 0
R 3 (2.0) 0 0 (5.6) 0 0
i BRHa D 1 0.7) 0 0 17 (11.9) 6 @42 0
R L O EE
RARIEER 12 (7.8) 0 0 49  (34.3) 3 @21) 0
1&H U ™7 2 LE 3 (2.0 1 (07) 0 8  (5.6) 4 (28 0
B RS R L OV SRRk P =
BA &R 16  (10.5) 0 0 2 (1.4) 0 0
PR R
FEIED E 4 (2.6) 0 0 15 (10.5) 0 0
R N 2 (1.3) 0 0 13 (9.1 0 0
K= 2 —m RF— 1 0.7) 0 0 25 (17.5) 1 ©7) 0
KRR =2 —m N F— 0 0 0 29 (20.3) 3 @2 0
B K OUREEREE
HER 2 (1.3) 0 0 10 (7.0 2 (14 0
M g, MaERES K ONERm RS
E=Aaatiiih 0 0 0 20 (14.0) 0 0
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Bl R 4y HE (SOC: B (%)

System Organ Class) AFHE == 375 it
JLARFE (PT: Preferred Term) 153 {51 143
(MedDRA ver.22.1) 4 Grade Grade 3-4  Grade 5 4 Grade Grade 3-4 Grade 5
LR KO P AR RRRE S
JHESE 5 (3.3) 0 0 28 (19.6) 0 0
B2 o L 7 (4.6) 0 0 10 (7.0) 0 0
FE - BIEFEIREN A ARG 0 0 0 25 (17.5) L 07 0
5 FEE 20 (137) 0 0 7 @49 1 (07 0
£ 17 ALy 1 07 0 1 an 1 07 0
k=g
1 I 1 0.7) 1 (0.7) 0 9 6.3) 6 4.2) 0

¥, RVEMEMIZRE 561 (3.3%). Kiak « /MK - HEO TH 14 61 (9.2%) . #ik
fass (72 « NU—EEREEE) 161 (0.7%) . BUEAFS - FFR4 - FFREREREE - AT -
fEALPENBAE 2% 25 151 (16.3%) | IR EREERERR T 18 131 (11.8%) . T EAABEREREZ 2 151 (1.3%) .
R HEEERE 2 1 (1.3%) . BEHEEREE (RMEIEMEBRE) 261 (1.3%). Ak - B4
R RAAE 141 (0.7%) . infusion reaction 2 5] (1.3%) . #68% 1 5] (0.7%) 2358 H ATz,
T, BEORERE (TEEREESCRMATE, RERIEIREGRE, S, X
ESE) . 1 BUBEIRIR, PER . EIEMNIEIIE, MM - BB, S E ORIk, EER
MEREE (M RIS PESRBER . WM PEE I, JRIFERES  MERRRIERES) KON
EKREBIEGREIIR O b o 7o, REWERRBURDLIEESFS (BRMRAME R 25
te) HEUEIERETRT,
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(At - HE]

ARNOREREYEHRETT L EZFIH LIV I 2L —v 3 0c kb, AH 200 mg %
Q3W, 400mg % 6 @R (LT TQeW) L5, ) XL 10mgkg (KE) % 2 @[H
IkE (LLF TQ2WJ &5, ) THEE LIZBEOARAI O MG FRENRG SNz, £ Ofk
Fe. AAI 400 mg & QW TH G- L7=BEOARHF O E FIRREIZ IS 1T 2 Mg iR (B
T [Cagss) &9, ) 1E. AHI200mg Z2 Q3W THeh: L72FED Cagss & LT 5 & T
Ehitz (FF) . £72. &K 400mg %2 QW TH G- L 7=BROARHKI D EHIRREIC I 1T 5 %
EMIEFIRE (PAT [Crass) &V, ) 1F. AH200mg 2 Q3W THH: L7ZFED Craxss
EHE L CTEEZ R T EFRISATZ 00, BARANBREIZBOD TERENHER S AT
LA - HETHH5AHK 10 mgkg (RHE) % QW THE L72FED Craxss & Hl L TIK
EEzrTETFHlsnz (TR , 6, ERAEBE 235K 400mg 2 QeW
TG L7/ TR (KEYNOTE-555 i5R) K 0 155 7= FHMEIC S < Ky ke
RIA=BFT VI alb—ra Al PRI LICEMERE ST XA —X LHEEILT- (F&R),
Mz T, BEORENEIZ 31T 2 BRI 2 D & | AFIORER & & AR Tk
& DER#EZMFTT DIRBESIST T VD EE S L, AHK] 200 mg 2 Q3W X% 400 mg %
Q6W T 5 L7-FROBREE R & AahiE 3 etk & o iz S THRET S =R, b
LD - HEOM THEINE L ONREMEICAME R 2RI v & PRl Sz,

&8 FADOEMBRL N T A —F

P - AR Crex Cag Crin Craxss Cags Coinss
(pg/mL) (pg/mL) (ug/mL) (pg/mL) (ug/mL) (pg/mL)
200 mg Q3w (58.2?'519.7) (27.277.298.1) (17.?.118.3) (91.3?34.1) (492??1.0) (30.3;?21.4)
4W0mgQBW' | 170 | (o a7 | (04108 | (e | s0nsts | (198209
40(0%,% %W (1351.2(,5%6.4) NA (14.12 '22.4) NA NA NA
10 mofkg Q2w (21212823) <14é,4£1145) (11%,1221) (4212?133) (272,7382) (19;3;00)

+:n=2993, 100[HD Y I = L—y 3 LY EH SN KANEIEO T IE (2.5%4, 97.5%) | Crax : HIEIE
HHOREMIETIRE. Cag: PIBHEGHOFEMIEFIE, Crin: FIEEEGE (A 70 2 E5) ORKME
YR Crmaxss | T INEICI T 5 B MG TP R E Cavgss : TEFEARBEIZR T 2 FHIMIE TR, Crinss : EFIRREIZ
BT D AR i o

T o 56 B OREEIE (95%(EHEIX D)

§ : 41 B AT (95%I5HE X [H)

NA : 5%347: L
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4. FHEERIZDULNT

TRERARMEE U CHEHSERE IS T D868 - B A B < MSI-High A9 % [@ERHEIC
X3 HEHAMGEREN T SN TS, AEZE D, EHRNY 27 EHEE (RMP)
(233 < ARFN O R S & EMEREAIE B~ D W R 23 8 2 ik T - T, ARFI O 5703
W B AW - B L, ARG L v BERRWER 233 LIZBICkhid 5 Z
EMRERTZD, LTOO~@DT X TEMI- T B W THEHAT I RETH S,

O mEFITHOWVT

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

(1) FEAEFBRENEET 20 A2EEHENSRRES BT RA A R EEEIL SRR
HUIE )N AR B EEHL R, HUR DS ARSI RE 7 &)

(2) FrEREREIFLL

(3) HEMIRAENFEET 203 L HOEEERRE (D AREERREWHbL. 23 A2
W IEBE, 3 ARSI EEHERE B e &)

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

(5) PUEEMEREES AT EFINE ORI AR D i H 21T > TV D Mk

@2 X5 & 72 2 R T OALSRE S O BIE A FE B O RIS 57 70 ek & ek 2 FF
DER (FROWTNNIEYE T DERM) 23, YE2EROAFICE S 5RO EE
HELTRESN TS Z L,

TP IMETFIRIERITHE LT - BROGHE~ A 7 2% T 7 A4 MALEME (MSI-
High) Z4A9 5P (BEHERR2RRENIREREEIZIRD)

o [ERIGIFESE 2 EOHAHME ZE T L2121 5 FELLED D ATRIED BERHE &
fTHoTWBHZ &, 96, 28U BT, BAERYEELY I & LZBREESOHHE %
IToTWVWBH I L,

o [ERIGEFEUSE 2 FEOPHHEZE T L2142 4 FELUL EDOBRRBRZAE L TV 5
Z L, OB 3FELRIE, G L 7R D FEIEREI T O 0 A SRMIERIE Z G T DS VIR D
ERBHE 1T > TN D Z &y

IR YIBRARE /AT - R OEHE~ A 7 aYT T4 MARLEM. (MSI-High) &4
T 5 - B

o [ERIGEFEUSE 2 FOYIHEZE T L7122 5 UL ED D AIRIE O EGIRIHE %
fTHoTWBHZ &, 96, 28U EF, BAEYEELY I & L-RRESE S OHHE %
IToTWAHZ &,

o [EARFFEUSE 2 EOWBINHE ZE T LI%IZ, LSO N AFMIRIEZ ZT 5
FLLEDOHLBARFZOBEMZIT> TS Z &,
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o [EAIRFFESE 2 FOMINMEZET L72RIC 4 FL LORIKERZ A L T\ D
Tl OB 3T, HRE T DT O N AR E e ATRIRD
FRRBHE 21T > T D Z &,

© BRENOERFHREHEOKHITONT

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

@ EBIERA~DOXRIZOWT
@-1 FERAEHICE T 5 EY

R PERR R D EEE A BIE N AE LT-BRIC, 24 BRRISIRIRHIO T, Mk X
IR 3BT B L2 BIERNICIE U CABRE BE L O CT Z O BIVER ORI
ERRAEORERD Y HHRIZE I, B HITRIGFTRE AR > T D Z &y

Q-2 EFEREHRICLH>AFEFSNCETIEH

DN AR 2 BN 2 ik M O e 2 A 2 EREEHENRIERT =421 > 7
EEHEOIEROAT ) —= T EITOERE & E#REZ G TE 5 F— AEBRIRH] 235
i S TnWBZ L, 2B, BiAHIZHOWT, BRABRE EZOFEICHFIITEMENT
WhHZ L,

®-3 BIEADOZWORINICEE LT

AWER (FEMEMEEIZINZ . KIBE - DMk - BEO M, BUEFX - IR - 1T
BEREREE - 2 - B bMEIRE R, B#EEET (RMEMEEBERSE) . WowEE (F
MABEERE T, FIRIRRERE S, RIBHERERET) | 1 AUBEIRP. 5 & IR, ik - B
RlfRIE, R, HEOREET (PEthRESEMAE, ERIREIRIEERE, 2 AL
BE, FHRIEIESE) . infusionreaction, MM - BlEsc, HJEM M E, MfRkESE (F7 0 -
AN USRS | D2, B e Mk FEE (S M i VR B A R SR B . ¥ MR I
REFERES . MERERIERIESE) . MERERIEMAE. M) 13 L. Yikhiak XUTrpEE
WRERI DML A D EM & L (RIEH OZKBr-ox S I L TRER O #E L
FONDEMHICH D Z L), BEHITHUIRLENTE HEHNE> TN 2 L,

15




5. REXRELGDEE
(GBI 5 4 H]
O TROBHFIZBWTAADOHMEI RSN TS,

o NAMEFFIERICHE LZET - BROEHEE~A 7T T4 NARLEM
(MSI-High) #f ¥ 2 EfHE 5 (EAERRIRR R EE 225612 R D)
o IREMUIBRARE /ST - R OEME~A 7 a7 T4 NARLEM (MSI-High)
HT DN - B
7055, MSI-High (2R3 2 ARAKID 2 o "=A4 i3k & LT, lk5E4 : MSI B »
L (FALCO) K OMK5244 : FoundationOne CDx WA J L7 a7 7 A VINHKGREN
TW3,

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

MESLSNTELT, AFDEREGHIR LB,
o FiombhRE
o fOPUEMELGA L O L TRE SN D EBH

[ % 42MEl B % )
O FRICHENT 5 BECOVTEAAOEEREREE SNTND I L b, #5517

Dipnz &,
o ARANDRSTHR LIBBUEDORBEAERED & 5 BH

@ RERTOFHIZBW T FREICHEYS T 5 BE IOV TE, AR OG- ITHEE I L0

D, AOIRFERPUL A 2 NG EICIRY | HEICAHZEHT 22 L 2BETE D,

o [HEMMMEROEIUIBED & 5 B

o i E R CRIE R & R 5 B K ONEBYME 0 Ji S R i gk 2 <08 Ge 11 it 2%
FEDOMIZRIEMEZE LN HA B D B

o HCOMEERBOADE TR L IXFRMED B O g R B OREERED
o5 BE

o BB (GEMmEMaBEEL ZTe) Db 5B

o MBEOBREXIIBHEE AT HERE

e ECOG Performance Status 3-4 /% D4

S MSI-High % #4 % ETABEH O — 1T ) > FHEGERTH D = & 28 STV 5 (Latham Alicia etal.: J Clin Oncol.
2018; JCO1800283)

