weEfEFHHEET A N7 14
NATBY XvT (RS TRER)
(B4 © ¥4 bv—& S HE 100 mg)
~ R S fred e ~

SHHE1 2 (G448 AWGET)
JE A 8




H &

AR S

XL DI
AHNOFFE, AFRET
i IR AR

)i 4 el ANE
BhxtG L 70 D A

BEICE L TRHET & HIHA

P2
P3
P4
P15
P17
P19



1. [ZL®IZ

SR DO M « REMEDHER O T2 DIZIE, WA STEFIZE DWWl E el 23R D
bid, 5T, IEORARMOMARNC L0 | FUREIRG 22 & OB 72 Hidi/E A%
FFREEGENARINDLHF T, 2D DEKTZ BB B ITIRAET 2 2 L B3RO
PE L 2o TR Y RFEMBGER & o AT #2016 (AL 28 4 6 A 2 HEERE)
IZBWThH, FHERLEDOHEHORBEHEEZXS Z LS TWn5,

AR E SR S, EE RS R 27 0 7 7 A VBB FEOES L & B S MR
RHZENDD, TS, HIWEROLZEMICET 2 IERN+0ERT 5 £ TOR,
MHEEGLOBELEZT D LRI NDBHEICH L THEAT D & &bz, BlfE
RPN FEE LTI B2t & D 2 & AN A HE e — 1 O B 24 7= 3 EE R B ¢ A
THZLENEETH D,

L7eRoT, BIA K74 Tld, BREMOZNE TIZHELNLTW D EFIEFH -
BHER M EED & | LU O B3 O feii 708 FH 2 HEHE 3 2 BLA B2 2 3B %
F RO EFREERT,

I, RHA RTA 0%, MSIATBOE NESR G ERE RO, 2 EFEARAR
BRAR RS oy —MAERTE N B ARERIR N E 2 e O AR A A ARG IREFHF2 O 1
HoH EAERR LT,

KG L I DEIEN - A M —F STEERE 100mg (— k4% XA T e X~vT (Eis
THAHEZ) )

R ERDMBEIHNG - ARIBEIBRARE SUTERRE M o Bl ha s
BRI |2 33U B IR AT s

MR ERDAERCHE « <IRIGUIBRAHE X THR M D B M e g >
f OFUEMIEER & OFEHICB VT, BE. RAICIEZ, AT 1
JX~7 (Efaf#Haz) & LT, 18200 mg % 3 HHEFEX
1% 1151 400 mg % 6 FEFFE T 30 00T TRt d 5,
< BRI BT DR BRIk >
WE., KA, a7l X7 (&afiiz) & LT, 1
[B] 200 mg Z 3 3 [F AR 313 1 18] 400 mg % 6 1 FE] [EI[& C 30 57 fH]
DT CRIEFET 2, BESHMIT 12 VAMETET S,

B3 R 5¢ ¥ & 0 MSD MRSk




2. KRHIOFHE, 1ERET

XA M—F REEHE 100mg (— 4 - RAaT7n ) X<v7 (B z) ., LT TR
Al EvvH,) 1X, PD-1 (programmed cell death-1) & Zd VU H> K Téh 5 PD-L1 KO PD-
L2 L OfEEZEHERET S, B MEIgG4 £/ 7 v —F AFURTH 5,

PD-1 #REIE T M50 B AR AR 7> O WAL D 72 D12 8 A 2SR 4~ 5 3= 72 e i il 4
AA »F T, PD-1 1, fEFREZREBICEWDCEER T MildoMia£mic BB L, 3%
P& SO % B e A X Tl 72 e g SOS Z HlEH T %, T7ebBH, PD-1 13U > R EfE
ATHZ LK VHRZRIRCE D v 7P vBEZ AICHIET 228K CTh 5, PD-LI
DIEFAMEIZIB T 2HBUT DTN TH LD, Z< ORAHITIE T Mo 2z
HIF EWENCFHBL TS, DAFIIICEIT D PD-L1 OEREIIL, B, Tl .
A, RO, FE/ INIRTE 7 & OB x Ze AT TRARK 7 TH Y | KW AAFE
& OMBEERRE I TVD,

BED D A DEGIRI T4 & PD-L1 FELOFEIM: A& PD-1 & PD-L1 ORI EE D
TP AR C BV CEHEARRE 2 ) Z EAVURB SN TEY | iR ARROEN L L
TSN TV 5,

AFNZ, PD-1 & PD-L1 X O'PD-L2 O U H > ROFEGEET L2 Lk, 5
WU NBREE T OIS A ENE T U L SR TEMA L & 8. HUEE S 2 FE (b
T2 Z L THUEGNRARET D,

AN ORI 5 < B DS RS £ 5 BERS 2 5 &b, BE LI
B DR B D, AAOBRGHROBEHICIE, BEOBEE ATV, BESR
D BT AITIL, FBL L 72 RIS U7 B 72 Mk & RRBR 2 RO AT & i Ll
EIRBERIRIT 24T\, B O RIERIGIC & 2 AIWER A DI 2 5 A 1L, BRI E R
LA OB 5% OB /B 21T 5 LB D D,



3. BRIRRE
I Y BRASBE SUTHERME O BT o S OV M e (2 36 1 2 AT ER Al B it ik D ZKGRIRF IS
A 21T > 72 2R BRI O B 2 T

(0]

O EHEELFRZF IR (KEYNOTE-426 #5)

