XEFEHEET A R A
RAT7u ) XA<v7 (BETHBEZ)
(BR7E4 : A MA—# K 100 mg)
~ R LR~

YR 2 941 21 (FF124 8 AKET)
BA A
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1. IXC®IC

=S5 DH N « B RMEOREROT-OIZIL, I SCEEIZE S W2 Ee AR D
B, 6T, ITEORFEHNOMEAIZ LY | FUREIKS 22 & OFHH 72 Frll/F A%
FRIESEMDPEB I NDHF T, 2o OEEMLZ BICHLERBEITRIET 5 2 L EREO
AR & o TR Y RIFMBGER & SO FA T #2016 (FRk 28 42 6 A 2 HEERE)
IZBWThH, FHERLEOHHORBEHEEZXS Z LS TWn5,

BFORERE ST, B ERCLZ 2T 0 7 7 A VBB FOESKEL & B 5 5
B ENRDHDH, O, MR OLZEMEICET D ERD BT 5 E TOR,
WMELEIL DO BE LR ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
FDFEEL U= BE 72 kb & & D 2 & DS ARE 72— 8 O B &3 7= 9 R B < fd
THZENEETHD,

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

I ARITA RT A %, MSIATBOE NE SRR O, AME AR AR
BRI s . — At FE N B ARERIR N B E 2 R O FE N B ARIBRE B 72 O W
Db EAERR LT,

KG L I HIEIEN XA M —F SR ERHE 100mg (— k% AT e X~ T (Eis
THREHL %))

KR ERDMMEUTHIE: © DS AL\ CHE I U 72 ARV YIBR AN RE 72 IR I b B

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

& R 58 ¥ & - MSD BRIt




2. AFOKK, {ERBERF

FA ML—F RiEEHE 100mg (— %4 - XA T7r ) A~ B HE#z), LUF IR
Fl EvvH,) 1%, PD-1 (programmed cell death-1) &% dD Y %> K Td 5 PD-L1 & T PD-
L2 L OfEAZEHERET S, b MbIgG4 €/ 7 v —FAHKTH 5,

PD-1 #2313 T Al e o0 2 B SAE 2> © kAU 2 72 I 03 AVKBRE 23R FH 5 % 32 7 50 22 ol )
AA »F T, PD-1 (F, fEFEREBICEWDCEER T MildoMia£micgE L, 3%
P& SOt % B e A B X TRl 72 oS UG A HlH 95, 372 BH . PD-1 13U o K&
AT D LICEYHURZERICL D V7T vimiEe AlchHliEaT 225K CTH 5, PD-LI
DIEFEMIKICIB T HHBUTDO T TH L0, Z< ONAMETIE T Moz 2
HIFEWMENCFB L TV D, DAFIICEIT D PD-L1 OEFEBIL, B, M.
JHAREE . IR0, FE/NHIRaNTE 72 & Ofix AT THRARRK T TH Y | RWAEFE
& OB HRE STV D,

B OB A DGR T#% & PD-L1 BEEOFHEEAMN S, PD-1 & PD-L1 ORI
DGERRHC B W CEBERKREIZH Y Z EDNRBINTEBY | F7m72 N AT &
LTHIfF ST 5,

AANX, PD-1 & PD-L1 X O'PD-L2 Olj U > ROFEREREST S Z L2k, 5
WUNBREE T ORISR AR ENE T U S ERATEM L S8, PUEE e 2 s AL
T 52 L CHUEENRARET D,

AFN ORI 2 2 B DS RISIC £ 5 BHEA S S b, BESUIIEEIC
DRI B D, AAOBGHROBGHIIE, BEOBIEE HHITIT0, BEH IR
D BTG AITIE, BB L HGUTIE U B 2 ik & B8R & FF o R Af & L Col
Y72 RIS 21T\, BB DS RIS £ 2 BIEF 28 Eb 88T IE, RIS R AL
B LI OB G S O R ILE & 1T 5 LER D D,



3. BRI
M AACERFRER \THEIE U T2 ARIBUIBR AR RE 72 R b R O KGRI IZ Gt 247 - 72 £ 72
Bk A B I5R OD i 2 T,

[H7hE]

[EI B[R ZE A RRER  (KEYNOTE-045 35R)