(I£6))

ECOG @ Performance Status (PS)

Score

e
EF%

0

2L MR JEBTE 5, AL [ U HEAENHIRR <72 2,

PIARIZ I LU EBNIHIR S D 2%, AATRIRE T, BAERERE > COMERITITI 2 LN TE D,
Bl BOFE, R

BATARECH Y OH DEIY O Z LIF T SN TAEEEMEEIFITE R, B D 50%LL Eig~y M Tl I3,

[RONTEGOHOEYDOZ L LNTERY, HHPOD 50%L L&~y R TilI 4,

1
2
3
4

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

BEICIFRLTEEITREEHE

AT SCERE TN 2, B IR B 3 D3RS 2 BB 1T 3D & K o etk K OV 1E i

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

TRIEBRABICHENE D | B XX 2 OFIEICHIME L OERM %2+ L, RE 215

ThoETHZ L,

FREWEH O~ 3 A MZONWT

o [MWEMMEEND LD ZEND DD T, KEIOEEIZHT- > TiL, FIHE
W (BGIv, PRI IR EE, k) ORERE M O X S o FE %, Blgx 1
FATH Z L, Fo, KOS UTHE CT, i~ —h —FOmA % Kl d
HZk,

e infusionreaction 23& HILD T L NI B, infusionreaction 3R HILTZHAIC
(%, WEIRALE 21T O & &b, SRR EIE T D F TREOREBE 08l
THZ L,

o HURERBERERETE . T HRAEMERET LK ORIBEEEREN L LDONDLZ EDBHHD
T, ARFN OB H-BIbbET M O G- 30 X EARIC N IS EERR A (TSH., 178
T3. W78 T4, ACTH, i =L F Y —VEORE) ZFEiT 5 &,

o BUERTSR. IFAa, RS, ITR, {LMEERP O LN Z 03D D
DT, AANIOEE-BRIERT & OG- W e S iFséaE 4 (AST, ALT,
v-GTP, Al-P, BV LVEVEHDONIE) 2FEiid 252 &,

o SEIERK (IERKMITEEMREREZ ETy) EORERIREENRH DD
ZERHDLOT, EMMICIROBE OFBEMGRT &, -, IROEFEN
RO BTG EITIE, HONCEREEEL 2T 0 L) BEZIEET HZ &,

o ARFNOEHIZEY GBEOGIESINITEK T D LB 2 S DA 7R BSOHRE
NHOLOLNDIENH D, BENPFDONTHEITIE, BELE-FLRIILLT
BEFAR 70 5% & R0 2 FF O R Al & e Ul 2R R M A 1TV B E O Rk
FOGIZ X B BWER D S 2355113, ARFIORIE T H 1L, & ORIE R E R
WEVRIOBRGEZZETDHZ L, 2B, BIEREFRLVE L OERGIZEENE
FHOUENFRD BV WA, B EE A o DA o sl o8
LEETDHZ L,

o BETH.ECARIN O ARGE L T LEWERANRE T ZER"H D720,
KB OBEHE TR HRIER OB 2ITHEET H 2 &,

o IAUBERRI (BUE | USRI A B ) Db bbtv, RS h 7Y R—T &
WCEDZENRBHDHDT, Ol Bl NEH-%DORER DR BLLCMPEE D FH12+
SEETDHZ L, 1 BRSNS ii&k G 2L, AR ) il
RO GEOMY R LEEITH Z &,

AR DOFFAR BRIV T, KEYNOTE-177 i BR Tl 9 M = &, $£7-. KEYNOTE-

158 7B & O KEYNOTE-164 ik (24— b A) TIE& 5865 1 41T 9 M

TEL VAREDRET 12 B S ICHEIMEOFMI AT o TV Z L2 SBIT, KA

SR ESICE G RAE TR R OMEERETT D Z &,
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EFERHEETA N7
Rh7u ) X<w7 (EiaFHBZ)
(k74 : ¥4 b—& miE#IE 100 mg)
~ P e ~

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




SR

1. [FL®IZ

2. ARANIOFHH. (EHEF

3. ERARAKAE

4. JEglzoOWT

5. BHxtG LI b

6. BHICEL THE T XX HIEHA

P2
P3
P4
P9
P11
P12



1. Xt Hic

RIS DOF M « ZEMEOMERO T2 DITIE, WS SCEEITIES W2l 7 AR D
BND, 5T, IEOREEFOMEAIC LV | FUREIRS 72 & OHHN 72 3R AR
FFREEGENARINDLHF T, 2D DEKTZ BV E B ITIRAET 2 2 L RSO
PE L 72 o TR Y RFMBGE R & SCE O AT #2016 (L 28 4F 6 A 2 H BIFEDE)
ICBWTH, HEHNERNLEOMHORE(LHEEZX S Z & L ShTna,

AR AR ESR S, EE RS R 27 0 7 7 A VBB FEOES L & B S MR
RHZENRDD, ZOD, HIWEROLZEMEICET D ERN+0ERT 5 £ TOR,
MHEEGLOBELEEZT D LRI NDBHEICH L THEAT D & & Bz, BlfE
FMFEE LTI LB 2t & D 2 & AN A fE e — 8 O B 24 7= 3 EE R B < A
THZLENWEETH D,

LR T, ATA KT 4 TlE, BIBEESSINE TITHE LTV A EFIRFR -
BHER LR EED & | LU O E IR O feii 70 FH 2 HEE 3 2 8LA & B2 B B %
F RO EFREERT,

RE. RHA RTA 0%, MNIATBOE NEHR G ERE R O, 2 EEARAR
BRARNEE oy —MAERTE N B ARERIR N E 2 K O AL RE A A ARG IRERFH 2 O 1
Db EAERR LT,

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

RGERDMBETNG - ARTBUIBRASRE S TR 0 Bl g

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

Bl IR 98 ¥ H - MSD RSt

(%)

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

=R

I==N

R SUFAN R+ ARTBUIBRANRE SUTERREME oD B il i e

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




2. ARIOFK, 1ERKERF

XA N —F REEHE 100mg (— 4 RAaT7n ) X<v7 (B z), LT TR
Al EvvH,) X, PD-1 (programmed cell death-1) &% ®D VU 4> R T#H 5 PD-L1 KON PD-
L2 L OfEEEEERET S, & MbigG4E/ 7 n—FAHEKTH D,

PD-1 FRE&IE T A S0 B AR REAE s KL D 72 D12 28 A A3 4~ 5 T2 72 e i il 4
AA »F T, PD-1 1%, EFE/IRREICEWCTEER T HilROMaEmIc R L, 3%
P& SO % B Ee A B X Rl 7o 0% SO & HliE 45, 9725, PD-1 (XY Hv REfE
AT D LICE Y PURZERICL D v 7T vmiEa A+ 228K TH 5, PD-LI
DIEFHMMZIBIT HRBUTDO TN TH L0, Z< OB MM TIX THMROBE 282 5
IECBRENCHBL L T\ D, BAFIIICE T S PD-L1 OE I, B, W, iF
Mg, JREE . FE/ NI 2 & O 2 I BSATTHRARIK - TH Y | RWAEFR L
OHEBEMERRE S TWD,

B OB DGR T1% & PD-L1 2 BLOMBINED S PD-1 & PD-L1 O#REIZIEE O
TP AR C BV CEHEEARRE 2 H ) Z EAURB SN TEY | i RN ARROEN L L
TSN W5,

AANL, PD-1 & PD-L1 X OXPD-L2 Dl U B> ROFEAZET L Z &gk, EE
T NBR B T D B A S M T U o SR 2 1R ML S8, HUE S ) & FEME L
52 & CHERG R A IS 5,

AN DIEFIREFIC 555 < MBI DS SUSIC & B BIERISE 3 & b, B UL I
BB RN D B, ARIOR G PR O EHICIT, BEOBREE HITITO, RHAR
W B ACIE, TSI L BRI U 72 I 72 R & R A R O I T & S LT
U1 ATV, B ORI & B EER DN B AL, BIBAE AL
EUHIOR G DM B AT ) BEN D B,



3. ERPRARE
FRIBEIBRASHE TR M 0D Bl g 0D A GRIFIC R 2 1T o 72 1 72 iR IR BR 0D i &
NE IR

(0]

[ BR L[R5 AR SR (KEY NOTE-426 7tlfiR)

(b FRIEIE D 72\ MRIG UIBRANHE S HEARE ML oD 18 B B A Rkl g S S 861 1 (B AN
NAplzETe) 2R, A=F =7V A (LIF T RA=F=7] w9, ) %%
KHE LT ARANE T R F =7 LD HEE ULT TRB/ T XF=7 L5, ) ™3
DA INE R NI RET Sivle, FEFHIE BT 24 (BLF Tos) w9, )
KOS AR (LT TPFS) &9, ) L&, ARHlI/THRTF=T71%, A=F=
7L T, OSKUPFSE A BEITIER LT,

*] : American Joint Committee on Cancer J7% #155 3H12 52 < JEHITV

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

*3: A% 200 mg 3R LT TQ3W) &\ 5, ) THIRNEL L, 7% F=7%5
mglH 2[E (LLF TBID) &9, ) AL L, 77X F=70HK58IL, 5mgl
A 2Ty s 2a—2 (6#M) LEAFENRHY ., Grade2 B2 57 ¥ F =
T ORIERNZRD BT, ol E2 15090 mmHg UL FICEH SN /-854. 7mgBID
~OWEEZAEEE L, EoREOEREZ FV, 10mgBID ~O &S AliEd Lz, 7
XU F=7E, BIEAOER, BEEESIG U TREIEE (3mgBID, &IiZ 2mg
BID) b AfAEL L7z,

#1 Ak (KEYNOTE-426 3Bk)

AR/ T X F =Tt A=F =T RE
(43241)) (4293)
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 : Z#EIXFE], NE: #HEEAR A, *1: FEMNTEREDT —% (2018F8H24H v hA7) | *2: &
B Cox LEBI N — RET WL D A=F = TRELE DR, *3: @RIn 7 o 7 KiE. *4 : RECIST
HA RTA LIRICEHS K S FSL P yef &



100 e AF[200 mgQBWR U T FLF=T
90 - 'M
80 >\
s 70 RA=F=TJ T ————e
# 60
# 50
& 40
30
20
10
0 : : : :
0 4 8 12 16 20 24
at riskay EEM (R]
gi!gc;n:g;nm R 432 417 378 256 136 18

e e 429 401 341 211 110 20
M1 OSOHEfENTEEDKaplan-Meier i (KEYNOTE-4263R88)

100
90
80

& 70-
60

5 50

B 40 -

& 30
20 -
10 e

0

AF200 mgQAWR V7 XL F=T

0 4 8 12 16 20 24
— SRR TR )

EF00mE QIW 432 i57 251 140 a2 3 0
BUPEvF=T

A=F=7 429 302 193 B9 19 1 0

X2 PFSOH TR DK aplan-Meier fi#f (KEYNOTE-426335%)



[Zz421E]
[E BRI RS M AHGER  (KEY NOTE-426 #5k)

HERGIIARAK/ T X F =71 4221429 5] (98.4%) M ONA=F =Tt 423/425 {5
(99.5%) |23 H AL, IRRIE L ORI RN EE TERWAEFRIT, £ 413/429
B (96.3%) M OF 415/425 5] (97.6%) (T3 LTz, WT I ORETHBLEN 5%l -
DOEWERIZTTFTRO LBV TH -T2,

£2 ODINOLORETRIEN 5% L EOBIEA (KEYNOTE-4263R8%) (LML »S4E M)