(LRI D 72 WRTRYIBR AN HE S THA R Dy BRI AL Bk s F8 8 861 51 (H AR
N9 BlzETe) ZRGIC, A=F=7 ) Al (UT I R=F=7] Lo, ) %
KHE LT ARFNE T X TF=T7 LS CUT IRB/ T X F=71 L5, ) 3
DA INE R VM RET Sivle, FEFHIE BT (BLF ToS) vwo, )
F O EALFHIE (LU TPFS) W9, ) &3, AFI/THFLF=71F, A=F=
TEH LT, OS KU'PFS # HEICER L (1, M1 KUK 2) ,

*] : American Joint Committee on Cancer J73 #4358 12 -3 < SR IV

*2:50mg 1 B 1[4 HMHEE% 2 HFERE

*3 0 ARHI 200 mg 3 AR (LT TQ3W) w9, ) THEIRNEE L, 7% F=7%5
mgl H2[E (LT [BID) &9, ) BAKTKEG LTz, 77X F=70%EEIL. Smgl
H2ETiEfd 52 a—A (6 M) LEAENNHY ., Grade 2 DT F=
T ORERWER MRS LT, 222 150/90 mm Hg PA FIZEFE X754, 7mg BID
~OWEELZAREE L, E2FBROEHEL AV, 10mgBID ~O#fi&d rligd Liz, 7
X F =L, BEROER., BEEESIIS U TREIEE (3 mg BID, KIZ2mg
BID) HAlHE& L7z,

#1 ARMERSE (KEYNOTE-426 iX5R)

KEN) T X F=TRE A=F =T Rt
(43241)) (4291)
o (H) NE NE
[95%CI] [NE, NE] [NE, NE]
OS™ | n¥— K™ 0.53
[95%CI] [0.38,0.74] -
P{E™ 0.00005
o (H) 15.1 11.0
[95%CI] [12.6,17.7] (8.7, 12.5]
PFS™ ™| /4 — K™ 0.69
[95%CI] [0.56, 0.84] —
P fili*? 0.00012

Cl: E4EIX[. NE: iRl *1 : PR O T — % (Q0184E8H24B W~ "4 7)) | *2: 3
B Cox LN — RETNMC LD A=F = TREE OB, *3: J@Bn 75 7 MiE. *4 : RECIST
HA RFA 2 LIRICHES < SRS P gef) g



at risk#4

A&200mg Q3W RV
PFIF=TJ
A=F=T

AFI200 mgAWR UV 7 XL F=T
/

e ——
o

12 16 20 ‘24
S 7HAR ]

18
20

432
429

417
401

378
341

256
21

136
110

M1 OS®HEfET I DOKaplan-Meier 4} (KEYNOTE-426:45%)

100

<
)

B
i

at risk#y
A#I200mg Q3W
RUO7FVF=7
A%

90 -
80 -
70
60 -
50 -

AF200 mgQAW RV T7HOF=T

RISEEFRR (A]

432 357 251 140 42

429 302 193 89 29 1

X2 PFSO M O Kaplan-Meier i it  (KEYNOTE-426:457%)



QEER L [F M ARRER (E7080-307, KEYNOTE-581 #&5R)

{EZHIEIE D 72\ MR I B BRASBE XX HR R 00 8 B A A AL R gee JB g™ 712 B (AR
AN 73 BlEGETe) ZXGUT, A=F =T R E LT, RFIE LU ARF=T A UL
BOLF Ty RF=7] End, ) OffHEE (UUF TRAl/ Lo R"F=T) Lnd, )
S OHFINER VL EWERRR SN AF/ Lo R F =71, FEFE R & &7z PES,
BIVGHEEE D—o L &N/ 0S 2, A=F =7 LR L THBICER L (2,
3RV 4)

#1: BEEEARARIC 35 R A SRR LR BT IR S el S = R xR & S iz,
*2:50mg 1 H 1 [7] 4 38 4 5-1% 2 RS
*3 1 A 200 mg QAW THEIRINZR G- L, Lo A"F=7%20mgl H 1 [EFEAFKS LT,

2 FEMERGE (E7080-307, KEYNOTE-581 #45)
AFN/ L R_RF =T R A=F=TRE
(355%) (35761)
o (H) 23.9 9.2
[95%C1] [20.8, 27.7] (6.0, 11.0]
PFS™: ™2 INH— R 0.39
[95%CI] [0.32, 0.49] —
P ™ <0.0001
o (H) NE NE
[95%CI] [33.6, NE] [NE, NE]
O\ AN RS 0.66
[95%CI] [0.49, 0.88] —
P fE™ 0.0049
CI: [E#EXE. NE : i~ n], *1 : RECIST A RT7A V1LIIZIES < §/F ML RHE

%) 20204E8 H28 A 1> " AT, *¥3: @RI Cox NP — RETNMIZ LD A=F =7 &L DIk,

*4 . BRlw 7T BREIZK D PE (WD)

F7)

*5 . RN O — % (20204E8 H28H 7 v b




10
09
08
07

¥ 06

& 05

+ 04

H 03
02
01

— KA 200mg QW RUVL U NF =T
----- Z=F=T

PSS vl P S YT N Wl TR o T |

T T T T T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
i (H)
& ¥ (A

A 200mg QSW RY 355 349 338 307 313 280 253 222 188 120 66 26 10 2 0
23 1

;j;f;7 357 332 307 289 261 236 207 186 160 112 60 25 7 2 2 1 0

X]3 OS®Kaplan-Meierfli#t (E7080-307, KEYNOTE-58155%)

