A T A KT A
Ravu ) Awd (BnFHEkz)
(Bi5e4 @ A FA— & R FEE 100 mg)
~ RS e ~

SHTE1 28 (SFf 2448 HHET)
B S EhAE
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HE®IC

AFI DR, 1R
N

MEFIZ 2T
BEXREDDBE
BT L THE Y~ & HIH

P2
P3
P4
P9
P11
Pi2



[ = %1t

EIE OGN - BRPEOMR O DT, ARSI E SO EE 20 ARD
b, &5, EORSERITOMESIC L0 | FEESR 2 8 OB AR ER
FFEHRGBAR SRR T, Db OERNL ZEICHERBRICEMRT L 2 LB
AL o TRY  BFEMEGER b ot O AT #2016 (FAk 28 F 6 A 2 ARERE)
RBWT G, EEHMERLEOFEAORBE{EERMD - L L ShTng,
FREREEEERLT, BEERSSEE2N T 0 7y A VRBTEOERS LA B Mo E
BB ERDB, O, FHERULSECET S ERAHLBEET A E TOM,

FARRIR L B LB ek g & D 2 b ST O MR A T R T
THLEREETHD,

Lizd o T, AFA FTA4 T, BMEERMCIIE TILELILTWIEFEZR -
B RIMCESE | LToEREROSR@EER & HEET L8 b EREN, B2
FROCEBEEERRT,

TR, AAA K74 4%, BIATEIE A EERERBRBOEE, ABHEEARR
FRRIEEZES, A EEA A ABERARES R C— AR B ARRSE 2SO0
Fioh EARR LT,

B & R BERE XA M-S SR 100mg (—R4A AT R Y X (Bs
TR Z))

AR ERDPETIHE  RIAUBRTREITIERAE O B

HREBAFEROHE . 7o F =7 L offHicBn T, BE, AR, A7) X<
7 GEfmfHx) & LT, 1B 200 mg & 3 MM 1A
400 mg % 6 BRI T 30 ORI CAMEET S,

B3 5E % 3 . MSD ERAUa

(%)
AT AFEE ] mg, FEESmg (%G  TX T =) OFWEIRTE, HEEOH
=

ZhEE I EL | ARVAUIERANRE S ERTS M O BRI E

BERCHE: @, AR 7S F=7E LT 1R Smg® 1 B 2mEORET 5,
ok, BEOREI LV EETEET DA, 1R 10mg1 A 2EECHEET
x5,



2. RENOREE, 1EHEF

XA b GEFEE 100mg (—fF AT n ) A7 GEEH#R), BT IR
Flp Evv3,) i, PD-1 (programmed cell death-1) » %D Y o N CH S PD-L1 U PD-
L2 & DG 2 EERET . & MulgGax ) 7 a—FAHEKTH 5,

AA o F T, PD-1 I, RN TR T M oMl Eic BE L, Bk
TS % S AL LR e B RS HIHT 2, dheh b, PD-1 U VY R
BTAHAZLIEVHRSFERICL D V7T A RERZAEHT ASHEETH S, PD-LL
DIEFMEI BT BRBUL DTN TH IR, L OB MR TIE THEROW X 22 5
IFEERBNCHETE L C D, DA BN S PD-L1 OEEIL, B, FiEE, T
FORafE, DRELER, FEANIIEIRE 2 Y OfFx R ATTERARARRAFTH Y, EWETFRE
DRBAERREIh NG,

OB ALOBEERNTH & PDLI BHEOEEMEN S, PD-1 & PD-L1 ORKIZERED
FIEERE B W CE R AR A 5 2 LAVRB EN TR Y | H RN ARREOEN S L
THERF STV,

AFNL, PD-1 & PD-LI RO PDL2 DAY v FORGEMES I ZLI2L Y, EE
/NS R O RS BAOINIEEME T U 7 SER %35 Mk S FURE s % B 1
DIk CHIEFEMR 2RI 5,

FHNOERBFEICES GREOGIENRIC L ABHERS RS b, EFE XTI
EAHARENENR S L, FHOFRGPRORGHICT, BEOBEE LTV, BESH
B LR EA R, FE U ERITON U B A6 & R A B o R & L E
Y172 EERR BT TV, REORERIGI X ARIERBEDILAEEI, BIFRE R
= UEIOE G EOBERE T NERL D,