HEBRSHE Bl (%)
(SOC: System Organ Class) AR/ T xF=TRE A=F =T RE
JEARFE (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
AEIER 413  (963) 269 (62.7) 4 (09) 415 (976) 244 (574) 7 (16)
KR LY v SREEE
H 1f 12 (28 1 (02 0 69 (162) 13 (3.1 0
i BRI S 5 (12 0 0 37 (87 6 (1.4) 0
I R ERIBE 6 (1.4) 1 (02 0 79 (186) 28 (6.6) 0
1IN 8 (1.9) 0 0 94 (221 22 (5.2 0
N MRS
R IR RETTE S 52 (121) 4 (0.9 0 14  (33) 0 0
FOR IR REAR T 135 (315) 1 (02 0 119  (28.0) 0 0
BIGREE
-0 23 (5.4) 3 (07 0 16 (38) 0 0
15 31 (72 0 0 29 (6.8 0 0
T 210 (490) 31 (7.2 0 175  (41.2) 19 (4.5) 0
PN iz f4 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  (212) 2 (05) 0 111 (26.1) 4 (0.9 0
H N 61 (142 3 (07 0 86 (20.2) 9 (2.1 0
M - 34 (79 1 (02 0 56 (13.2) 3 0.7) 0
—f - AFEERS X O GMALOIREE
1 J5E 50 (11.7) 6 (14 0 54 (127) 12 (2.8) 0
9 57 130 (303) 10 (23) 0 142 (334 21 4.9 0
SR D JAE 55  (12.8) 4 (09 0 9 (212 7 (1.6) 0
FE L 16 3.7 0 0 24 (5.6) 0 0
B AT
ALT H#4m 102 (238 52 (121) 0 54 (127 11 (2.6) 0
AST #4/1 97 (226) 29 (6.8) 0 59  (13.9) 7 (1.6) 0
M7 L7 =1 24 (5.6) 0 0 30 (7)) 1 0.2) 0
1 AR ARSI AR L L HEN 22 (5.1 0 0 2 (5.2 0 0
I v ER AR 3 0.7 1 (02 0 48  (11.3) 29 (6.8) 0
RN & 2 14 (3.3 1 (02 0 76 (1790 31 (7.3) 0
RERA 41 (9.6) 6 (14 0 36 (85 0 0
i BREGR 1 0.2 0 0 37 (87 11 (2.6) 0
R L Ok E
AARIBOR 94 (219 9 (21 0 106 (24.9) 2 (0.5) 0
&Y o me il 6 (1.4 2 (05) 0 26 (6.1) 11 (2.6) 0
WE R Rd L O ARk E
RAHIR 52 (121) 3 (07 0 15  (35) 2 (0.5) 0
k] 23 (54) 0 0 16 (38) 0 0
PhRE R R
VS 40 9.3) 1 (02 0 129  (30.4) 0 0
GIEVE] 35 (82 3 (07 0 33 (7.8 1 (0.2 0
B K ORI IEE
EAR 66 (154) 11 (26) 0 39 (92 6 (L4 0



PRE BRI

B (%)

(SOC: System Organ Class) AE/ T X F=TRE A=F =Tk
JEAGE (PT: Preferred Term) 429 {51 425 51|
(MedDRA ver.21.0) 4= Grade Grades 3-4 Grade 5 4= Grade Grades 3-4 Grade 5
e g, MEREs & OWtRkE S
MK 32 (7.5) 1 (02 0 12 (28) 0 0
TR 98  (22.8) 1 (02 0 12 (28) 0 0
% ] 28 (6.5) 2 (05) 0 16 (38) 2 (0.5) 0
S 19 (4.4 0 0 32 (75 0 0
g ¥ KO TRk E
R g 27 6.3 1 (02 0 35 (8.2 0 0
T - REFERAMEARSERE 119 (277 22 (5.1) 0 168 (395 15 (35) 0
Z 5 FEE 53  (12.4) 1 (02 0 18 (42 0 0
5 46 (10.7) 1 (02 0 38 (89 1 (0.2) 0
k=4 &3
T I 179 (4170 91 (21.2) 0 184 (433) 78  (184) 0
B, ARHF/ T R F =TI CTHEMMZER 124 (28%) . KRGk - MEk -

RO T 40 (9.3%) | #fkfEE (T « NL—IEERES) 241 (05%) . fTHgnre
[ (ALT K OVAST #0017 E o Ftretm i i 2 5 ) 15041 (35.0%) . HRMRE
REFEE 1655 (38.5%) . TIE(RFEREREE 541 (1.2%) . BIBHERERE 1041 (2.3%) .
LHUBERRIS 1451 (0.2%) | EHERERES (RMEHIEMER &%) 9l (2.1%) . Wik - B4
KUHRMEE 451 (0.9%) . FIEFHIESIGE 4451 (0.9%) . L%k 241 (05%) . SE I
& 15 (0.2%) I ONinfusionreaction2f (0.5%) i biiz, £7-. EEDO K EREE

(B REAERARIE R, ZTEALBE, FRRIE ) | MR,

Wige - Bl SE, I o R PR

(oM IMRIBUD PSR BER , TR MR, JREFERRS MERRRIERIE &%) | IMERE RIEE
HER OERZIERR O DR o ARBIME R ZEBUIRDLIT B E 52 (IR B A S 25 To)

Za DR R 2T,



(M- AE]

AFNORERAEYEEET L EZFH L2y I 2L —3a kv, AH 200 mg %
Q3W, 400 mg % 6 FE[MMIE (LLF TQeW) &9, ) XX 10 mgkg ((KHE) % 2:8[H
Mk (LT TQ2W L9, ) TG L7ZBEOARF O iE PR ESRG S, ok
R, K| 400mg & QW TH 5 L 7= BEOARKI O EFIRBICI T 2 F MG RE (BUF

[Cagss) EVV9, ) 1. AFI 200mg % Q3W TH G- L 72BED Cagss & BT 5 & FHIE
iz (F#) . 72, &K 400mg 2 QW TH - L7ZBROARKI DO E HIRREIZ I 1T D A A
MIHFHIRE (BAT [Crass) £V, ) 1E, AHI 200mg 2 Q3W TH5- L 72BED Crxss &
gL CEEZ R T E TRISNE L O0, BAANBFIZBW CARERHRE I TN D
Mk - HETHDHAA] 10 mgkg ((KHE) % QW TH G- L72BED Craxss & HlE L TR
T ETHENTE (FHR) . ST, EEROEES 2 5 5RICAKA 400mg 2 QW T
5 LT s sSIAERR (KEYNOTE-555 54R) L 0 15 b v 72 S2RIMEIZ £E-5 < S EhRE X
TA=H I VI ab—ra Ak FHILZEYEIRE T A —% HRL L (TH#),
Iz T, BEOFEEIZI T 5 KRB IC FE D & | AREIOIgER & & A0 ULtk
& OE#EZ T DIRESST T VPR S, Kl 200 mg 2 Q3W X 400 mg %
QBW THhH L7 FRDOMRGE & & AWE T LM L& OBEIC O W TRF SR, &
SEORE - HEOM THNE R ORI e 22813 v &Pl &z,

K3 AAOEYBE T A —F

FA - AR Cex Cao Crin Cras Cagss Crines
(hg/mL ) (ug/mL) (pg/mL) (ug/mL) (ug/mL) (ug/mL)
20MQW | (55207 | (2781 | (7883 | (017040 | om0 | (05514
400 mg QEW! (12;,2:;24) (32.%??2.7) (10.1(,).50.8) (14613,4249) (50,?571_3) (19_2?';0,9)
40(0%9%%\,\/ ( 1351.2?'5;6.4) NA (14.1:'?5_4) NA NA NA
10 mgka Q2w <21§?223> (142?145) (11%?221) (423?233) (2727282) (19%?200)

+:n=2993, 100D I = L— 3 X0 EH SN BT EEO P YAl (2.5%, 97.5%40) . Cmax @ PIEIE
5% OE R MG FIRE, Cag 1 MR G5O FEENMIEFEE, Crin: PIEERG% (VA 70 2 530 DR
HIRIE | Craxss: EFARIBICIT 2 @ MIEHIRIE, Cagss : EHIRIBIZIS T 5 I MIEHIRE . Crinss : EHIRAEIZ
BT D IR 75 2 BE

T o 56 B D EMTELE  (95%(5 1 X i)

§ : 4L ORATEIIE (95%15 FEIX )

NA : %7 L




4. FERRIZOWT

I Y 2 7 EEGEHE (RMP) (KD & A O B 3K G 22 R R TS B~ oD 1 ) (ATl
Do Dltiak Tho T, KA OG- NEY) 72 BE 22 - FFE L, AR GIZ X0 EHE
7REWER Z 3B LTRSS 5 2 & BB R 7o D LU OO~@DF T A 72 i
HIZBW AT o2& TH D,

O HERRIZOWT

@-1 Fieo (1) ~ (5) OWTINITHEYT AR THDHZ &,

() FEAFBRENMEET D03 A B REEILSRBE S (FREF IR A B FOE LR
HOIER S AL B ISR E . Mtk 2s ARSI e &)

(2) FrERERERbE

(3) HEAFIRANHEAEET D03 ARRFOEEERPE (DA BIEEEIRERPE, 23 AR
W Ik, MY AR HE IR &)

(4) ARACFRIEEZRE L, SR EFREINE 1 U SRAE TN 2 O it gk e
AR DR AT > TV D fiex

(5) PUEMEREES AL & BN O sk LU 4R 5 R 24T - T D itk

D-2 B O RE Kk OEIWE RSB O RS Z + 47 7o ik & B & FEo =R (F
ROWTIDITEE YT HER) 2, Y2 R OARFNCET IR0 EMTE & L CRE
IhTWbZ L,

#*

o [ERSCTFEUSE 2FOWMHE Z1E T L721212 5L EDO D AIGE D EERIHE 217
STWHIZ E, 96, 24D BT, BAEYREE £ L& LZRRESFONHE 21T
STWNWHT &,

o [ERIRFFEEE 2 FEOWMMINHE ZE T L7212 4 FELL EOWRZFF O FERIHE 217
STEY., 55, 2400 Bid., BN O AR L 28 Te S ATRIRDEIRIHE 217
STWAHIZ &,

Q@ PBENOEREREREEDEHNIONT

PSR BB BT 2 BEE DR E S, BRSO oA D, Aotk - &2
YRS PRE RO G E K OERZE ST 2 @i, AEFFGRRBAE LI2GE oW
EW. BEREHODIITONDEHINESTWDHZ &,




@ BHEA~DOXIRITOWT
@-1 MM EEd % Bl

[V AR B E O BEE ZRBIER 2S84 L7 BRIT, 24 RFRER2 IR O T | %tz i3
HHEERIER TN T, FEBL L 72 RIPERNIZIE U CTABEE B O CT D EINEH @I /2
IRRRAEDORE R AP DIV, EHISH S ATRERIEHI A > T o Z &,

@2 EEREHEICLI>AEFSAMNISICET HEH

ARSI HE D 2 B 2 sk R OB RE 2 AT D IR FE DNEER =XV v 7
EHEOITEIROA T ) —= T EITOERE & #REZ LG TE 5 F— AEFRRH] 235
ESNTWDZ L, B, BIEHIZHOWT, NABRE & ZOFBEICHDITEAmMmENT
WhHZ L,

®-3 BIfERADOZW LRI LT

RIWER (FEMEMEBIZINZ ., KIBX - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - IF2% - EMERRAE 2k, BERERE S RS RIEMERRE) . AowkEE (T
MABEEIE T, FARBREEIE S, RIBHEREREE) . 1 BUBERN, 5 & DR, sk - B
TIRMEAE . BER ., B O EREE (PEMERLBIERAIE, BRI, ZA
BE, B RIEIESE) . infusionreaction, MM - BlFsc, HJEMMESE, MfRkEE (F7 0 -
N U—EGRESE) | Dk, BERERMIKRES (Gt MR TSR, i tEE i,
IREFERES . BERERIERIES) | MERERIEMRE. M) 13 LT, Yikhiak XUTrpEE
JERSEA DR A A3 % AN & s U (RWEH ORZBr-OXHS IR L CTHRER OS2 5%
TONLEMICHHZ L) | EHIZHEURLENTE KGN ESTND Z b,