— XA 200mg QAW RUL U NF =S

0 2 4 6 8 1012141618 20 22 24 26 28 30 32 34 36 38 40
#EM (H)
atnsk ¥

M 200mg QW RY 455 291 300 276 250 235 213 186 160 136 126 106 80 56 0 |

4
vong=a B7 22218 145 124 107 85 60 62 49 42 2 B 16 9 3

6 3 1 1 0
2
=Pz -

1 0

4 PFS @ Kaplan-Meier #iff (E7080-307, KEYNOTE-581 #:{f#)



QEBEIL[FZE AR (KEYNOTE-564 #%)

BRI ST B SR 0 UIBRIT 2 OB U A 7 73 v 98 B A e 284 P Al e s £ 994 31 (B
AN 59 Bl Eite) ZxXtBs, MR miBEE & L TARK 200 mg Q3W & 5-OHNERL O}
MR, 7T R e E UORGS S iz, EEFHMEE B 1285 A 741 (UL R TDFS |
EWVH,) EEN, AFNIT T AR L LT DFS 2 A RBICEERE L (£3 KO S) ,

* LU (1) XE (i) oBFESEAANGIT,

(1)t DR EAARR RIS L0 FTRROWTINICHEYS T 5 B35 (Grade 13 Fuhrman 435H)
- pT2. Grade 4 JUFRIELRZ LA LS . NO 7>D MO
- pT3/4, Grade R, NO 2>> MO
« pT 7, Grade 3, NI 2>> MO
(ii) MI no evidence of disease (M1 NED) TH V., JFUIREE K VEBIEBEE & b2, BRI
RS OSULBERIBRINE | FELLROWT DR R CREEURAEECTh -~ - BE

#3 Ao (KEYNOTE-564 5X457%)
AFHE 7T AR
(496%1) (498%1)
e (A) NE NE
[95% CI] [NE, NE] [NE, NE]
24E DFS % (%) 77.3 68.1
DFS™! [95% CI] [72.8, 81.1] [63.5,72.2]
N — R 0.68
[95% CI] [0.53, 0.87] —
P fE" 0.0010

Cl: {2#EXM. NE : i A7, *1 : PREEREEOT—4% 12020412 7 14 B v b4~ (DFS
IZIRBRFH Y AR L A EFM) . *2 : BRI Cox el Y — REFT LI L B 7T v R & DR,
*3: @Rl 7T U RE

100 1

w—
901 bty
80 | L TG :""w\ e
70 g OO i 0 0
50 -
ﬂw-
B 30 -
201 —— A#200mg Q3W
10 ] = 5ex
0
0 5 10 15 20 25 30 35 40 45
at risk®4 HRETFHR [A]
A#I200mg Q3W 496 457 414 371 233 151 61 21 1 0O
TSt 498 436 389 341 209 145 5 19 1 0

5 DFS @ Kaplan-Meier #if (KEYNOTE-564 7%)

8



[Zz 2]
OE BRI F 5 MAHER (KEYNOTE-426 ##)

BERERGUIARA/ T X T =T 422/429 5 (98.4%) KA =F =T 423/425
(99.5%) 2788 AL, BRI L O EBRNEE TERWAERERIT, T 413/429
B (96.3%) JZON415/425 B (97.6%) IZFBH LTz, WITINORETHRILEN 5%LL E
DOEWERIZTTRO LBV TH -T2,

K4 DT NDORETHRILERD 5% EORIEN (KEYNOTE-426 i8R (22 VMR S 4EH)

BRI B (%)
(SOC: System Organ Class) KHN/ T ¥ F =T RA=F =T
JLARFE (PT: Preferred Term) 429 f31) 425 f
(MedDRA ver.21.0) 4= Grade Grades 3-4 Grade 5 4 Grade Grades 3-4 Grade 5
EEIEH 413 (963) 269 (62.7) 4 (0.9) 415 (97.6) 244  (574) 7 (1.6)
Mg LY v R EE
2 12 (28) 1 (02 0 69 (162) 13 (3.1) 0
i BRI S 5 (1.2) 0 0 37 (8.7) 6 (1.4) 0
I R ERIBE 6 (1.4) 1 (0.2 0 79 (18.6) 28 (6.6) 0
1IN 8 (1.9 0 0 94  (22.1) 22 (5.2) 0
WU
R BB RETTHERE 52 (12.1) 4 (0.9 0 14 (33) 0
FOPR IR FEREAR T E 135 (31.5) 1 (02 0 119  (28.0) 0 0
H ke
-0 23 (5.4) 3 (0.7) 0 16  (3.8) 0
{54 31 (7.2) 0 0 29 (6.8) 0 0
T 210 (49.00 31 (7.2) 0 175 (412) 19 4.5) 0
(mEL R 17 (4.0 0 0 2 (52) 0 0
HIL R R 12 (29 0 0 48  (11.3) 1 0.2) 0
H A E MR 6 (1.4) 0 0 34 (8.0 3 0.7) 0
BITIN 91  (212) 2 (0.5 0 111 (26.1) 4 0.9) 0
HNZE 61  (14.2) 3 (0.7) 0 86  (20.2) 9 2.1 0
Mg - 34 (7.9 1 (0.2) 0 56 (13.2) 3 0.7) 0
—fik - BEEER X OB GEN OREE
S 9E 50 (11.7) 6 (1.4) 0 54 (127) 12 2.8) 0
95 57 130 (303) 10 (2.3) 0 142 (334) 21 4.9) 0
SR D JAE 55 (12.8) 4 (0.9) 0 9  (212) 7 (1.6) 0
FEEL 16 (3.7) 0 0 24 (5.6) 0 0
BRI AR AT
ALT 40 102 (238) 52 (12.1) 0 54 (12.77) 11 (2.6) 0
AST #41 97  (22.6) 29  (6.8) 0 59 (13.9) 7 (1.6) 0
Mz V7 I =8 24 (5.6) 0 0 30 (7.1) 1 0.2) 0
i, H R AR A V- 0 2 (5.1 0 0 2 (52) 0 0
I R ERER 3 0.7) 1 (02) 0 48  (11.3) 29 (6.8) 0
1 IMRERAD 14 (3.3) 1 (02) 0 76 (17.9) 31 (7.3) 0
RERA 41 9.6) 6 (1.4) 0 36 (8.5) 0 0
M ifn ER 1 0.2) 0 0 37 8.7 11 (2.6) 0
B L O BRE
BAREGR 9  (21.9) 9 (2.1) 0 106 (24.9) 2 (0.5) 0
1KY > ERIMAE 6 (1.4) 2 (0.5) 0 26 (6.1) 11 (2.6) 0
WA RS & OV A kLR e
RAETR 52 (12.1) 3 (0.7 0 15 (3.5) 2 (0.5) 0
775 P9 23 (5.4) 0 0 16  (3.8) 0
PR R
USOE Y 40  (9.3) 1 (02 0 129 (30.4) 0 0
SEIR 35 (82) 3 0.7) 0 33 (7.8) 1 0.2) 0