3. BB
R IR IR RE ST ST M O BT O AGRIF IS T 217 o T R AR AR D alEE &
RN

(A zhit]

EER LRI N HHAER (KEYNOTE-426 ##5R)

{ESEFRRERIE O 0 AR TR EIBRASFE SRR O P IR M N B B A s BB 861 A (B A
AN FEEL) Fxgin, AnFoT ) ABE LUF [R=F=7) Lnd, ) 2%
SERE LT, AF & TR T =T oM RERS CUT IR/ TX v F=7) g, ) B
OFEZPER OZ2EREE S, FEFEEBT2AFHR (LUF [0S &5, )
BUSEEATFME CLT [PFS] &0 3, ) L&h, KR/ THF=7 A=F=
FEHBILTC, 0S ROPFS 2 HBICHEER Lz,

#] 1 American Joint Committee on Cancer 5% 884018 B3 RV

*2:50mg | B L] 4 R 56 2 AR

*3 0 ASKI 200 mg 3IAMENE (BLF TQ3WI L), ) TEHRWERE L, 7HFF=7%5
mgl H2E (BLF [BID] &9, ) @RS LE, 7H%F270RGRIT, Smgl
H2ECHERTA2 20—2 (6FEHE) DEAEEERDY, Grade 2 2B 57 ¥ 5=
TORERRRG B, ol ER 150/90 mm Hg UL TR S i-HE, 7mgBID
~OWEREAREE Uiz, EREROEER AV, 10mgBID ~DE L AEE Ui, 7
XIF =7, BHEROER, BEESICR U CHREX MRE 3 mgBID, &I 2mg
BID) b HgE& L7z,

1 BHHEEE (KEYNOTE-426 RRBR)

AF/ TR F T A=F TR
(43241) (42943))
fhfE (B) NE NE
[(95%C1] INE, NE] [NE, NE]
OS™ | A RET 0.53
[95%CT] [0.38, 0.74] —
P{E®™ 0.00005
hdfE () 15.1 11.0
[95%CT] [12.6, 17.7] [8.7,12.5]
PES™M | o — RS 0.69
[95%CI] [0.56, 0.84] —
P 0.00012

Cl: {E9ER. NE: #EFn], *1 BT —F Q01848388248 v bA7) | =2 &
) Cox Lhffil ~HF— FEFAIC LA ASF 7B E OB, #3: BYln 7 5 o 7 #RiE, *4: RECIST
HA FTF A LRI RS < BT M P dFE



o 200 MECBW R U T %372
i e s 1 e 484 4
_ 707 R=F=D
£60-
ﬁ 50
E 40
30 -
20
10 ]
0 LA AR L LA LU LA R LA AL AL AL LA AR LA AL A LA L R AR G AR AR
0 4 8 12 16 20 24
at risk#y SRR
AF200mg Q3W B UF
P F T 432 A17 378 256 136 18 0
R=F-T 429 401 341 211 110 20 0

1 OSOH BT EE O Kaplan-Meier fiff (KEYNOTE-426385%)

100 =
90 -

BT (8]

at risk#4

AHI200mg Q3W 432 357 251 140 42 3 4]
BUOFPFwFT

A=FZT 429 302 193 89 26 1 0

M2 PFSO TR OKaplan-Meieri# (KEYNOTE-426338%)



[Zz 2]
E R I AERR (KEYNOTE-426 #R)
AEFGIIRR/ T X F 7R 422420 ] (98.4%) RNA=F =7 B 423/425 {3
(99.5%) 1238 LA, BRI L ONRERNEGE T RWVWAERRIE., Fh-E1 413/429
il (96.3%) KR 415/425 8 (97.6%) WS BT, WTRLAOBETRELRD 5% L

#F2 Wh OB CREED 5% EORER (KEYNOTE-426 3 (RSt &4m)