10



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

TR ME O B s BB 2RV T ARANE T R

F =T L OAREGEOFERENRREN TV D,

© TRLICEEY T D EE TR D AK O PG K OME A IEIZ OV TIE, AFI OB ZhER
ESL SN TE LT, AAIOBRGRFR L7720,

o IR
o EKHOBMPEE

o OTAADHEZNEN R S TWIRW M OHUEMEIEEEF & O FF 5

| 7S et A pRAR ) |

O FRICHEYT B BFE IOV TIIARIOR GARE SHTND 2 Enb, 55T

DNz &

o ARSI LIsBUEOREERE D & % BH

@

TEIRATORHI Z W T RRCIZEZ Y T 2 BE T OV TE AR OFEITHER S e

P, MOTEFERIRE D R NG EICIRY | HEICAFZEN T2 L 2BETE 5,
o HEMEMREDEIFSUIBED & 5 BHE

Vi A
Hr

o R A TR

B % R M ONE B O T At ¢ R0 sk e i ¢

FOMICIRIEMEEAL N b % A
o HOREREDOEDR, TR RF L IXFFEMEO A SRR BOBEER D

% A

o EEFBMEE (EErMaBiE L ZT) Ob 5 EHE
o MDY I LA AT D EE
e Karnofsky Performance Status 70%Aji "0 o B

(=D Karnofsky Performance Status (PS)

Score | E 3%

100 |1EH, AT HBREOHF LNV, BHRERZ L,
B OTEE A ATRE, HBIeFEN LI\, 90 |BRWERIRIESR TS D8, IERTEB) A fE

80 |/ 72 0 EERSEIR H 208, ) L CIEE OIEB) Al HE
TG A2 LIIARARE, BETHEETE T, &| 70 BB OWFEITE 528, EWOIEE) - T2 2 L IX AR AR
HEITF LA EBAHRBRIZE DD TH D, | 60 |HNITHERZ LT TEXAHN, & EXNRSLE
Bea REREONMZLE LT 5, 50 PRIRE BB LR #ER X OENNRERITADLE

40 (BT, WU R LOFE#S LT
HOEIYDZ EEASTTERY, fiZdHH0| 30 |[2<ETT . ABNSLEEDEITII LEE > TR
WO E# L FSOF#ELMLE LT 5, RKE| 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, BLEIRTE 3£ DR T 5 ERHE 1T 25D & ARF O R KON IEfE
OO B G RZ2+ 5B LTI 52 &,

@ BEBRIBICSESL D . BE XIF OFEBRIAIMER a2 43 L, FE %215
Tob#EETH L,

@ FEREWERAO~RT AL MZDOWNT

MEMEEBR S 5D D Z ENH DD T, RADOEGIZHT--> Tk, FIHE
W (Bgliv, WL IREE, k) O M O X fieds o L, Bl5% -+
DATH Tk, Flo, BEISUTHE CT, MG~ —F —FEORA % Ehi 7
HT &,

infusion reaction 23 &% 545 Z L 23% 5, infusion reaction 23738 H LT A T
X, EEIRALEEITH & & BT, RN EET 5 £ TREOREZ /51 #8E
T5HI L,

FR el . N EAEERE LR OCRIBEEERERH bDLND LR H LD
T, AAF| OB G-BAERT M O G-I P I E NN W EER A (TSH., ##f
T3, W58 T4, ACTH, M= F Y — LV EDORIE) 2Eid 5 &,

BIERF 2%, A4, IFeeRES . TR, {EHRERD L OND Z 03 H D
DT, ARFN O G-FbEET M OF G- Fi3E eI iTeésem & (AST. ALT,
y-GTP. Al-P, BV /LEHOMIE) 2EfT5HZ &,

SEIER (MR L TR BHRAERZGT) HFOEERIRESE NS bbb
ZENHHOT, EFICIROEF OFBEMRT 52 L, £, IROEF N
RBOOLNTHEITIE, HONCERENZZ2 T2 L BEFELRET L L,
AHNOBEGIZ LY | WEDORERINIER T 5 &5 2 bILb kA IR B E
DHOLLNDZ ERDHDH, BEDPBROONTLEICIE, BB LEFRIIS U
LR 70 ik & BB 2 e o [l &l U ClE vl e BRI Wi 2 1TV R EE O s
FOSMZ & 2 BWER BN 2561215 AR ORE ST 1L, K ORIE B R
NEVRIOBRGEEZZBETDHZ L, 2k, BIBEREFRLVEYOELIZXDEIE
A OUEERFRD IR WIGEIZIE, BB RE ARV o LISt O Sz i Floisin
LEET DL,

BeHHET %, BRI OB T HRBSE L TOLEIERBRET 22 Enb 5720,
AHNOEGHETRIZGEWEH OB 2ITEET D 2 &,

1 BUBEpRIE (BE L BBEIR S 2 & de) Db bbiu, BERPES 7V F—T &
IZEDZENRDHLHDOT, A, O, EHFEOIEROBEICMAED L2+
SEETHZ &, 1 HERFEN OGS &G ERIEL, AR Ul
H OB GEOBHE RAEZITH Z L,

@ AHFNOERRBRICIBWN T, BEBBHS 2B, UIRIIM4BEEE TR, 0
#% 12 W EICHEDMEOFEEIT > TV 2 L 2BE 0, AFIHG R EHICHE
B TR OMEREITH Z &,

12



XEFEHEET A R A
NhT7u ) A=T (BicFHEER)
(BR5e4 : %A b —& & 100 mg)
~ BRI ~

SRxTE1 28 (Ff 348 AWET)
JEA B EE




ER/N

1. IFIC®IC P2
2. ARHIOFE, TERBET P3
3. AR P4
4. FEFRIZHOWT P12
5. BHxtG Ll b EE P14
6. HEICELTHETRXIHRA P16



1 XC®I

=S5 DH N « B RMEOREROT-OIZIL, IR SCEEIZE S W2 Ee AR D
B, 6T, ITEORFEHINOMEAIZ LY | FUREIKS 22 & OFHN 72 Frlil/F A%
FFEIMPERBINHH T, 2O DOEEKGLZ FEICLER BT IR 5 2 L BRED
PR L 72 o TR RREMBGEE & O FEAR T #2016 CFAL 28 4F 6 A 2 H BRI E)
IZBWTYH, EHMERLEOFHORKE(LEEEZ XL Z L LS TWn5,

FORE R ST, SRRSO BT 0 7 7 A VS EDEIK L LB S TR
RHZENRNHD, TOTh, HMEROEEVEICET A ERS 0BT 5 E TOR,
WMELEHG DO BEEZ RS ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
FDFEE U= LB 72 kb 2 & D 2 & DS ARE 72— 8 O B &3 7 9 A B <l
THZLENEETHD,

L7eRoT, KA RT A TiE, BIFERES ZNE TITE LN TV A EEIH -
BHEm R S & | DUTF ORI O e H 2 HEET 28800 6 MR B &5 2
F RO EFRREZRT,

B ARITA RT A %, MNATEBUE N ESE S ERES R G, A tHEANR AR
BRIRME s . —MERTEN B ARERIRNEES . —MFEEEAN AR H SR 7 kO
NasfEHEN AR ORI 20106 EERR LT,

RIG L IR HEINL A b L—F EEERE 100mg (— R4 e T X~vT (Ein
FHAHER))

R ERDMEXIAE « TR XL =R 2 A 9 5 S

RNEERHRMEROCAE - @, AL, Xa7n ) X~7 (B rdfz) LT 1
[a] 200 mg % 3 WA HIFE XX 1 [5] 400 mg Z 6 F HI[F R T 30 47 [H
T TR D,

il 3 B 58 3 #F  MSD Rt




2. AFOKK, {ERBERF

XA M —F RTEEHE 100mg (—fi4 - RXa7nr ) X~v7 (@ z) ., LT TR
Fl w5 ,) 1%, PD-1 (programmed cell death-1) &% ®D Y %> K Té 5 PD-L1 & T PD-
L2 L DOfEEZEZMAET S, B MEIgG4 £/ 7 v —TF LHURTH 5,

PD-1 1T T MRS G CLRERE ) & 84 5 72 OIS A AR DS FI FH 9° 5 T2 70 S0 2 il 4
AA wF T, PD-1 1, EFEZRRBICH WD TEER T MiluoMinLmIc BBl L, B O %
P SO % B e A Tl 72 e OS2 %, T7ebBH, PD-1 (XU T2 REfH
ATHZ IRV PURSERICL D v VT V2 AICHIET 2% B8Rk TH 5, PD-LI
DIEFFFRIC B T 2 HBUT DTN TH LI, Z< OBRAMIETIE T M@ 2z
HIFCEENCIH L TWD, DAMBIZIIT S PD-L1 O &38RI, BN . BENE
MR IRELRE ., FE/NMRATE R & O A e R TTHRARRE - TH Y, RVVEER
& OB HRE STV D,

BEL DD A DGR T & PD-L1 FBEOFEEEMED S PD-1 & PD-L1 OB IZNEE O
TR R B W CEEREE 29 Z LAURBR SN TE Y BN ARIROER L L
THIfF ST 5,

AFNZ, PD-1 & PD-L1 X ONPD-L2 Oitj ) > ROfEGEET L Z Lk, 5
W NBREE T OISR BRI ENE T U v SERATEMA L &, HUEE G 4 FE (b
T 52 L CHUEENRARET D,

ARFNOVERE 2D < E O RN X 2RISR S b oh, BESUIELTIC
EOWREMD D 5, AANORGH R OEEGRIZIT, BEOBIEL TI2ATV, BEDH
D BT EEITIE, FEH LT F RIS U RPN 22 ik & BB 2 Ff O PRl & i L Col
BN 8RR W 2 ATV P DSERUSIC K D RIER 2 B 2 56 1213, BB RE AL
RO GHEDWE) IRALE 24T 9 ER D D,



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

[G2hE]
[ BRI [R5 MAHRAER  (KEYNOTE-048 #45%)

(L RERE D 72 TR S (U, R - TUEER M ONWEEE OO 38 R fRiss 2 A5

5 UHS R - B Rz R 882 Bl (HAN 67 flagle) xR, BYXv~7 (B
R z) (LR ey o~<=7) 2nwo,), Zrdry 70 (BLF [5-FU) &
9.) RO 7 FFRAIOHHEE (LFRIER) 223t LT, 5-FU & 7T 58
FIOPEH T TAAN G (RANOF A G-HE) = K OAH] 200mg 2 3 B IR (LT TQ3W
LW ,) BE (RAIEMBEGR) OB IER LSRG Sz, FEFHMEEE O
=L SN REAII (LT TOS) &W9,) 12T, ITT £FHICBW T, KAIGF
ﬁHT«?Yf HMEFRE L i U CTHEICIER Lo, £70, AFIBMEE I L FIRTE & i L

T, ITT H£FICEBWT, 0S 1ZFEH AR L, combined positive score™ (EL T [CPS) &
W) N1 UL EDOBEFEEMIZBWT, OS OFERIEENFED b,

*1: JRPTRZICH T DR & U TERRIE A2 B eI F2l S LTV B3 Tk, M4E%IA
ROBMIGHE R H6H HLL R L T2 HA1F, AARREE Shi (2720
WMELIRIRTE T %67 H LINICER BT L2 58136R <),

Y F~T (FEI400 mg/m?, 2[ETH LIFE250 mg/m?) . ¥ AT T F 100 mg/m? XX
NVARTZF 2 AUC 5 (mg = miymL) K OV5-FU 1000 mg/m?¥/day (4 B $&ee S0 3% 5

DIEIZ Q3W (BY <=7 DA MM THRK6=—AEEH, Y F 1 ~7250
mg/m*% LI [F IR TG LTz,

*3 . KHKI200mg, A7 T F L 100mg/m? XTI HNAR T T F > AUCS (mg = min/mL) K ON5-
FU 1,000 mg/m?%day (4 H fFFHEATRG) DIEIC Q3W T K67 — A 5% AFH1200
mg % Q3W TH:H L7,

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

£1 AROHABREOEDMERE (KEYNOTE-048 35R)