BRI B (%)

(SOC: System Organ Class) KHN/ T ¥ F =T RA=F =T
FLAGEE  (PT: Preferred Term) 429 f31) 425 14
(MedDRA ver.21.0) 4= Grade Grades 3-4 Grade 5 4 Grade Grades 3-4 Grade 5
BB L IR E
EAR 66 (154) 11 (2.6 0 39 (92) 6 (1.4) 0
MR g, HEREs & OMRtRRREE
MK 32 (7.5) 1 (02 0 12 (2.8) 0 0
TR 98  (22.8) 1 (02 0 12 (28) 0 0
IR ] 28 (6.5) 2 (0.5) 0 16 (3.8) 2 (0.5) 0
By 19 (44 0 0 32 (7.5) 0 0
F2 &8 KO TRk E
B2 G R 27 (6.3) 1 (02 0 35 (82) 0 0
FE - BERFEASESEE 119 27.7) 22 (5.1 0 168  (39.5) 15 (3.5) 0
9 FEIE 53 (124) 1 (02 0 18 (4.2) 0 0
95 46 (10.7) 1 (02 0 38 (8.9) 1 0.2) 0
ik ==
& 1L E 179  (417) 91 (21.2) 0 184 (433) 78  (184) 0

¥, ARE/ T X UF =T HICB O TR MMEE 12 6] (2.8%) . KIBK - M5k -
DO THI 40 1] (9.3%) | FRREE (72 - NU—IERERESE) 261 (0.5%) . IFiiE
e (ALT KOV AST $78 EORFHSREMR A M 2 5 T0) 150 1 (35.0%) . FLIRRKE
REFESE 165 B (38.5%) . TFIE(AREAEREE 5 ] (1.2%) . FIFEHEREREE 10 6] (2.3%) .
1 BUBEPRS 161 (0.2%) | BRERSs (RAIEEMERRZ) o6l (2.1%) . Fhik -
SO AE 4 61 (0.9%) . BEIEAGIEIE 4 61 (0.9%) . LA 2 B (0.5%) . SE DK
#1061 (0.2%) K Ninfusionreaction2 1 (0.5%) Mied Hiviz, £7=. HIE DK ERFEE
(B RREIRARE I . Z2TEALEE, BRI ) |« BER. Mk - BERR . EE R kiR E
(e Vel RIS PESRBER . W i, REFERES . HERRRIERIESE) | MERE BIEME
B OFERZ IR DALR D o 1o, AEIVERZEBUR DU LB F5 (AR MR AR E 25 T)
E R R T,
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@E RS FEE A B (E7080-307  KEYNOTE-581 5%5#)

HERELIIAR/ Lo RF =T 351/352 B (99.7%) M ONA=F =T7FE 335/340 f3]
(98.5%) (2RO H AL, TRBRIE L O EBBENEE TEX WA ERESR L, TN F1 341/352
Bl (96.9%) KX 313/340 5 (92.1%) 38D BTz, WM DRETIILERN 5%LL E

DEWERIZTERD LB TH o7,

£5 WVWITNNORETHIED 5% EOFIERH (E7080-307, KEYNOTE-581 #5%)
(MR AT P B4R )