77 F K & S T L EEIERET 28 3 5 R PTETIE TR O R b RO R
542 5 (A AN 52 il 4s) % %47 . A 200 mg 3 SRR (UUF TQ3W) 15, )
Be5-OFNE R NN AR ON7 U X2 X2')L REZF+1/0 X3 vinflunine)
CEXTBE LTRSS N, Aok, BHREHE TEREEETRRD b A T, EEAEST
ZR IR DO H IR W EDERIRAIZ L E LT 5 BE T, RIBICARE O mifg N ¢
PRBHEITD RO LN D F TARKIOER G 2k 35 Z L3RR & ShvTe, FEEFHmE X
AL (0S) R OVEREALFHN (PFS) & &iv, AFNF LS E & el LT, OS
EEBICHERE L (F1EOXK) |

10 7T FFRH R G AR (UG BICRBIIT AR BE . RO T F SRR AT
(2RI £ BHTRT - I MBNEAEREER 12 4 B INIC TS L7z B 2z AR B LT,

*2 : ARFRTIE vinflunine 1ZIRARTH D720, X7 VXXV I REZXEZLOWNTINERIRL
7o



7 1 KEYNOTE-045 3B DB MHERAR

AF1 200 mg oe=2-30
Q3W
(270 1) (272 1)
oSt i [A] 10.3 7.4
(95%(ZHE X [H) (8.0, 11.8) (6.1,8.3)
N Rt 0.73
(95% 15 #A X ) (0.59,0.91) -
P {5t 0.002
PFSTl thfil [H] 2.1 3.3
(95%/15 FE X [#]) (2.0,2.2) (2.3,3.5)
N — R 0.98
(95%{5 #A X [H) (0.81, 1.19) —
P fiifb 0.416
T TR DT — 2 120169 A TH A AT
o @R Cox eI ANY — RET M K A 529 & Ol
S @hla 7T U E
I': RECIST HA T A > 1.1 fIZ IS < Pz A el e
100 7
90 7
80
70
& 607
& 50
§ 40° \\
30 5 MM—H
20 ] —— smoomg W
10 7 PRE
O a6 10 12 14 16 18 20 23 24
at risk® e R)
Z51200mg Q3W 270226194169147 131 87 54 27 13 4 0 O
= P 272232171138109 89 55 27 14 3 0 0 O

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




[Ze21]
[EI B[R ZE AR RS  (KEYNOTE-045 35#)

HEFEGIIARKIRE 248/266 5] (93.2%) K UMb IERE 250/255 41 (98.0%) (2788 B
L. RIPERIZE N Z L 162/266 5] (60.9%) K& T 230/255 il (90.2%) (2788 Hivlc, A&
FIHE THBLEN 5% L, EORIERIZTRO LB THhoTe,

2 FEED 5% LEOBIER (KEYNOTE-045 3RE)  (LZA&MAITRER)

#BEBIKIFE (SOC: System Organ Class) @ijﬁﬂ(;/‘;)
HEAFE (PT: Preferred Term) 2663
(MedDRA ver.20.1) 2 Grade Grade 3-4 Grade 5
2EIEH 162  (60.9) 38 (14.3) 4 (1.5)
N bR
PR BB REA T 15 (5.6) 0 0
B IBhEE
T 24 (9.0) 3 (1.1) 0
0 29 (10.9) 1 (0.4) 0
—i% - RHEER O GEALOREE
I F7 i 15 (5.6) 1 (0.4) 0
W 37 (13.9) 3 (1.1) 0
FREN 17 (6.4) 0 0
Rt L OvseaspmEE
AARIHIR 23 (8.6) 0 0
BeE ¥ KOV T AEAk R
Z 9 FESE 52 (19.5) 0 0
433 22 (8.3) 1 0.4) 0

723 AFIFEZ BV TRIE MR 10 41 (3.8%) « Kimdk - EEE O T 7 4 (2.6%) |
MRS (72 - NL—EBERSE) 16 (0.4%) | TFHEEEREE 14 651 (5.3%) . HUKAR
BEREREE 23 15 (8.6%) . WIEHEREREE 1] (0.4%) . BFFEAERETE (JRAE FIRMER 2
%) 141 (0.4%) M ONinfusionreactionl f5] (0.4%) iR L, Tz, HEEDLERE
(RIS R, Z2TALEE, BORRIESE) | T EEMaERE S, 1 AR E, k.,
A - BERURRIE . EEARIEDRE, DR, K - BEIRR, 5 &0 MBS, ki
B PESEEESF . PRIMAE R I M OVIRZEERES 1IR80 D72 o 72, AREIWER R BLIRILIXES
HHESR (BAMEMEET L) 230EHERERT,



(At - HE]