BEE B i (%)
(SOC: System Organ Class) FE T HFF =T A=F =T
ARG (PT: Preferred Term) 420 {5 425 {3
(MedDRA ver.21.0) £ Grade Grades 3-4 Grade 5 4 (rade Grades 3-4 Grade 5
2EHEHE 413 (963) 260 (627 4 (0.9) 415 (97.6) 244 (574 7 (1.6}
g LY SRR
i 12 (28 1 02 0 69 (162) 13 a0 0
Efiikze- 5 (1.2) 0 0 7 @&n 6 (L.4) 0
SFrR BRI A 6 (1.4) 1 (02 0 79 (18.6) 28 {6.6) 0
ERER G el 3 (1.9 0 0 094 (22.1) 22 (5.2) ¢
BRI RS O HERE 52 (12.1) 4 {0.9) 0 14 (33) ¢ o
R AR IERE IR A i35 (31.5) 1 {02) 0 119 (28.0) G @
HiBkEE
BEw 23 (54) 30 0 16 (3.8 0 ¢
R 31 7.2) ] 0 20 (6.8) 0 6
TH 210 49.0) 3 (7.2) 0 175 @iy 19 4.5 6
R 17 {4.0) 0 0 22 (5.2) 0 ¢
HEARR 12 {2.8) 0 0 48 (113 1 {0.2) 0
AR R 6 {14 0 0 34 (8.0) 3 0.7 0
B o1 (212 2 (0.5) 0 i (26.1) 4 {0.9) 0
(E) b 81 (142) K (1)) 0 8 (20.2) 9 2.0 0
HR: 34 (1.9 L 02 0 56 (13.9) 3 0.7 0
—f% « ERERR LRSS ORE
Fuatsd 50 (LD 6 (1.4 0 54 an 12 (2.8) 0
i 136 (303) 10 2B i 142 (33.4) 21 (4.9) 0
D g5 55 (12.8) 4 0% 0 90 212) 7 {1.6) 0
FEER 16 (3.7} 0 0 24 {586) 0 0
R
ALT 3 102 {238) 52 {12.]) 0 54 (127 H (2.6) 0
AST )N 97 {226 29 (6.8 0 59 (139 7 (1.6) 0
T L7 F = A 24 (5.8) ¢ 0 30 (LD i (0.2) 0
o R FE R BRI A5 L B 22 (5) 0 0 2 {52 0 0
fpeh kgL 3 0.7) 1 (02 0 48 (113) 29 (6.8) 0
110N E 14 3.3 1 {02) 0 76 (179 31 (7.3 0
£ 1 41 9.6) 6 (14) 0 36 {8.5) 0 0
£ hL B i 0.2) ¢ 0 378D 11 (2.6} 0
itk L otElaE
RAkBLR 94 (21.9) 9 20 0 106 (24.9) 2 0.5) 0
(B Y >R E 6 (1.4) 205 0 26 (6.1} 11 (2.6} 0
HEBRR L UHGERES
BH BRI 51 (120 KT (134 0 15 (3% 2 (0.5) 0
Ak 23 (54) 0 0 16 (3.8 0
PR TR IR
WA 0 5.3 1 (0.2) 0 120 (30.4) 0 0
7z Ek 35 (R2) KON (+¢)] 0 3 (1.8 1 (0.2)
B LUREEREE
wARE 66 (154) 11 (2.6) 0 9 (9.2) 6 (1.4 0



AR Bl (%)

(SOC: System Organ Class) BE/T X T 2T A=F=TH
HAFE (PT: Preferred Terni) 429 {5 425 {31
MDRA ver.21.0) 42 Grade Grades 3-4 Grade 5 4 Grade Grades 34 Grade 5
FERER, BAELE £ OEHREE
5707 32 (7.5 0. 0 12 2.8 o 0
BEIES 98 (22.8) I {0.2) 0 2 2.8 0
I [ 28 {6.5) 2 (0.5 0 6 (3.8 2 9.5) 0
A 19 {44 0 0 32 (1.5 0 0
WIS LU T sk R
B R 27 {6.3) t(0.2) 0 35 (8.2) 0 0
T4 RIERFMEAASERE 119 @77 22 G.D 0 168 (31950 15 3.5 0
EHEEE 53 (124) 102 0 18 4.2) 0 0
s 46 (10.7) t (0.2 0 38 (8.9) i 0.2) 0
hEpEE
R iE 179 @417 91 (21.2) 0 18 (@433 718 (i84) 0