SN | B (%)
(SOC: System Organ Class) A/ Vo NF =T A=F =Tk
JAFE (PT: Preferred Term) 352 {3 340 1
(MedDRA ver.23.0) 4 Grade Grades 3-4 Grade 5 4 Grade Grades 3-4 Grade 5
EIEH 341 (96.9) 252 (71.6) 4  (1.1) 313 (92.1) 200 (58.8) 0
MR LY RS
2 1 20 (5.7 3 (0.9) 0 4 (129) 11 (32) 0
M BRI E 4 (1.1) 0 0 21 (6.2) 7 2.1) 0
I RIS 8 (23 1 (0.3) 0 42 (124 18 (53) 0
1/ INBRE D 13 37 1 (03) 0 51 (150) 18  (5.3) 0
W WREE
R IR AE TUHENE 22 (6.3) 0 0 8 (24 0
FOR IR REIR TR 150 (42.6) 4 (1.1 0 79 (23.2) 0
H ke
20 39 (11.1) 4 (1.1 0 12 (35) 1 0.3) 0
{550 24 (6.8) 1 0.3) 0 20 (5.9) 0 0
T 192 (545) 29 (8.2) 0 151 (444) 15 (44 0
F PN Hz A5 28 (8.0) 0 0 10 (29 0 0
WL R R 26 (7.4) 0 0 42 (12.4) 0 0
(RS TRUTN /Y 8 (23) 0 0 26 (7.6) 0 0
D 94 (26.7) 6 (1.7) 0 94  (27.6) 2 (0.6) 0
HNZ 113 (321) 6 (1.7) 0 127 (374) 7 (@21 0
Al 56 (159 5 (1.4 0 45 (132) 3 (0.9 0
—f% - 2EEEER L OG- ORE
1 J75E 71 (202) 16  (4.5) 0 54 (159) 11 (3.2) 0
%7 113 (32.1) 11 (3.1) 0 109 (32.1) 13 (3.8) 0
A PR i 17 (4.8 1 0.3) 0 17 (5.0 0 0
FE N 16 (4.5) 0 0 18 (5.3) 1 0.3) 0
RRIR IR A
ALT H/n 34 97 11 (3.1) 0 30 88 6 (1.8 0
7 X7 —EHhn 53 (15.1) 26 (74) 0 26 (7.6) 9  (2.6) 0
AST #4011 33 94 9 (26) 0 30 (8.8 2 (0.6) 0
Mz V7 I =8 23 (65) 1 (0.3) 1 (03 17 (5.0 0 0
i H FCR I S L N 38 (10.8) 0 0 17 (5.0) 0 0
U S—BHIN 50  (142) 34 (9.7) 0 34 (100) 24 (7.1) 0
I TR EREORD 8 (23) 6 (1.7) 0 39 (11.5) 19 (5.6) 0
/R 20 (57 3 (0.9 0 57 (168) 18  (5.3) 0
R 70 (19.9) 21 (6.0) 0 19  (5.6) 0 0
M ifn ER Sk 10 (2.8) 1 0.3) 0 30 (8.8) 6 (1.8) 0
R L Ok EE
ot Bl 123 (349) 12 (3.4 0 84 (247) 5 (1.5) 0
B L AT a— LIfiiE 18 (5.1 1 (0.3) 0 2 (0.6) 1 (0.3) 0
&Y Z U %Y RiE 30 (85 10 (2.8) 0 23 (6.8) 14  (4.1) 0
B #ERd L OV ARk
RAHR 60 (1700 4 (1.1 0 22 (6.5) 0 0
5 IR 38 (108) 3 0.9) 0 8 2.4) 0 0
PR R PR

11



BRI % (%)
(

SOC: System Organ Class) A/ Vo NF =T A=F =T
JLARGE (PT: Preferred Term) 352 il 340 #i
(MedDRA ver.23.0) 4 Grade Grades 3-4 Grade 5 4 Grade Grades 3-4 Grade 5
CRERNES 38 (10.8) 1 (0.3) 0 88 (259) 1 (0.3) 0
GIEPE) 38 (10.8) 0 0 28 (8.2) 1 (0.3) 0
B X OIREKREE
EHR 97 (27.6) 26 (7.4) 0 41 (12.1) 10 (2.9) 0
LR E N TS SN e
WK 19  (5.4) 0 0 8 (24 0 0
T 7 P 87 (24.7) 0 0 9 (2.6) 0 0
- K] e 23 (65 4 (1.1) 0 11 (32 1 0.3) 0
e I, 18 (5.1) 0 0 30 (8.8) 0 0
filifigg & 18 (5.1) 6 (1.7) 1 0.3) 0 0 0
K& ¥ X O TRARRREE
B2 R 17 (4.8) 0 0 21 (6.2) 0 0
FH - BEBFRATERSEGRE 99 28.1) 14 (4.0 0 122 (359) 11 (32) 0
% O FEIE 47 (134) 1 0.3) 0 19  (5.6) 1 0.3) 0
12 77 (219 12 (3.4) 0 37 (109) 2 (0.6) 0
BEAR Bk e 24 (6.8) 4 (L. 0 5 (1.5) 0 0
HORRE 0 0 0 31 (9.1 0 0
I3 P
5 1f 184 (523) 89 (25.3) 0 133 (39.1) 61 (17.9) 0

B ARE Vo NF =T RICB W TREMMER 19 61 (5.4%) . KIBK - /NMEK -
HEED THI36 1] (10.2%) . BEORERFES (hEtER RS RARIE ., SRS ARE 5
. ZIRLBE, JERHEIES) 261 (0.6%) . BUEHZ% « FA4E - HiREREE - % - 6l
{EPERRAE R 79 B (22.4%) | FUIRBMEEERES 156 B (44.3%) . FEEHERERETE 3 fi

(0.9%) . FIEHEREREE 18 B (5.1%) . 1 BUHEIRIS 1 61 (0.3%) . BHEREREE (RN
EIRVEMER R, RERIABRE) 86 (23%) . BER 8B (2.3%) . Ahdk - RERU BlFAE
361 (0.9%) . BEAEFHESNE 1 6] (0.3%) . MdoE - giRK 3 B (0.9%) . Lz 3 4l

(0.9%) K U infusionreaction 5 il (1.4%) 23FRD LI, F7-. MRfEE (£F7 0« N
U—IERRESE) | S8 O MRK, EERMKESE (Guf M/ MR HERBER . it g
i, FREFERES, MEHRRIEKIES) | MERERIEEEL CRERITRO b o Tz, REE
MBI E RS (BAREMEEE 2 5T) 230 RE =T,

12



OE B[ ZH M AHRER (KEYNOTE-564 35#)