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

Cl: EHEXM. *1 : PREITREOT —% (Q0184F6H 138 U » b A7), *2: BRI Cox Ll N —
RETF N L DACFRIERE L DL, *3 : @Wlla 7' o 7 e



1 200my Q3W., 7 T F I K US-FU

AR ()
5

/"”‘"““’”HHIH» T

HAH
04 vvxowr. 7orrmmrosey M [T

gy,
0] M
0 I I I I I I I I I
0 5 10 15 20 25 30 35 40
ATFIAR (A ]

at riskzx
AFI1200mg Q3W,
7u§ ?T@ﬁU&US-FU 281 227 169 122 75 40 10 1 0
vYF U~ 7\ 278 227 147 100 51 20 5 1 0
77 FFHH| J O'5-FU

X1 AFBEHEERED 0S OHPEETE D Kaplan-Meier Bi#f (KEYNOTE-048 3RER)

# 2 AFEMBEDOHEMEE (KEYNOTE-048 35R)

AR H P - (bR
%5 30141 30041
R (H) 11.6 10.7
\ o | [95% CI] [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]
B AEMH] NP — R 0.78
[95% CI] [0.64, 0.96] —
P fiE™ 0.0086

CL: RHXR, *1 : HEAEITRE O T — 5 (201846 H13A U v b A7) *2 2 J&hill Cox Hfl ¥ —
RET M L DALFIRERE L O, *3: @hln 7T v 7 /g GERMEP ), *4: @hiln 77
YU RUE (R P )



100
% —
&) —
70
S e A7 200mg Q3W
o 50
-
#H 4 / i
Iy
"y
D wyxvvr 75T BAKUSFU lﬁ‘"H'Hi"Hﬁj————|—L,, s
104 t HiH’Q 777777 I
0 I I I I I I I I I
0 5 10 15 20 25 30 35 40
I LA
at risk%
AF200mg Q3W 301 225 172 125 81 37 18 2 0
Erxe~T, 300 245 158 107 57 2 10 1 0

77 F 7 1 % OB-FU

100
0
80 -
70+
g €0 71 200mg Q3W
o 50
%
& 404
ﬁ 27“‘7'\‘.
30 / Iy
20 Jr7]L'H|"|hl+ .
TR VYT, T IFS BRI OE-FU Pty N
107 FHi |
0—— \ \ \ T ‘ ‘ | |
0 5 10 15 20 2 0 35 0
AT (A ]
at riskx
AF11200mg Q3W 257 196 152 110 74 34 17 2 0
D N 255 207 131 89 47 21 9 1 0

7'Z FFBH L OB-FU

M2 AH|BME S50 OS O HEEHTERD Kaplan-Meier i} (KEYNOTE-0483%5%)
(BB : ITT £, TR : CPS= 10 BEER)



(PD-L1 FEBLR IR D A %)

] PR IE R 25 M AHRAER (KEYNOTE-048 #UR) (CHAAN DI BEOT —ZIZHED x|
CPS BT 24T o T2 G20 (BRERA 2T 2 5 de) M OVZEMEORERIZU T O LB Y
ThoT-,

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

AR EMBEE OGRS L T, CPS 2MEW T SRR IEREIC 69 5 AR B 50
DAY — RN K E 2 BEANFRD Hiv, CPS A 1 K DFAITII AN — RN 1 %
kFEl>72 (R4 KO 4),

723, PD-LIOFIBLRBUC L 6T, RFORZEMNET 17 7 A VIFFEKRTH -T2,

# 3 KEYNOTE-048 BRERIZ 1T B K EOF A#ED 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 TI0INTo

CI: EHEXM. *1 : REEITEEO T —4% (201846 H 13 A~ vA7) *2 : JEEHI Cox Ll N — K&
Fv (PRREIMEAT) . *3 : ECOGPS (0. 1) R OVHPV J&Z: (M. [atk) ZBRIKF & L7- Cox Hffil

— RET L
100 1004
90 90
&)7 m,

A 200mg Q3W, 7T T KSR

30 g \\Hl
20 / mz’*ﬂﬂ'ﬂh

Y X owT . TTFHREIKROSFU

”] /

AR (%)
&

R (%)
&

ol TYEv~T TIFrmROsR 1""i”"‘*H'j",Hjﬂh 10| AAI200mQAW, 75 F AR
0 ; ‘ ‘ ‘ ‘ | i ‘ 0 ; ; ; ‘ ‘ ‘ ‘
0 5 10 15 20 2 30 35 40 0 5 10 15 20 25 30 35
at risk AR [H ] ¢ ik A (A ]
f@gﬁgﬁf}}’(\’%w 242 97 4 109 67 3 9 1 0 f@i@;ﬁ?ﬁ%m 39 30 % 13 8 4 1 0
E;i?‘:@;m sy B 122 83 m 16 5 1 0 f;f};%m%m 3 36 % 17 9 4 0 0

X3 KEYNOTE-048 3B I51F 3 &K BB E#ED CPS B TD OS D H T D Kaplan-Meier Hif
(£ : cpsz1 FEFER. A : CPS< 1 0EFEF)



# 4 KEYNOTE-048 FABRIZI3 1T 5 AF| B 5.0 CPS BT 0S*

PD-LI 55 T I T I o s
crs<t Mlvmrn s s lorise 170862200

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

CI: {ZHEXRE], *1 : PRIMITREDT — 4% (Q018F6H 138 4 v b4 7) *2: JE@RICoxL BN — KTV (I
SRWIMEAT) . *3 : ECOGPS (0, 1) KM OHPVIEY: (Bt Faftk) ZBERIN T & LizCoxbbfii ¥ — RET L

100-]
@
&
70 —
s (=)
S 7 7 200mg Q3W S
B 7 3
oo e <
i iy
2 M-+,
o] BYFRYIT L TIFIRAROS L R
=
0 T T T T T T T T T 0 T T T T T T T
0 5 0 1B 2 B N B 4 0 5 10 15 2 % €| %
» AfFH (A ] o AR A ]
at risk % at risk %
4 #1] 200mg Q3W ® 16 1\ 10 ™ %1 2 0 A 200mg Q3W “ 2 2 15 7 3 1 0
Ly~ % 07 13 8 4 21 9 1 o BYET=T » z7 18 10 5 1 0

75 F WA R U5 77 7 ruinose

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



[Ze21E]
OEBILFEFH MRS (KEYNOTE-048 #5)

BEFGIIAFIG AR GHE 271/276 51 (98.2%) . AFKI B £ H-7E 290/300 1] (96.7%)
S OLSERIERE 286/287 Bl (99.7%) (23D B, 1RBREE & ORERGENGTE TE 2
HERGIT, TNE 263/276 1] (95.3%) . 175/300 1] (58.3%) K TX278/287 il (96.9%)
IR BTz, WITNDORETREEIS D 5% L EORIERIZTERDO LB TH-oT-,

£5 WIhLOBETRIAFISS 5% EOBIEM (KEYNOTE-048 3BR) (R2MENT X RER)

FEERIKRSHE (SOC: System B (%)
Organ Class) AHIGE & 51 AHI BB 51 ee=-375 e
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
EIFEH 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
21 133 (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 SE 34 (123) 8 (29 0 2 (0.7 0 0 38 (132) 16  (5.6) 0
I BRI E 91 (33.0) 50 (18.1) 0 3 (1.0 0 0 90 (31.4) 59 (20.6) 0
i/ MR E 75 (272) 24 (8.7) 0 4 (13 1 (03) 0 63 (220) 24 (8.4) 0
i L ORKBEEE
Hig 15 (5.4) 0 0 0 0 0 16 (5.6) 0 0
P IR
FOPR IR 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 (17.8) 3 (1) 0 16 (53) 1 (03) 0 75 (26.1) 5 (L.7) 0
L 124 (449) 15 (5.4) 0 12 (4.0 0 0 131 (45.6) 16 (5.6) 0
A A% 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 (L.7) 0
—f% - BHEFR L OB GENLOREE
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 (265 14 (4.9) 0
FEHL 16 (5.8) 0 0 10 (3.3) 0 0 12 (42) 0 0
JYIE RS L O A BUE
PIINGEAS 0 0 0 0 0 0 33 (11.5) 0 0
B, fER L OWEAIHE
HEALLE D Kt 2 (0.7) 0 0 1 (0.3) 0 0 16 (5.6) 3 (1.0 0
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
VAN = el 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 BRE 36 (13.0) 15 (5.4) 0 2 (0.7) 0 0 43 (15.0) 22 (1.7) 0
R L OB EE
BARIEE 62 (22.5) 12 (43) 0 16 (53) 1 (03) 0 62 (21.6) 8 (2.8) 0
KH Y 7 A 16 (5.8) 8  (2.9) 0 4 (13) 1  (03) 0 36 (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 Y T AfE 23 (83) 10 (3.6) 0 9 (B.0) 6 (20 0 20 (7.0) 9 (3.1 0
1KY >R 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
KRR =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 ASFH BB 5 (bR IERE
JLARGFE (PT: Preferred Term) 276 141 300 1) 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
Felias i 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 5 1 (0.4) 0 0 6 (2.0 0 0 82 (286) 6 (2.1) 0
R g 5 (1.8) 0 0 6 (2.0 0 0 27 (9.4) 2 (0.7 0
;ﬁ FREREFFEASIE 4y 0 0 1 (0.3) 0 0 20 (0 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, AFNGFRHBGREICRB WO CTHREMEMZER 13 61 (4.7%) . KIBX - /Mg - EED
THI9 B (3.3%) ., MR E (57 2 « N —JEBERESE) 9 (3.3%). AFHEREREE 27 31
(9.8%) . FLIRMIREERERSE 40 1] (14.5%) . FIEMAHEREREE 1 6] (0.4%) . BHEREREE (R

HAE VR MR REE) 21 #1 (7.6%) . OyF4% 141 (0.4%) K O infusion reaction3 1] (1.1%)
DROONT-, T, BEORERE (REREIRERTE, AR, HEREIES) .
BB R RERR . 1 BUBE PRI, AR, AR - BRBUTBAEE, BEIEAL M0, M - BERSS .

SE DS, HERMERREE (oM MRS VESRBERN, IR L, ARIFERRE, B
FERIERIESE) | MERE RAEBRE S O EZ TR S rino T,

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

/NES - BEED T 4

RIBHERERE S 1 61 (0.3%) . EimelmEs (RAEREMEBRE) 56 (1.7%) . MKk - §
B2 161 (0.3%) . S &E DR 1] (0.3%). B 261 (0.7%) K TN infusion reaction 4l
(0.3%) DO LN, T, MREE (X7 « NU—ERERS) . 1 BBERKB.
K- BT RUARE, BIER R, Ok, EER MRS (M MO MR 5T
. WIMLMER ML, REFERES . MERERIERIESE) | MERE BIEEEE K O ITEER O Hiv/e s

272,

AREWERZEHR DI EF S (AREERE 2 E) 25 0EIRETT,

10



(At - HE]

ARNOREREYEHRETT L EZFIH LIV I 2L —v 3 0c kb, AH 200 mg %
Q3W, 400mg % 6 @R (LT TQeW) L5, ) XL 10mgkg (KE) % 2 @[H
IkE (LLF TQ2WJ &5, ) THEE LIZBEOARAI O MG FRENRG SNz, £ Ofk
Fe. AAI 400 mg & QW TH G- L7=BEOARHF O E FIRREIZ IS 1T 2 Mg iR (B
T [Cagss) &9, ) 1E. AHI200mg Z2 Q3W THeh: L72FED Cagss & LT 5 & T
Ehitz (FF) . £72. &K 400mg %2 QW TH G- L 7=BROARHKI O EHIRREIC I 1T 5
EMIEFIRE (PAT [Crass) &V, ) 1F. AH200mg 2 Q3W THH: L7ZFED Craxss
g L CEEZ T E TSNS OO, BARNBEFIZE WD TR R ST
LA - HETHH5AHK 10 mgkg (RHE) % QW THE L72FED Craxss & Hl L TIK
fEzrmd e FPEn (FR) , &5, BEMERAMEBEZ 55K 400mg 2 QW
TG L7/ TR (KEYNOTE-555 i5R) K 0 155 7= FHMEIC S < Ky ke
RIA=BFT v Ialb—ra Al PRI LICEMERE ST A —4 LHEEILTE (FR) .,
Mz T, BEORENEIZ 31T 2 BRI 2 D & | AFIORER & & AR Tk
& DER#EZMRFTT DIRBEST T VDL S L, AHK| 200 mg 2 Q3W X% 400 mg %
Q6W T 5 L7-FROBREE R & AahiE 3 etk & o iz S THRET S =R, b
LD - HEOM THEINE L ONREMEICAME R 2RI v & PRl Sz,