5. AR/ T X F o TRACEVCRIE AR 1261 (2.8%) . KK - N -
BHEOTH 404 (93%) . MREE (F7 2 A EERS) 26 (0.5%) . e
B (ALT B OF AST #0072 KOS RER B EAT 2 51) 15081 (35.0%) . PR
BEREE 16561 (38.5%) . TIEMAHSAEREE S B (1.2%) . BIRFHEEERCE 1046 (2.3%) .
1 ELEEDR L] (0.2%) | EEEREE (RMIEMEMNEELRE) of 2.1%) | Bk #E
WOAHRIMEEAE 4 8] (0.9%) . BEIEFREAE 4G (0.9%) . DHE2H (0.5%) . FEIK
#1 (02%) BTN infusionreaction 2 8 (0.5%) MO B, £, BEOREREE

(B REHEIRAE R, SRR, BUEES) | g, Bk - e, EERmiEhEE

(S thim R A SRR . IS A, FREEER . MAERIERIE %) | MEkKEAVER
BROEEERD b - 7o, FREARBRIIEESS (BRREERT 22T
REDERRRE T,



[ - Al

AFOBERBEGTET T AL 2R LIS 2 b—3a 2 kD, & E 200 mg #
Q3W, 400 mg % 6 MEIRIIE (AT TQ6W) &9, ) Mid 10 mg/kg (FE) % 2R
kg (LIF TQ2w) &9, ) TS LEBoORAOMEPRENKE Sz, 20
B, A 400mg  Q6W TG LICBOAF ORI BT 5 R IEFRE (UF

[Cuvgssl &3, ) M, AF200mg & Q3W TG UEED Caupss &S HEET 2 & THI S
iz (F5F) . Fiz, A 400mg & Q6W TeLE LBoEREOEEREICRIT &S
MFPRE (LT [Crassl &9, ) 1, AAI 200mg & Q3W THE G LTBRED Cows &
Wil U CEl 2 e L FRlEh b oo, BARAREFIZBW TEEESHER S LTV
Rk - BB THDLAHE 10 mgikg (KE) 2 QoW TEE L72BRO Cuaxes & HE L TIEE
ERTETHSR (TR . 61, BEREEERE 2RI H 400 mg & Q6W T
B 5 LA EHERNR (KEYNOTE-55S BR) L 05 O iz SEMEI 260 < FEEhE -~
FA=HE I a0 FRI UEEYEIE T A2 FRELE (T,
M2 T, BEOBEICRT AEERRRECES X AROBER & B2 3E e
Y OB R DRERISTT SR, A 200 mg B Q3W MIid 400 mg &
Q6W THE LISOWRER - Ao T el OE I > THRE ShaRER, &
OB - AEOR CHEEMEE SRR SR & TR T,

#3 SHOEYER AT A —F

Wik - AR Cranx Cavg Crain Cruax,ss Cavess Chain,ss
{pgfml) (pg/mL) (ug/ml) (ngfml} (pgfmlL) {pgmL)
200 mg QIW! (58.55?.519.7) (27.27?.??8.1) (17.13?‘11 83) | 1 2!?984.1) (49;(,)? 1.0) (30.?;(,]'39 1.4)
00 mg QEW! (12324} {32.?)?;12.7) (10.?16 0.8) (145?49) (50.51(,)'57 1.3) (19.?3?'230.9)
40(0%%{%W (135] 26;) ;6.4) NA {14.[:,'?5.4) NA NA NA
10 mg/kg Q2W! (212,2323) (145?45) (1 1;}?21) (42:,248133) (27(23,7282) (1931.,9200)

t:8=2,093, 100EOGY I al—avic k0 BRI SMESEOHRE (2.5%5,97.5%48) « Cmex : FIER
BHOBENIEFRE, Cop: MEHESEOFHNERERE, Cu: WEEREE (V4 702 B5H) OREAE
HUEEE . Craess | TERIRRRICB U B B S s TIE, Cope: ERINBIZBIT 2 EMMBEFRE, Cons : TEHIREEIC
Bt A Bl R B

T S6 BN EAEEHE (95%{FHEH)

§: 41 FlORAFTEEE (95%E1EER)