HEFEGIIARKIRE 470/488 B (96.3%) K ONT 7 & HREE 452/496 ] (91.1%) 12780 5
AU, R E ORI REREBENEE TE RWAERGIL, T 386/488 #il (79.1%) KO
265/496 1 (53.4%) ZFRD BTz, W ORETRILRN 5% EORWERIZ RO
EBDThHoT,

6 WINOORETHRIARN 5% EORIEA (KEYNOTE-564 #fR) (L aPEMEHT SAEM)

FEBIRSHE B (%)
(SOC: System Organ Class) AFRE 77w R R
JLAGFE (PT: Preferred Term) 488 #il 496 13
(MedDRA ver.23.1) 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
2RIEA 386 (79.1) 92 (18.9) 0 265 (534) 6 (1.2) 0
W WREE
R B RE T 50 (102) 1 (0.2) 0 0 0 0
FOR IR RE IR T 86 (17.6) 1  (0.2) 0 13 (2.6) 0 0
H ke
T 77 (158) 8  (1.6) 0 51 (10.3) 0 0
B 39 (8.0) 0 0 23 (4.6) 0 0
— % - EHEER X O G OIKRE
1 7 5E 28 57 1 (02 0 23 (4.6) 0 0
9% 5 99 (203) 4  (0.8) 0 71 (14.3) 0 0
B #E R d & OV ARk
A HfiR 46 (94 1 (02) 0 43 (8.7) 0 0
5 P9 30 (6.1) 1 (02) 0 20 (4.0) 0 0
FEIE$s L OV TRk E
Z 9 BEE 91 (186) 1 (0.2 0 57 (11.5) 0 0
W% 73 (150) 4 (0.8) 0 36 (7.3) 0 0

7B, ARFBECIB W CRHREMEMZEER 1161 (23%) . KIBE - /MBS - HEEO T 1S
Bl (3.1%) . BEEOZJEREE (PmEtEREERARE, RERIEIRE R, ZIRLEE,
MERAIES) 161 (02%) . FPfEREE (X7 « NLU—EERS) 141 (02%) . BYE
RFA% « BFARAS « ATRSREREE « AT4% - BEALPEREAE 25 45 61 (9.2%) . HUIRREEREFEE 106 11
(21.7%) . FEAHRERDE 2 6 (0.4%) . BIBFEREREE 10 61 (2.0%) . 1 BLBERE 9
B (1.8%) . BHEREREE (RMEFEMERE R, RERIEBERE) 861 (1.6%) . iz - Bf
SO RMRAE 2 51 (0.4%) . BEAEATIEIE 2 1 (0.4%) | Hd2% - Bl 2 6 (0.4%) | O
s 16 (0.2%) . infusionreaction7 il (1.4%) K ONEEFEZR MIKFEE  (SosME i M
DPESRBER . TR I, JRIFERES, MEEERIERIESS) 161 (0.2%) BRH LTz, -,
e, 5 & DR, MEKERIEMEEE N ORI b d o 7o, REWERZRBURILIX
BEHES (MRMEEREZ5T) 2508 RET T,
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(AL - H&E]

AFNOREMHEYBREET LV ZFHA LY I 2 b—2a A2k v, KA 200 mg %
Q3W, 400 mg % 6 HMHIMkE (LLF TQeW) & 95, ) XiX 10 mgkg ((FHE) % 2 HfH
fkm (LT TQ2W1 &9, ) TG LZBOARR O MG HIRESHRGF S, O
R. AH 400 mg & QoW TH L L7IZEROAFI D E HAIRRRIZ 1T 5 MG P (LA
T [Cavgss) V9. ) 1E. AHI200mg 2 Q3W THEH L72FED Cavgss & LT 5 & T
Ehi- (F#) . 7. K#H400mg & Q6W TG L =B DOARA| O E HIREEIC BT 5 %
EE FIRE (LLF TCmaxss) &V 96 ) 1F. AAI200mg 2 Q3W THH L72BRD Craxss
L L CEEEZ R T E TSN OO, BARNBFIZB WO TEARER R ST
HHNE - HETHHAH 10 mgkg ((KE) % Q2W THG L72BED Chaxss & bl L TR
EERT TSN (FR) . S50, EEROERE 2 RIZARA 400mg % Q6W
TG L=/ ETHERER (KEYNOTE-555 #lR) L 0 £ 5 7= 34 HE-S < Rpydhhe
WNIA=2T VI ab—ra AR THILTCEYEIRE T A—2 LHEILTE (TR,
Iz T, BEOFEEIZIT 5 EERABREGE IS D& | AFI DR & & A UXL M
& OBEZ R DR GE T VS S v, AK] 200 mg 2 Q3W XiE 400 mg %
Q6W TG LR OIREE R & A T LMt & O #EIZ DWW THRET S 2R R, |k
SEORE - HEOM THME R OZ MM e 228 T v &Pl &Sz,

KT AAOEYEE T A —F

B - P Cinax Cavg Chnin Chmax,ss Cavg.ss Cnin,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (pg/mL) (ug/mL)
200 mg Q3W! (582?;97) (27i?§81) (17;?;83) (91%3524) (49;??L0) (302??L4)
400 mg QOW' (125??24) (32if;27) (10;?f98) UAé?§49) <50i?gl3) (192?;09>
4%§§%E§N (B;é?SaM NA 05:?;0 NA NA NA
10 mg/kg Q2W* (21§?223> (14;??45) (11;}?21) (421?233) (2727282) (19;?200)