KB OREEFSEYBREET LV EZFH L7Zv I 2 b—32a 2k v ., KK 200 mg %
Q3W, 400mg % 6 FHMMHE (LT TQeW) & o5, ) XiX 10mgkg (AHE) % 2 B[
Mk (LT TQ2W) L9, ) TG L7ZBEOARF O iE PR ESRG Sz, ok
Fe. AL 400 mg & QBW TH G- L7=BEOARHF O EFIRREIZ IS 1T 2 Mg iR (LA
T Cavgss) &9, ) &, AHAI200mg 2 Q3W TH G- L72FED Cavgss & HHEIT 2 & T
Shiz (F#) . 72, A#400mg & Q6W TG L 7= AHKI D EHIRAEIZ I 1T 5 i
E G FIREE (LLF TCrmaxss) & VM9, ) 1, AHAl 200mg 2 Q3W T H- L72BRD Craxss
g L CEEZ T E TSN OO, BARNBEFIZE WO TR R ST
HHE - HETH 5% 10 mglkg (RH) % Q2W THH: LTZERD Craxss & Ll U TIK
fEzrdEFPEnN (FR) , &5, BEAERAMMEBE Z 552K 400mg %2 Q6W
TG L7/ TR (KEYNOTE-555 iBR) K 0 155 7= FHMEIC S < Ky Hhhe
NRIA=BFT v Ialb—ra Al PRILICEDERE ST X —% LHEILT (FR),
Nz T, BE ORI 5 BERRBREICE S & | AR ORE & & HM T2tk
& OE#EZ R DIRESST T /VBEE S, Al 200 mg 2 Q3W X 400 mg %
Q6W THH L7-BROMEGTE & & AME T Z 2N L OREIZ DWW TIRFT S /R, k
SO A - AEOM TR OV S22 R T 0 &Pl S iz,

K3 FAOEYBE T A —F

[ Crax Cawy Crnin Crxss Cavges Crninss
(ug/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL)
200 mg Q3W (58.55?;9.7) (27.277-38.1) (17.%32,;.118.3) (91.3?-34.1) (49.58(,);11.0) (30.3;,).3?1.4)
400 mg QoW (12;,2i24) (32.3())?';2.7) (10.%1(,).f0.8) (1461;1?49) (so.i(,)gls) (19.?3(,)'30.9)
40(0%2%%\,\/ (1351.:(33?.10;6.4) NA (14.1:'22,4) NA NA NA
Omgk W\ gy | s | unim | aeees | s | (93200

+:n=2,993, 100 [BDT I = L—3 3 XY BFH N7 % EEO R IE (2.5%,97.5%4) |« Crmax @ FIEIH
H#OEEIMIEFIRE, Cag : PIEIR 5% O MIEFRE, Crmin: PIEIRGH% (A 702 5D OFiRiE
EF'(};%E\ Crax,ss : ﬁﬁ%%é:%ﬁé%%ﬁm%ﬁjﬁfﬁ\ Cavg,ss : ﬁﬁ%ﬁgb:ﬁ&féﬁi@[ﬂl{%@{%}ﬁ\ Chin,ss : Hﬂiﬂﬁ%-ﬁﬁﬁl
BT B FeARumn i e

I : 56 FIORELIE (95%(E X [H)

§ 1 41 Bl EEIE  (95%(ETHIX[H)

NA : %7 L




4. FERIZDOWT

KRS & Ul AR (2FRE) N ONTWEZ Enh, Yild 4
UNZHETE Digk CHOIMERH H, T D LT, AKF OGN w7 B85 220 - §F
E L, AANOBRGIZL Y EELRRIERZRB LIRSS T 5 Z &R0 ERT=D, LIF
DO~BDOT R T &G - THXIZBWTHEAT 2 XEXTH S,

O HERRIZOWT

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

(1) JEAFBREDIEET 20 AREEIL SRR G E RS A2 RGEEERL FUR B
HIE )N AR B EEHL R T, HUIR DS ARSI RE e &)

(2) FrEREERPL

(3) HEM IR ENFEET 203 A HOEEERRE (DA EWRPL. 23 A2
W IRBE, 23 ARSI HERE B e &)

(4) AHRALFIEEZHE L, SRAEFRENE 1 USSR 2B 2 Ok 5L UE
AR DR AT > TV D fiex

(5) PUEEMERERL AL BN ORI AR D 24T > TV D ek

O-2  R¥E EEE DAL E K ORIWE I BLRE O %S 443 22 Fnak & #R8R 2 F¢ D il
(FROWT NN A T DIER) 23, BEZZFERORANCET 28R OEMTE & L
THEINTWDHZ &,