NA : AL




4, MERRIT-OWT
IR Y A7 EHEHE (RMP) WA-SE | A oERLZ2MEERET ~D /A
BhAMHTH>T, 7&%’ IO G BE 22N - FEL, FROKREICLYER
iﬁm‘ ER &R LB 2 2 SRS ERED, U ToO~B04 AT e
BWTHERTRETHD,

DO HRiC2NT

D1 FTERD (1) ~ 5) OWTFhricky st chsd o b,

(1) EAFBRERIEET S5 A BEEENURRS GREF RS A BROEEIL A,
" AR %L}’ﬁémfnf Be, Hubls AR lie &)

(2) FrEHgRE

@)%tﬁ%@%ﬁ?i@é#h SEREEEFRE (1S ASFOEIEIEEREL. M ABREEES
%ﬁfh\ﬁbﬂ%@#ﬁﬁm e &)

4 SFE{FEEEETE U, A3 RRENE | O SRWEREINE 2 Ofingr £ LE
AR D AT > T D HE

(5) FEEME ISR AL BRI O HE RN B HE LT AR BB 21T - TV B sk

D-2  BHFERE O EEE R OBIEH R OS2 ik & R 2 FroEa (T
FEOWTNMICELY T HEM) 23, HEEREOAACET HIECELS & UTRRE
EnTnaT 2,

#*®

o BTGNS 2FEONIHEAET LB SELLEON AR ORIHE 217
orm5:&096\2$uii\#b%%ﬁ%%z&btm%ﬁ%%wmﬁ%
STWAZ &,

o EMGFTEH 2 EOPPHERIET URIC 4 F£LL ORISR R OREE LT
STEY, 96, 2480 Lt BHIIED I AR ST ) LTRRROERIHE £ 17
D TWAI L,

@ BEAOEERREREEOERI VT

B S B T R 2 AR S S, BUSRO b DR 1 M - %
s RO BER DERMSIC N T 5 IE S5, FEFSARE LLBa0WE
ST, ERFEOHIITONA RS TN B D b,




@ BHER~O®SIzonT
®@-1 Mgk {Hlc B4 52

RV R RS O B AR SR Loz, 24 BERI 2 HRHI O T, MR ik
BEHEERR IS RBOC, B LUEBERICE DT ARE RO CT Z0ORHEROENNZME
RHAEOFBRAY ARG O, BHIEAEREHMBE A &,

@2 EHEERIC L 5EEFEAC BT 5B

P ABIRIHE D B FM 2 AR RIS A 5 ER U EE MR =4 U v
EEDEERDOAY V=2 7 RATVERIE L RS 3HE TE 5 F— SEREHNE
FHEhTWA I e, 2B, BEFHICONT, BDAUBE LZOFRRCHSICEBINT
WH &,

@-3 BER ORI LT

BIMEM (MIEMRBIZME, KBk /B - EEO T, FHEEREE « MR
B, TEHAEREE (RMEHEMRERS) . AoWmEE (TEEAEEERS. FREE
M BIEEREESE) . 1 AUERYE, B & OBk, fid - IBRURRIAE, ik, EEDK
JGIEE (WDEEMEE R EWRIALE, B RIEIRAE G, S, JAREESE) . infusion
reaction, FPF#S « BfRZS, BAERIENNE, #HREER (7 v« N EHERSE) | DK,
BRI EREE Grih i MR SRR, Rl R I, SRR, MEENIERIESE) |
MERE SRR, F%) et LT U UL R o EMEE AT D E
LEHEEL (B OBECHIGICE L TIRER USRS oNAEMIcH D2 &)
EHIEERnEN TE DEHRESTWAZ &,

10



5. REMBLRLBE
(AR 5 HIE]
@

{2 RERE O 72 MR TR BB RE O EsfE M o B R B i ¢, BF & 7

F =T LOHERESEOFEPENRIN TS,

@ TRICHYT EES

9 DA OB G RO H ROV T, ARIOE R

FESLSNTRELT, AflDREHE LB,

[

s
© FEIDRMEE

o OTAFOFIHENT S THRWMEOBUIREREGA & Ot S

[ZelEic (Y 5 5]