&6 FAOEMBERR T A —F

P - AR Crex Cag Crin Craxss Cags Coinss
(pg/mL) (pg/mL) (ug/mL) (pg/mL) (ug/mL) (pg/mL)
200 mg Q3w (58.2?'519.7) (27.277.298.1) (17.?.118.3) (91.3?34.1) (492??1.0) (30.3;?21.4)
4W0mgQBW' | 100 | (o7 | (04108 | (e | 0nsts | (198209
40(0%,% %W (1351.2(,5%6.4) NA (14.12 '22.4) NA NA NA
10 mofkg Q2w (21212823) <14é,4£1145) (11%,1221) (4212?133) (272,7382) (19;3;00)

+:n=2993, 100[HD Y I = L—y 3 LY EH SN KANEIEO T IE (2.5%4, 97.5%) | Crax : HIEIE
HHOREMIETIRE. Cag: PIBHEGHOFEMIEFIE, Crin: FIEEEGE (A 70 2 E5) ORKME
YR Crmaxss | T INEICI T 5 B MG TP R E Cavgss : TEFEARBEIZR T 2 FHIMIE TR, Crinss : EFIRREIZ
BT D AR i o

T o 56 B OREEIE (95%(EHEIX D)

§ : 41 B AT (95%I5HE X [H)

NA : 5%347: L

11




4. FEFRIZOUWT

AR OG- 72 BE 22 W - FrE L, AR OB EICL Y BEELRBIER 2RI LT
BRI T D Z ERMERTED, LFOO~QD TN T &z sl W THEHT 5
RETH 5,

@ #EHRIZHOWT

D1 Fito (1) ~ (5) OWTNNTENT I THDHZ L,

(1) EEFEBREDEET D05 ABEEERLS RS (BRE RS A SR EE L SR
%ﬁﬁh%ﬁ@%mﬁ%%\%ﬁﬂmﬁﬁr&@&>

(2) FrEREREFRT

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

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

(5) PrEEMERES AL E BUINR OfE FEAEITIR 2 | 21T - TV B Jitigk

O-2  SHSHERE DAL FIIE S ORINE I FEHINE OIS +53 70 Fiak & BEBR 2 D BE Al 3
TEBHEM (FROWTNIIEZ ST D EMIUIEBER) 25, Y% O AN
TOWFEOEME L LTRHESINTND Z &,

eSS

o [ERNRFFEUGE 2 FOYMIIHEZE T L72ZIC 5 LA EO D AT D ERIRIHE %
ToTWDHI &, Hb, 24N T, SASMIREE £ L U BRI OMHE 4
ToTnBZ &,

o [ERRFFIGER 2 FOMMIHEAZE T L7cRIZ 4 L1 Lo B SRR EE O R
WHEZIT-> TR, 25, 242 R, 2N AFEMREZ & CESE RS2 R O
FRRIHE 21T > T D Z &,

o [ERNARFF SUTHEFHEALFFIUSZ OMENHE 2 T L7212 5 4ELL Eo 0 ESE
DEFRMHEZIT>TH V. 9B, 2FL I, DAIEYIFRIEEZ ST OEARI O A
BIEDBAIHEZIT>TWNH Z &,

&% AFN L DERICBWTCIREIERSE OGN E A2 BT 5720, BE DOIRE
(ZY 72 2 HRHEMIZ EOROWT IR TR 2573 =T (BESE I 0L 5%
1R ORIWE R B DO REIG +53 70 ik & 1B & FF AT & OBRE/E#ED ) &
WZRETH &,

12




@ BENDOEHR. E@Mﬁwﬁﬁ_OWT
=5 %%ﬁ% (COESHET D BB D ELE S, RS OB D, A9k - &
Eoiia ?%%ﬁ®£ﬁ&0i%£ X DRt AEFRNRAE LIS OWE
. FEDHLNIATON D BRI E->TWD 2 &,

@ EBHWERA~DOXIRIZOWT
@-1 MEFEHICET 2 EH

VPR R RS D B A BIVE SR AR LT-BRIC, 24 BRRIZZIRIEHIO T, ik X
VEEE R IC 3T, BB L 2 BERICIS U CABREE L O CT O FIVER O BRIz
TRRAEORERN Y BSOS, EBICRISATRE R AR N EE > TnDd Z &y

@-2 EFEREHRICLH>AFEFSNCET I EH

AR DM 2 R M OB 2 B T 5 ERIEEE PRIERE=2 1Y v 7
EHEOIFRDOAT ) —= T EITOERE &R Z A TE 5 F— AERIRH 23
S Tns 2 L, ok, BEAHFIZOWT, BDABE LZOFBEITHSIZEmE T
Wb Z &,

@-3 BIEADOZWr- XN LT

BIEA (FEMERZRECIN A, KB - /DMEK - BEO TF, BUER%X - IFA%2 - I
FEREREE - T2 - ELMEREAT 2, A ﬁip: RABE HVE R RS . NowiEE (F
TERPRREFE S . HRIRER RIS . RIBHERERETE) | 1 BUBEIRIA. S E IR, Mk - B
%@%E\%%\ﬁg@ﬁghm(@ﬂiﬁ&%%@%ﬁ\ﬁﬁﬁﬁﬁf@ﬁ\giﬂ
BE, FHRIEIESE) . infusionreaction, AN - BEMEESc, HEAN S E, MRkEE (7 -
AN USRS | D2, R e Mk FEE (S M i VR B MR SR BT . ¥ MR- I
PREFERES . BEYRRIERIES) . MERERIEMEE, %) ISR LT, Uitk T pEE
TR OB 2 9 5 A &t U (RIVEH OZBr-oRS T L TIREA OB A%
TONDRIFICH D Z L) EBITHYIZRLEN TE HEKHRES>TNDHZ &,
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5. BEXB LR DRE

[(B2h B3 % 1]

O ALFFRIERE D 72 VR U TR RS 2 3 2 S R EROE B 2B\ T ARH
B 53l NZARA] 5-FU KO FFRFIO PR G- OFMER R TN 5,

@ AFNIEFESILFESIFEZE (KEYNOTE-0483E) 23\ T, &RERICBWTE
YR~ T 5-FU KOV T FFRFI O E L i LT, AKHL 5-FU KO F
FFHIKN O OF G OARF B G-OG IR R ENTWAS, 7277 L. PD-L1%
B (CPS) 12X W AHIMENE 2 D BIA N RR I NSERENE LN TNDZ L (p7
~8Z M) 16 CPS" bR L7c L CAAIR G- ORI GOHW 2325 Z L NHEE LUy,
CPS MR TH D Z & PHER SN BE IO T, AFILSOIERERIK S5
B35,

* o KFIOZWE L LT, PD-L1 IHC 22C3 pharmDx [ =] (JR5E4) V&R ST
%,

@ TREICEZYU T 2 BB T AR OFR G K OERITIEZOWTIE, AFIOFZPED
MESLSNTELT, AFIDEREGIR LB,
o fiTERAHIIRIE
o OTHIMENR SN TV W i OHFEEMEREE 7 & OOF A5

14



[ZzVEICBE 4 2 F1A]

O TRICEYTLIEEIZOVTIAFORENEZRE SN TNWDHZ b, AT
DNz by
o KAIOBS IR LIBEUE DBEEED & 2% B3

@ 1BFEATOFEIZ VT RIS S T 5 BFIC OV TE, AFOFEITHERE S e

D, AOIRFRPUR A 2 NGEITIRY | HEREICAHZEHT 22 L 2BETE D,

o MEMMZEEROEI IO H 5 BHE

o iR A CRIVE R A R D B M ONE B D HUR BT <0 e fifi 2¢
FEOMMIZRIEMEZE N A BN D BE

o HOMAERBOAED, UTEMERZRHE L < ITFERMED B R E OO
b5 B

o BB (Em@MaBEELST) Ob b EE

o BB IIMEEE T HRE

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

(V" BCOG 0 Performance Status (PS)

Score ER

0 | &<MERIEE TS5, BT LlFE U HEAERNHRZR AT D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

BATRARETH A O OEY O Z LT F N THEEIZBERTTE 2V, HHPD 50%Lh Eid~y R Tild 25

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

AW

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

15




6.
@
@
®
@

BECBRLTHEREIREHE

IS SCEZRIIIN 2, BUEIRGEER DM T 2 BRHE 2 3D & ARH 0 et Je O 1E i

DT OIZ LB HZ T L TR 5 2 &,

TRIEBRABICHENE D | B XX 2 OFIEICHIME L OERM %2+ L, RE 215

ThoEETHZ L,

CPS LR L7z BT, AR OE GG A2 W32 Z &N E LW, CPS 3ERT

XRWEEITIE, AR OO Z @Ol L ECERETHZ L,

FERBIERO~RT A MZONT

o HEMREENDLOND Z ENH DD T, AEFOEEIZHT-->TiL, PIHIE
e (BGIv, PR IR, k) O O X S O %, Blggs 1
SITATH 2k, F7o, REEIZS UTHIE CT, Mg~ —7 —%OMA 4 FhE 3
5k,

* infusionreaction 3% H I D = & 23 5, infusion reaction NFRD H AL AT
(X, WURE AT O & &b, FERMEIE T 5 F TREDOREL +0 12 8l4
THZE,

o HURIRFEREREE . T HRMMHAERE R ORIBHMERENH SN Z ERHDH D
T ARAIOEE-BIRART R O G- M P I X ESIIC N sre A (TSH, e
T3. #EHE T4, ACTH, ML =5 —/VEOHIE) 2FEhid 52 &,

o BUEMZ. A4, TR E, FR, S{LMEBEEXRN S b bND 2 E0H D
DT, AAN DO E-BRIGRT & O G- e IR I IR RE R & (AST. ALT,
v-GTP, Al-P, BV LVEVEHDONIE) 2FEiid 252 &,

o HEIER (MERKMMLEERAERREEGT) FORERERIREE NS DD
ZENRHLDOT, EHHNCIROEF OFEAMHRT D52 L, £z, ROEF R
RO LNTHEITIE, HONICEREBEEZZ2 T 0 L) BEZIEETHZ &,

o AHKIOEEIZLY BEORIERISITEINT D EE 2 BN DL R IRBSRE
NHOLDOLNDZENH D, BENPREDONTHEIZIE, BELE-FLRIIL LT
BRI 70 ik & SR A FE O [ AT & s U CE IR R A 1TV R E ok
BOGIZ X B EWER D 5o 2 35-5101%. ARFIORIE T 1k, K ORIE R R
NEVHOBRGE2BET D2 L, B, BIREEFRLVE L ORGIZXYEIE
R OUBGEDRFRD B WIGEIZIL, B RE AR VE LSO il &l oEmn
LBETDHZ L,

o B THEEMNLEI AR L COHrOLRWERNRERT L2 ER"H 5720,
AR OEHHETHIZHREWERORBUC IR T 5 Z &,

o 1 EUMEIRYE (BUE 1 BUBEIRG A2 S de) Nd bbb, HERFMES TV R—T X
IZEDLZENHLOT, Al ol TRHFEOEROREL M ED F&-I2+
SERETHZ L, 1 BERE NN GaII G 2L, A2 ) il
RO HEOWEYI R NEETITH Z &,

AFNOEGRRBICB N T, BG5GND 9B, UMIZ1FEREToHIT L, 0D

#% 9T L ITHEIMEDFM AT > T2 2 & 2B E| T KRG 30E B g
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XEFEHEET A R A
RAT7u ) A<v7 (BETHBEZ)
(BR7E4 : A M —# K 100 mg)
~ R~