F:1n=2993, 100 BIDO T I = b—3 3 N8 K0 BEH S8 B O YA (2.5%45,97.5%4) | Cmax @ PIEIE
5% OE R MG TR, Cayg : AIEHR G % OV MIEFRE . Cuin : PIEF G (A 702 5080 D&M
HIREE . Craxss : EFCIRIBIZIR T 2 B MG PRI, Cavgss 1 EHIRIEIZIS T 2 FIIIMTE IR, Crmings : EHIRAEIZ
BT D IR 75 2 e

T o 56 BT FIIME (95% 5 HEIX[H])

§ 41 FIOREEME  (95%(E X )

NA : %72 L
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4. FERZlZoOWT

EHES U X 7 EHEEHE (RMP) (ZED & | A0 53 5 22 MBS TG B~ D 15 /Al
N DI T - T, AFNOEG N7 BE Z22W - FrE L, AFOFKEGICL ) EE
7RBEIMER ZRBL L 2BRISx ST 5 Z E DB 72720 LLF OO ~Q@ D3 T i 7= 7
RIZBWTHEAT2RETH D,

O MEXIZDOWNT

D-1 FiEo (1) ~ 5) ODWTNNITHEYT IR THD Z &,

(1) JEAEBEBKENIEET 50 ABHFEEERLRBTSE BB E T RS A2 GE LSRR
HUE S A RSB EE LR . HUIR DS ARSI e &)

(2) FrErEREIRbE

(3) HBEAFERFNFNFEET D0 AR (S AUREHETEEWRPL. 23 Aas il
W EBE, 3 ARSI EEHERE B e &)

(4) IRALFREEE 2 E U, S RIS LRSI | SIS SRIES L ik is ekt
2 DR IEECLR DR E2 1T > T D ek

(5) PUEMENEBAIL S EINE O hak IR DR 21T > T 5 fiiak

D-2 B O bR E K ORIWER R BLIRE O XG53 72 ek & 8Bk 2 ReoEhf (T
ROWTIDITEL YT HER) 2, Y2 R OARFNCET IR0 ELE & L CRE
INTWbZ L,

#*

o [EREFTFEGE 2 FOWMIHE Z(E T L7212 5 FLLEO N VIREDEIRFHE 2
IToTWBHZ L, 95, 24 I, NAEYREZ T L L-RKRBEESFSOIHME %
ToTWNWAZ L,

o [ERNEFEUSE 2 FOYIANHE ZE T L7211 4 LI EOWIREREV FOREIRHE 217
STEY., 55, 240 Bk, BN O N A SEMERE 2 ST D ATBIERORIRIHE 21T
STWAHIZ &,

@ BENOEIESEHAE FE ORI DT

PSR BB BT 2 BEE DR E S, BRSO oA D, Aotk - &%
YRS PRE RO E B OERZE ST 2 @i, AEFEFGIBE LGS oW
B, EDRESCHITTONDIEREIRESTNDE Z &,
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@  BIEA~OXIEITHONT
@-1  fs Al BE9 2 2k

MR RSO EERRIEANRAE LB, 24 FERIZIREHI O T, Mk X
REHE R 2BV T BB L ZZRIERICIS U TARRE B L O CT EOFEIVEH ORI &
BIRRA DR RN A PO, EDITRIS AR AH > TnD Z &,

@-2 ERUEFEHICLDAFEFGXISICET 52

N ARSI HE D 2 B 2 sk R OB RE 2 A T D R FE DNEER =% ) v 7
EEDERDOA 7 ) —= T TV ERE L EHE LA TE 5 F— LR 23
fiEShTnabZ L, 2B, BiAHICOWT, RABRE EZOFBEICHSITEAMmENT
WhHZ L,

@-3 EHWEHOZWox ST LT

RIWER (FEMEMEBIZINZ ., KIBE - Mk - BEO N, BUERZX - A2 - 1T
FERBRESE - IF2% - BLMERRAE 2. BERERE S ORMEHREMER R, RERKEBRE) . N
SrilEE (TEARRERE S FURIARE R E . BB HEREREE) | 1 BUBEIRIE ., 5 & 9O Rk,
o - BEBURIARIE . e, EE O R GRS (hEPER R EEIERARIE, BRI ARE
e, ZIEALEE, B RJEIESE) . infusionreaction, AMZS « BERA, FAEMNMES)AE, ARk
(7 v« NU—EBRESE) . Ok, BB MKER (G Ml MR PYE SR BT |
ek, JRIFERE;, MERERIES) . MERERIEGRE, S (T LT, Yt
A ST R R OB 2 A7 2 AR & EHE U (RIVER OZWr-eR e IZB L THRE
KO EZZTONAEMICHDHZ L) | BEHICETRAEN TE HEHNE STV D
ik,
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5. XL EE
[Hxhitiz B4 % F1E]
O AHFlofhOPUEMEER & OFHRGIX FROBREICBOTHEIMENREN TN

60
« TERVFET BV UNF =T L OGHREE ACEREREO 22 ORI YR GE
USRI D B

@ AFNOHMP GIT T RROBE BN THMEN RSN TN D,

1R A7 OmWEaRE O R EE

@ TFRLICEZ YT DAAN OB G K O IR W T, ARIOARMERHEL S TR

(%

59, ARENOEGRZRE 725720,
o WMBAREICHT DM OBUEMEEA & O KRS
o T HRIUF=T NIV UAF =T LS OFHEMEEES] & OO S

(2R3 % $IH]
ﬁ_§é¢é$%_waiKﬁ@&%#ﬁ%kéhfv%:kﬂ%\&ﬁ%ﬁ
bipnwz b
o ARFNDEITIZHT LIBBUE OBEERE O & 5 B