D FTRITHEY T 5BEIT DN TIEHAF OB G5

oY AN
o ARHOHSY

TREERT ORI
el

-

o IoErEf{GEE THER 2R

L DTEFEFIE N RN EEIZIR Y |
MEMEREDGHUIBEDD 5 BH
D D A R OTEBIE O K5 R IE A0 R M At 48

LENTWEZ Ll E5%1T

W LiRBUE OB REO B A B

BWTTEICHE Y5 32 BEWTHL, AFoB SRS

BERIZAAZEHAT I L EEETE D,

FORICIERRED B LIS BE
o BOSREEBOA UTBRMESARE L EEREO B QRERBOBERD

5 ME

T mE (ahepiaBREL =) oboiE
MR ORR IR AT D8

o Kamofsky Performance Status 70%3jil ‘0 o B4

G 1) Karofsky Performance Status (PS)

Scote [ iFFE
100 IEH, FREBIEHTARHCHELN 2, BRIEERR L,
LEOETATRE, FiAEENLER, 90 MEWEEHUERIIH DA, EREEEEE
80 AR D RRERAENRA B 48, B UCIEE OFREN Ak
ST A LT, HETCEETEC, B 70 (B8 Foiacd 30, EROTE - HHT 52 L RERE
HINIE LA EBAMNBRBERCES LD THS, | 60 |HOInBIER D PIITE 508, L& PEERNE

e 2 BEDMDELEL T 5, 50

R E EE LS LOE R BRI AR NE

40

B9, B R ERR L UEEANE

EORYOIEFRFTTERY, iFHH0 30

ST, MERSEESAEEZI LEE o TRy

RO E L ASOFELXE T4, FE| 20

FERICERE, ARSNETH AN RIBRANE

PEMITET LTS EREEN B S, 10

SEIASGE » T A

1

11




6. WEELTHETLSHyE
O BACEEIIN L, SOSRGEER MRS 2 R IC B X ARHE O R O I
Ao S HERERE OISR L ChBERTA b,

@

THOBETHT L,
@ FRAWEBOYRVAY MEOLT

MEMEMERERHOLNAZ BB BT, FHOBREIZHTZ» Thd, WHE
o (G, FRIREEE, i) ORERM UM X BREOERS, BlEr+
SWATO L b, Ei, BETSCTHE CT, ME~— b —S0REELERT
B,

infusion reaction 3% H oL D = LB D, infusion reaction AR S FEE
M. WEIZRALE AT 9 & & b, ERAEIET D THREORES O EE
TARIE,

FURIBHSRERE E . THRAMERESE L ORIBHSEEERH L bh A3 R 5D
T, AREI OSBRI O S SR R E RIS A R R AT (TSH, W
T3, WEHE T4, ACTH, fith o' —LE0BIE) #ERTH &,
FHgREE, I{LMERE RIS Sohd 2 LR H DD T, KA E5 IR tAH K
O 5 HR T E 80 FHEEE TS (AST. ALT, v-GTP, ALP, B UL 0%
DREEY EERTAIE,

A E IS TEEARVITEEREREE0) SOHERREERL Hbh b
LelbLOT, EMNCEORYORELRERT L L, £, BOREN
RO LNEEEIE, O IEEREEZ 2T L BEERET 2 2 L,
AFOFTEICL Y BEOFEFICCHE T S LB 2 b D Hke RIRRSRE
BhHbbhaZ REs, RENREDLNILBESICE, BRELEERIIE U
HPRG R i &R R B EAD & s U Gt B Rl 2 1T, BIE o myE
B X 2 BHERRELI B GE10IL, AR ORE TPk, ORI RE R
e ROREEEBERT DL, b, BIBEEFRELVE ORI EIE
HolgERED 5 GG, BB RERNAE & U OGEMEIR o
LEETDOH L,

BEETH EENOEVARBAL THLAEENRET A L0855 120,
AR OB EGETRICHREAHOREICHSICERT D Z &,

| BUER R (BUE | RUERE 25T b bbh, ERFEEY v 7 P—
WEDZENEHLOT, O, Bl WEIEEOMEROFIERMEED FRic+
SHETL L, | BEERRSEDNEAICESEERIE L, A A )
OB SEORTNAELRIT S 2 &

@ AHloEARRBRIZB T, RE5FENG 1278H, DRI M4BEETeHETE, F0
# 2 AZFCEGOFMEIT W 2RSS, ARSI ELEICE
BHECTHROEREITH T &,
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