SH2#8A (S 348 AET)
JEA B EE




ER/N

1. IFC®IC P2
2. ARANIOFHH. (EHEF P3
3. AR P4
4. FERXIZOWT P9
5. BHxtG LI b P11
6. HEHIZEL THETRXHIH P12



1 XC®I

IS OGN < REMEDHEROT- DI, WA STEZEIZE SVl E el 23R D
bb, 52, IEOREHIFOMEANC L0 | FUREIR S 72 & OFH) 72 B /e Ak
FFREEGENARINDLH T, 2D DOEKTZ BB B ITIRAET 2 2 L B
AR L 72 o TR RIFMTBGE R & GE o AT #2016 Gk 28 4F 6 H 2 H BIFERE)
IZBWTH, HEHNERNLEOMHORE(LHEERZX S Z & L ShTn5,

AR AR E SR S, EE RS R 27 0 7 7 A VBBEFEOES L & B S MR
RHZENRDD, ZOD, HIWEROLZEMICET 2 HERN+0ERT 5 £ TOR,
MHERGHOBEEEZIT D ERPRF SN BEEIRH UTHEMAT L & &b, BIE
RNV LTI B et & & D 2 & DN ARE 72— 8 O B & i 7= 3~ R A B <
THILENEETHD,

L7z o T, RHA RTA 2T, BIBEES 2N E T L N TV D EFRIZY) -
BHER LR EED & | LU O E IR O feii 708 FH 2 HEHE 3 2 8LA & B B B %
F RO EFREERT,

RE. RHA BT A 0%, MSIATBOE NESR G ERE R O, 2B ARAR
BRI IEE e . — AR N B AR R NEHE 2 M O EFEE FTEENAE N B ARIE S D
WHhob EER L,

MR EMRDESR A F—F JHEHE 100mg (—fk4 : RAT7 ) X~v7 (Eis

T )
K% ERDRREIUIRR « 25 AALFIRIER I\ ZHEE U 72 PD-L1 B ORI UIBR N GE 2R 1T - 15
FE O RIE R bR

NEERDMEROAE @S, RAIZIE, a7 nr Y X~v7 (EaEfz) L LT 1
8] 200 mg % 3 F HIFRRE L 1 18] 400 mg 2 6 3 [H IR T 30 20
DT T RIEFES 2,

3% R 8 3 & - MSD #RAath




2. AFOKK, {ERBERF

FA ML—F RiEEE 100mg (— %4 - XA T7 ) XA~ B HHE#z), LU IR
#ll &vv95,) I&, PD-1 (programmed cell death-1) & Z®d U 77 R CTé % PD-L1 2 O) PD-
L2 L OfEEEEERET S, & MbigG4E /7 n—FAHEKTH D,

PD-1 #2B& 13 T Al o0 i B S 2> & kAU 2 72 DI 03 AVKBRE 23R 3 % 32 7 50 22 ol )
AA »F T, PD-1 1%, EFE/IRREICEWCTEER T HilROMiaEmic BB L, 3%
P& SO % B Ee A B X Rl e 0% SO & HliEH 95, 9725, PD-1 (XY H v REfE
AT D LICE Y HURZERICL D V7 I vimiEe AlchHEaT 225K CTH 5, PD-LI
DIEFEHMKIC I T 2 RBUT DTN TH L0, < OB AMITIE THIOME E 2z 5
IEERBENCREBLL TV D, BAAMBEIZI T S PD-L1 O ERBIE, BN, g, T
HEfEgE, SREGE . FE/ VBRI 2R & Ok 2 I BNATTHRARIK - TH Y | RWAEFRE
OMEEENRE I TWD,

B OB A DGR T % & PD-L1 ELOFBIMEN S | PD-1 & PD-L1 O IFIEE D
TR BV CEEARKRE 2 ) Z LR SN TR Him 2N AIBROER L L
THIFfF STV 5,

AANX, PD-1 & PD-L1 XO'PD-L2 Difi U 7> ROFEAELET 5 Z L1k v, JEE
WU INBR B T O RS RF BARII S BN T U 7 SERZTE ML & PUiEE s 2 s b9
52 & CHIEE R AR D,

AHIOIEREIFI IS MBI OSERURIC & BRIIEMS 2S5 b bh, B UIFEI
5 WM BB, AROR G PR OEGRICIE, BEOBEE HHIATO, SHNR
D BTG AITIE, BB L2 HGUIE U B 2 ik & B8R & FE o R Al & L L Col
VIR A ATV B ORIESISIT & B RIER AL D AT, BT E AL
LA G E ORI AT 5 LED B D,



3. BREREE
D AACFRRIER IR L= PD-L1 M ORIGUIBRARE 2 1T « BROBE R L
JeE D KR I Z B 24T o 7= E R BR B O RS 2 =T,

[H2hE]
[E| B L R SB A FER  (KEYNOTE-181 i)
— IR & U CTHEHER 72 (LR IEIRE O & 5 ARIRUIBR R RE 22 AT - IR OB RV B
R OVRIE IR B 628 1 (AAN 1522 &de) Zxigic, AHI 200 mg 3 3 [ b
(LLF TQaw) &9, ) BHEOEMMER OZEMEN, (b5EE 07 VX', R
TAXEANIIA ) )T HY) ERBRE LTRSS, 2B, B CREREFTH
R LN HAIT, TREEIT 2 R TER AR DN WEDORRICZE L TWDHHEE
TUE, WRIEILARE O TG FTAT TR BEIT 80 B D £ TAAIOE S ikt 425 = & 237
RE& Sz, FEFHMEE B XM (LUF Tos) w9, ) &Sk, FMthrxas s
LCREINZ () PD-LLGME (CPS'=10) %M., (i) mFLERBEER KW Gi) ITT
HLHIZBIT 2 OSOFERIIR1OLEBY THY, WTHOEMIIBWTHERNICHE X
NIz FHEA GG T X 7o T,
*: PD-L1 258 L=k (GBS, ~27 077 — RO U8 R) B miasc
BRL. 100 %3 U 7= fH,

#F1 EEIARLE INT-BEEMAICBITS OSOALE (KEYNOTE-18135Ek)

. . i o
. . A N MNP — R pfE
=2} =
BAESRE GRS PR g [?i/%c;] [95%Cl ] CH{a1)
Kﬁg&? M3 107 (88282) 9.3 (6.6, 12.5]
CPS=10 10'3 0.70 [0.52,0.94] "t 0.00855%
{bF9iE 115 (89.6) 6.7 [5.1,8.2]
Al 200mg 4 gg 166 g5 (67 103]
e bR Q3w (81:;'5) 0.77 [0.63,0.96] * 0.00894
{bEgE 203 (89.7) 7.1 [6.1,8.2]
AAl200mg g, 271 o e g
ITT Q3w (822'2’) 0.89 [0.75,1.05] ** 0.08431°
{b59R1E 314 (90.4) 7.1 [6.3,8.0]

Cl: BEXM., *1: #lk (77, £Ofh) RO (RE L. g & EBIK T & L7zER] Cox [,
2 M (7TUT, Fofh) RORGEE (RTF EEGE. e ZBRIKRT- L L-ER logrank IR E, AEAKE (b
M) 0.00853, *3: Huk (77, o) ZEHIKTFE LER Cox [, *4: Hk (77, 2ofh) %
BIRF & Lz @Rl log-rank #iE, AEAKHE (A 0.00766, *5: Mg (77, £ofh) ROMAE (R LK
FE. ) ZRERIRF & L7285 maximum weighted log-rank # &, A E/K%E (ARl 0.00772



—J7. PD-L1BGE (CPS=10) 72 fFY FRg o B 16765 (HARN 7T7H%2 5Tr)

Iz

BOTUTOAEDMERES GO (R2EVH D) , 7k, Ui ERIT ST E

STV BRI T e <. BRRAZRIBITRER TH 50

# 2 FihHAE (KEYNOTE-18138k)
(PD-L1 Bt (CPS=10) 2 ORE LD BE, FRRARBEITHER)

AF1200 mg bk
Q3W
(85 1)) (82 1))
R (A) 10.3 6.7
oS [95%CI] (7.0, 13.5] [4.8,8.6]
NP — R 0.64 ~
[95%Cl] [0.46, 0.90]
ClL: {ZMEKM. *: J@5] Cox Bl — REF T X BALEHRIE & Dbk
110
100 v_\‘:_‘
90 - B
4 \\.
ABO" \ \l
£ Xy
-a 70"‘ l‘ v\
> N W
g B0 \ e — A 200 mg Q3W
7y 50 - \v.\ t\.
3 N |
o 40_ LL‘_ \ \
> \
o \s t—_l
30 - S - H
20 - =22 30 R ey —++h
—‘"1‘_ =t
10 h""**‘—"ﬂ# +
0 || | ] ] 1 1 1 || ! I 1 || 1 || || |
_ 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Number at risk Time in Months
AAI200mgQ3W 85 79 70 56 51 43 40 30 27 21 11 7 4 3 1 0O
=230 82 74 54 42 34 23 18 14 10 8 4 4 3 2 2 1

1 OS® Kaplan-Meier B (KEYNOTE-181 #Bk)
(PD-L1 3, (CPS=10) 2o REEREDBE ., BRRIZBITER)




[Zpt]

ERR AN B (KEYNOTE-181 #5R)

PD-L1 [5tE (CPS=10) 7o LD BE T\ T, AEFELIIARHKIEE 81/85 4
(95.3%) . {LZFEIERE 78/82 i) (95.1%) |ZER8 Hil, 1GBR3E L DRBEBMENEE TX
RWHEHRESIL, TN 55856 (64.7%) K ON67/82% (81.7%) (Z:EH LN, W
TR OBETHREEIEG ) 5% LORWERIZTED LB ThoT-,

£ 3 VWTNHOBETRBEESH 5% LOBWEA (KEYNOTE-1813B)  (REMMN X REMH)
#ERIRHE (SOC: Bl (%)
System Organ Class) AHIRE b HEERE
FAGE (PT: Preferred Term) 85 1 82 f4l)
(MedDRA ver.21.0) 4= Grade Grade3-4  Grade5 4= Grade Grade 3-4 Grade 5
ERIEM 5 (647) 19 (224) 1 (1.2) 67 (8L7) 32 (3000 2 (24
MK LR o RREE
i 4 @7n 2 (249 0 2 (268) 7 (8.5) 0
T LT P BRI 0 0 0 8 (9.8) 8 (9.8) 0
I RIS E 0 0 0 6 (7.3) 5 (6.1) 0
W W
R B RE AR T iE 7 82 0 0 0 0 0
B IEmEE
T 4 4.7 0 0 13 (159 0 0
L 5 (5.9) 0 0 17 (20.7) 1 1.2 0
H N 3 (35) 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 5 (6.1) 0 0
FEEN 5 (5.9) 0 0 9 (11.0) 0 0
HRPR IR A
i ER A 1 (1.2 1 (1.2 0 17 (20.7) 7 85 0
1 BR AR 0 0 0 2 (268) 10 (1220 ©
R L O REE
BN RIS 10 (118 1 (1.2 0 16 (19.5) 0 0
B R L O A Rk
17 PR 0 0 0 8 (9.8) 0 0
R R M
USTE 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 ER, FERds K OMthm 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
W% 4 4.7 0 0 6 (7.3) 0 0
BEIR BB 2 (2.4 0 0 6 (7.3) 0 0

¥k, ARABEC IV THIE NGRS 841 (9.4%) | B DR EIEE (haEPEREEE

6



FME . R FEREARAE GERE, ZIALEE, JERIEIES) L6 (L.2%) | MfkbEE (¥ 7 -
N U—EGERES) 241 (2.4%) | IFHEEERE S 91 (10.6%) . FIRREEEERESE 7 41 (8.2%) |
1AUHEPR IS 11 (1L.2%) | fihdc - BREUTALAEAE 161 (1.2%) K TN infusion reaction 1 4
(L2%) 2RI, £z, KBE - /NMEK - BEO TH, FEAEIERE. RIEH
REREE, BREREREE ORI MEMER R%) | Pk, BIEMEE, Wk - gk, 5
E MRS, DhYc. MERERIEMRE, EEMERRE (S M MR PSR B, A
MR, FRIFERES, MEHERIERIESS) K OFEZITRE® Divienoiz, AREIVERRBLRN
FEEFES (RRMEMRETEET) 280EHEREZRT,



[ - HE]