TRIERT OREAMm kwTTﬁ_&é¢5$%_omfi,$ﬂ®%5iﬁ SV AWAIA

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

. %/@%f%®AﬁXi%E@%é$%

o JfaEE AR A CRE Y 258 5 B K ONE B 0 il B i gt 2¢ <0l e M fiti 2%
%@%K%E@Wm#ﬁ%héﬁﬁ

o HOMERBOAE, SUTBMER I L IXHRMED B O KB OBEERE O
% BE

o RESBHIE (GEmEMRBREELET) ObbERE

o FERORBYSUIMEEAT D EE

17



o RVBUIBRABE U THS M O B M 12 35 1) 5 Karnofsky Performance Status 70% A

{Iﬂ.'fﬁ‘ (ED @‘%%

(1 Karmofsky Performance Status (PS)

Score | E 3%

100 |1IEH, AT HBREOHF LNV, BHRERZ L,
B OTEE A ATRE, HPIeFEN LI\, 90 |BRERIRIESR TS D8, IERTEB) A fE

80 |/ 72 0 EERSER H 203, ) L CIEE OIEB) Al HE
FET D LIIARFRE, BHETHEETE T, & 70 |[HOHHOMIHIITE 508, EF OGS - 545 Z L3RR
HEITF LA EBAHRERIZE DD TH D, | 60 |HNTKHERZ LITTEXAN, & EXNMRNLE
Bea REEEONMZLE LT 5, 50 JRIRE BB LERE#EL X OENNRERITADLE

40 (BT, WU REIRE LOFE#ES LT
HOEIYDZEEASTTERY, fiZdHH| 30 |[2<ETT . ABRNSLEEDEITI LEE > TR
WO E# L FSOEELME LT D, REA| 20 FEFICEE, ABSKLE CREANRIREN LI
MNEGHIZHEIT L CTW B ATREEN S 5, 10 [FEHIASE > TV D

0 |4t
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6. WEIZBL THETREFH

@

@

®

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

RO olicn B tEde oI 8 L Cr AT 2 &,

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

ThoEETHZ L,

FREWEH O~ %Y A MZONWT

o [MWEMMEENSLDLOND Z ENHDLDT, KAIOEEIZHT- > TL, YIHIE
W (G0, PRURIREE, Wmkas) ORERR & O X fRfRds o s, BlEiz+
FATH 2 b, Fo, KBTS U THE CT, My~ —h —FDOMmA % 3
HZ L,

e infusionreaction 23&% 515 Z £ 23H 5, infusionreaction 23588 B ILIZ A IZ
X, WYIRAE AT O &L BT, JERNEE T 5 & THREOIRIEZ /01 8lE2
T5HI L,

o HURIBERERERE ., PERAEEREE X CRIBEEREENHLDNLZERHDHD
T, AREIOF5-BRLART & OFe 5B I E IS N WS RE A (TSH, 78
T3. ##HfE T4, ACTH, i = /LF YV — V5 RIE) Z2FEhd 52 &,

o BUEMR. FFAE, MFHEREREE. TR, S{EMRE RPN L bND 2 EndH D
DT, AKAEIOBE-BAGRT R O G- M S i3 E BRI T BERERMR A (AST. ALT,
y-GTP, Al-P, BV /LEHOMIE) 2ET5Z &,

o SEIER (MR MMCEEMREREZ ) FOHEEREEENH LD
ZERBLOT, EMHNCIRORFOEEEMHRET D &, -, IROEFEMN
RBOOLNTHEITIE, HONCERENZZ2 T2 L )BEFELRET L L,

o KENOEEIZLY | BEOREICTIRINT S £ E X BN DR IR BSHRNIE
NHLONDZENHD, RENROONTHEIIE, BELEFRIISCTE
LY 72 5k & Rk & Re O Rl & il Ui bl A BB RIS W 21TV, IR DS
FONZ & 2 BWER B 2561215, AR ORESUIH 1L, K ORIE B R
NEVRIOERGERERTHZ L, B, BIBRERLVEYOFKEIZE Y EIE
HOYGENFRD B2 WIGEIZIE, BIE RE AR VE LSO & 1 Fl o e hn
LEETDHZ L,

o BERKRTH. BEMMNSEIARGE L THORIERANRERT D Z 8B D70,
AFNOBEHETRICHRIEHORBUZHSITHEET H 2 &,

o 1 AUBERRIE (BUE 1 BUBEIRIG 2 Ede) bbb, BERFMES N7V R—U R
IZELHZENRHDHOT, Ag, Fl, EHZFEDIEROFELCMBEEDO R+
DEBRT D&, | RBERBEN DN IZGA TR G2 RIEL, A2 ) Ul
Hl OB GHEOEY)7REEITO Z &,

AHNOEEERERIC BT, KEYNOTE-426 3B T3 5504625 12 B, LI

S4MBEFEFCoMIT L, D% 12 T & E7080-307, KEYNOTE-581 #kli& T3 5-

BAEN D 8 WM Z EAZH DR 21T > T2 2 & 2 BE I ARAIB G I3 EH

AZ BRI A COROMEREITO Z &)

I A7 O@EmWE IR RSB T 2% mBhEE & L TERT 2B,

KEYNOTE-564 BRI W T, 2 B Z L Ica e 2 4T> T\ Z L2 5%E
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(2 AR OB G- HPTEBHN D ROMERR 2T 5 Z &, 2B, AANOHREHIRIZ 12 7
HETETDIL,
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