ARIOREMAEY BT T L ERA LY I 2 —v a2k v, KK 200 mg %
Q3W, 400 mg % 6 EMHIE (BAF TQeW] &5, ) XX 10 mgkg (fKHE) % 2i@[H
Ik (LLF TQ2W] &5, ) THE LIZBEOAAIO Mg FRESBH SNz, £ Ok
F. AAKI400mg 7 QBW TH G- LZBEOARAI D EFIRAEIZ I 1T 5 g iR (LLF

[Cagss)] &9, ) 1F, AH&lI200mg % Q3W TH# 5 L72FED Cagss & FALIT 2 & THI X
ni- (F#) , £72. KA 400mg % QW TH L L 7-BEOARKI D& HIRIEIZ 1T 5 fe i
MIHFHIRE (BAT Crass) £V, ) 1E, AHI 200mg 2 Q3W TH5- L 72BED Crxss &
g L CEfEZ R~ & PRS00, HRANBEIZE W THARENHERIN TN D
Mk - AR THLAHK 10 mgkg (RE) % Q2W THE L72FED Craxss & Hilt L T fE
Ao e TlEn (THR) . S, B RAEBE 2 X 5RICAHK 400mg 2 Q6W T
P 5 U7 s SRR (KEYNOTE-555 #5%) & 0 15 5 7= SEHIfE IS 255 < S EhRE <
FTA=HFT Va2l =g k) PRI LR ERE T A —& LRI LTZ (T#),
Nz T, BE ORI 5 BERRBRE IS D & | AR ORE & & HM T2tk
& DR #HZ MG DIRBERSE T VD REE S L, K] 200 mg & Q3W X 400 mg %
QW T 5 L7=BROugdE & & AWM UI R &M L OEIC O W THRET S /R, |k
FLO ML - AEORTHEIME R OWEEMICfE/R 2R T v & PRl Tz,

R4 AFAOEYBE T A —F

R - Crex Cag Crin Crass Canges Coins
(ug/mL) (pg/mL) (ug/mL) (pg/mL) (ug/mL) (pg/mL)
20mgQMW' | (o i0n | rraen | araisn | uroan | 4essio | (305314
400 mg QBW! (123,?24) (32.?(’)?';2.7) (10.1(,).50.8) (14613,4249) (50.?(,)';13) (19.?3(,)50.9)
40(09%?% %W (1351.2?;6.4) NA (14.1:: 'S13§5_4) NA NA NA
0mgkg QW | o100y | (aare) | amion | omesy | (o628 | (193 000

+:n=2993, 100[ED ¥ I = L— 3 2LV FH S 8MEEEO Rl (2.5%05,97.5%m) | Crmax @ FIEIHE
H#HOEEMIEFIRE. Cag: MIEEGEZOEHMIERRE. Cun: PIEIRGH% (FA 270 2 B5RTD ORI
RIS, Craxss 1 EMCRIBIZI T DI MG FIRE . Cagss: EFIRIEIZIS T 2B MEFIRE, Crinss : EFIRIEIZ
BT B e i i

I 56 Bl DRATELME  (95%(5 1 X )

§ 1 A1 Bl RTELE  (95%IEHHIX )

NA : %7 L




4. FEFRIZOUWT

AR OG- 72 BE 22 W - FrE L, AR OB EICL Y BEELRBIER 2RI LT
BRI T D Z ERMERTED, LFOO~QD TN T &z sl W THEHT 5
RETH 5,

@ #EHRIZHOWT

D1 Fito (D) ~ B) OWVWTNMNTENT I THDZ L,

(1) EEFEBREDEET D05 ABEEERLS RS (BRE RS A SR EE L SR
%ﬁﬁh@ﬁ@%%ﬁ%%\%ﬁﬂmﬁﬁrh@&>

(2) FrEREREFRT

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

(4) ARACFRIEEZRE L, SRAEFREINE 1 U SRAEFRREINE 2 O it gk L
R D 21T - TV B fitiak

(5) PUIEMEREEEF AL 7 BRINGL OO fiti % FE B I AR D JB H 21T > T D Jifi ek

O-2 IEREOLERE L OFEIE A FEBLRF OXHIGIZ 00 72 5nik & R 2 FroERT (F3R
DWFTINTEE G T DERN) 23, X2 REBOARANCET SIGROBMEA & L TRE S
NTnsHZ &,

*

o [ERETFRSEZ2FEOYMHE ZE T L7 ICSFELL_E DN AR O RIRIHE 2
IToTWBHZ L, 96, 280 BT, DASEWEREY T & LR IEEZOMHME 2
1IToTWAHZ &,

o ERMRFFIUSRZEOYHWHE ZET L72RIS, LI O AV EYiRIE = 515
FELUEDOHESARZDER ZIT> T D 2 &y

o [EGFEUSEZAFEONMPHE ZE T LR ICAFELL LORKRERZ AL T\ D
Z &, 9B, IELLEIL., E bR DD ASEY R & S T LR S O R RHE &
1IToTWAHBZ L,

@ BEANOEXRLFREBEOEHIZOVNT

PR S A B ST 2 B N E S, BRSNS OfFRA D, ﬁ%é %@
EMEEIEOE R OB B ERS R 2 E R, AEFS0NRE LG o®RE
EH, ERHECHIITONDIKHINESTWDE Z L,



@ EBHWERA~DOXIRIZOWT
@-1 R BR§ % B

WV PE R B O B ZRBIWER 2338 4 UT-BRIC. 24 B BIRSHRIAH] O F | Y 5%hiak X
S BN T, FEEL L 2 BIEANCIS U CARBRE L O CT 20 BIVEF ORI 25
IRRRAEOFRER N Y B IS, B HICRHGATRRR2ARI N E - Tnd Z &,

@-2 EENBERICL 2AEEFEFSIINICEAT 2 E NS

DAZRICED 2NN OB L2 A T A EEEFEDPEERE=4V 7
EEOIERDOAY ) —= T EITOERE & HREZ A TE 5 F— AERIRH 23V
EENTVWAZ L, 2B, BIAEHIZOWT, BABE EZDOFEICHSIEmMmENT
WhHZ L,

Q-3 BIfEA DORZEr xR L T

RIWER (FEMEMEBIZINZ ., KIBX - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - T2 - BEMERRAE 2, BRER S RS EMEBRE) . AomwkEE (7
TEAPRREFE S . HRIREREEIR T, RIBEREREE) . 1 BUBEIRIA . 5 & DR, sk - B
TIRMEAE . BER, B OREREE (PEMERLZBIERAIE, BRI, Z2A
BE, FRIEIESE) . infusionreaction, MM - BEMEESc, HSEAN M E, MRkES (7 -
AN USRS | D2, R Mk FEEs (S M il VR SR B . ¥ e I
IREFERES . BEFRRIERIES) . MERERIEMEE, %) ISk LT, Yikhsx T pEE
JERSEA DR 2 A3 % AN & EEE U (RHWEH ORZBr-CXHS IR L THRER OSSR 2%
TONAEMICHH L) | EHIZHEEURENTE LRGN ESTND Z L,

10



5. #E5XRLRHBE
[ B2t B+ % FHIH]

@

@

bR 2 A9 % PD-L1 BiPE (CPS=10) OIRIEYIRREZRHELT - IO RIER
RO BE B W TARAOFENEN RSN TN D,

728, CPSIINALT R Y Xv7 (BaHZ) Ooar =42k (kR4
PD-L1 IHC 22C3 pharmDx [# =1]) ZHWTHIET 5 Z &,

FRUICEZ N T 2 BB KT D AAN DO 5 K O GRS DWW TR, ARAI DA ZIEN
MESLSNTELY, AAOHREGHR LRG0,

o ALFRIERE OV

o FiomibhRE

o OFUENERELA & OO

[Z2 4tz B4 5 F ]

@

TRUCHEU T HEEICOWTIEIARBORENED L SN TWDLZ Enb, BE5EE21T
F oA ARG
o AHNDORESTIR UIBBUEDORBEERE D & 5 BFE

BRI OFHMIZIB VT TFRRICEE S T 2 BTN TE, AFIOFE G IFHEE S 72y

D, AOIRERPFUL A 2 NG EITIRY | HEICAFZEHT 22 2BETE D,

o MEMMZEROEI IIBEOH 5 BHE

o oS E R A CHRE R 2580 D B K ONE B M O FUR Bt I <o g M fiti 2
FEDOMIZRIEMEZE LN HA B D B

o BOMEERBOAD, UXEMERZE L IXHEFREMEO B R E OB O
b5 BRE

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

o MO IBEEE AT LR

»  ECOG Performance Status 3-4 "V @B

(ED ECOG @ Performance Status (PS)

Score | EFE
0 | &<MERIEHTE 5, BFaiE U HEAEESIHIRZ: T2 5,
| AARIICEL LUVEENIHIR SN D, SITATRE T, BIEERME > TOEEIIITO 2 LN TE D,
B BNFE, EEEE
2 BTRIEECHGDOH DRI O Z L 13T N THEEEDERIZTE W, HHD 50%LL EiZ~<y FACiE I,
3 RONTZHSOEDED DZ L LnTE7R0, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O LiFael TERY, By R BT TiId,
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6. BEICELTHEETREFE

O  IRFASCEFEIIIN A, BEIREES D IRAET 2 ERFE T -D & AR O FeE K OV Ef#
DT OIZ B HEZ T L TS5 2 &

@ JHREBIAICIENL D BE T OFRICE MR EREE s L., FEE2 5
ThoETHZ L,

@ FEREWERHO~RT AL MMZDONT

MEMEMEER D LI D Z ENHHDT, AAIOBRGIZHT- > Tk, PIHE
W CEYIAL, PRIRIREE, RZ0kEE) ORERE & O X it 0 FEhEss:, Biggs +
AT D T &, Fle. BELTS U THES CT. MiF~—F —F O/ 2 Fhi+
5k,

infusion reaction 23 & 5145 Z L 3% 5, infusion reaction 23728 H LG AT
X, WUREZIT S & &b, IERDEIE T S £ CHRE DR L /08l
T5HI &,

FURIRSEERE . PR E K ORIBRERENHODONDLZ N H DD
T, RHOFH-BAGET L O G-I IE SN wrsieiR & (TSH, 78
T3, 8 T4, ACTH, I =L F > —VEORIE) ZEMET 5 &,

BIRERF 25, A4, IFiREREE ., TR, b E RN H LN DHZ EDBHDHD
T, AAIOG-BIAGHT M OF G-I I3E BRI TR RER & (AST. ALT. y-
GTP. Al-P, BY L E U HEORIE) Z2EfiT 52 &,

SEIEE (MR L ITEBHRAERZET) FOEERIREENS bbb
ZENHHOT, EFICIROEF OFBEMHRT 52 L, £, IROEFEN
RBOOLNTHEGEITIR, HONCEREEL =2 T2 KO BEBLEET HZ &,
AR OBEGIZLY | WEOGERINIERT 5 £ B 2 bV H kA IR ERE
DHOLOLNDZ ENRDHDH, BEDPBROONTLEICIE, BELEFRIIS U
BEFHE 70 itk & AR A RO Rl & s U ClE bl 2 8RR Wr 247\ ot
FOSZ & D BWER R B 25581213, AR ORISR, K ORIE RE R
IWEVAIOBRGEZEZRT DL, ok, BIERERLVE L OERGIZEDETE
HOUGENFRD B2 WIGEIZIE, RIS B AR VE LSO 5% i Al o e hn
bLERET DL,

B TR, BORRIN 5 ARRE L T LEERDP BT 22 13 H D720,
AFN OB TRICHRIEHORBUZHSITEET H 2 &,

1 BUBEpRIS  (BE L BUBEIR S 2 & de) Db bbiu, BERPES 7V F—T &
IZELHZERHLOT, Aig, Fl, EHFEOIEROFEELCMBEEO R+
SEETDHZ &, 1EEREA OGS EREERIEL, AR 8l
O & DORMY R LEZ1TH 2 &,

@  AA|OEERRERIC I T, 556D 9 HFFIRE THMEORHE 217> Tz Z
EEBHBID, ARG TITIEHRICEIGRE THROMEREZ1T I Z &,
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