#

o [EEMEFFESE 2 FOUMIMHEZE T L7212 5 FFELL LD D TR DB IRIHE 2
ITHoTWBHZ L, 96, 2L EIX, BAZEWEEZ & LUEERIERFOIHE 2
ToTWBHZ &,

o [ERIRFFIGER 2 FOPMHEZE T LIRS 4 FLL EOWIREGFZ DR IRIHE
7o THY. 95, 2HEU T R LR DM A TR 25 Lo D3 AR TR DS
RWHEZAT> TV H Z L

Q@ PBENOEEBBEREEDOMEHNICOWT

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




@ EBHWERA~DOXIRIZOWT
@-1 fEsk Iz BE 4 5 B

VMR R D BEE R BIEA NI A LTZBRIC, 24 FRRIZHEIEHIO T, MYakhiak X
VB (23U T, BB L EWERICIE U CABRE B L O CT 0 FIVER ORI 4
TR ORERD Y BSOS, EBICRIGATRE R AR N EE > T D Z &y

@-2 ERNEEEHICL H2AFELMNHICHET 2 EH,

DAZRICED 2R L R 2 BT 2 ERIEEEPEIERE=42V 7
EEOIZEROAT Y —=2 7T HITWEIRE L @A H T& 55— LEFRES
iESNTVWAZ L, 2B, BIEHIZHOWT, BABE L ZOFECHIICEmMmENT
WhHZ L,

@-3 BHEADZWrox N LT

BIVER (REMMZERIZINZ . KBE - /DMEK - BEO TH, SRR - i b a
TR, BHEERETE (RMEREMER RS, NowkEE (TEREMEREE, FRIRMRE
HE . BIEMEREREE) . 1 ABEIRIE. S8 O IER. Ak - BRBUIRMRIE . ER . EEE DR
JEREE (PR BRI . R BRI ARE BERE, ZIRLBE, FARHRIESE) . infusion
reaction, 7% - B, BIEM M )E, MRRETE (X7 2 - NU—IEGERES) . Ok,
e MRS (o P MR PESREER . WML L, JRIFERES | MR ERE %) |
MERBERIEMRE, FEAZE) 1Tk LT, Ml X3 MR B o BEF M 4 B 9~ 5 R Al
EEEEL (BHEHOZWroXISICE L THRER OB ZZ T N R MHTH DL L) |
B HITHEE R LE N TE DIRHINE S TNDH Tk,

=5



5. EXIHB LR DRE

(G 2hEIcBE§ 2 351E]

O 77 FFR/H T G FIRIERE 2 A 5 /T TYE AT O R R
FIZBW AR O NERREES N TN D,

I

D fE

E

@ TRICEZYS T 2 BE T 2 ARKANOBE L O FIEIZ DWW TR, RFIOAF D
ML SNTELT, KFIORGR LB,
o TITFFRIHNE G AT X DR O I W EE,
o FF ORI,
o fhOHUEMERELA] & OOFH,

[Z iz B4 5 F1E]

O TRICEYTHIRFICOVTUIAKORENR LD L INTWD Z Enh, &5 %21T
r YA A RPN
o AHNDOESTIT KR LIRHUE DO RBEAERE D & 5 BHE

@ IREATOFHIIZ IV T FRLUCEE Y T 2 BE T OV TR, AR OG- IFHERE I e 0n

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

o [HEMMEEOEIUIBED & 5 B

o B E{E R A CRE R 258 5 B K ONE B M 0 F B i st 2% <0 R g M fiti 2%
FEOMMIZRIEMEZE N A BN D BHE

o HOMEBEROADE XUXEMERZE L IXHFHEMEO B O REEDOBHERE D
b5 BRE

o EERBHIE GEMEHaBHIEL ST) ObHEE

o MO IIBEEE AT 5B

*  ECOG Performance Status 3-4 "D

(ED  ECOG & Performance Status (PS)

Score | EF

0 | &<MERIEEHTE S, BT LlFE U R EAERPHRZ AT D,

PRREIZI LUEBNIHIR S 225, BATAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL EE Xy R+ T2 d,

AW

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

10

BATRARECTH A O OEY O Z LT F N THEEIZBERTTE 20, HHP D 50%Lh Eid~y R Tl 25




6. BMEICEL THEETREFE

O  IRFASCEREITIN A, BUEIREES DRI 2 ERFE T -D & AR O FeE & OV Ef#
DT OIZ B HZ T L TR 5 2 &

@ JBREBIAICENL D BE T F OFRICE MR EREE oA L., FEE25S
ThoETHZ L,

@ FEREWERHO~RT AL MMZDONT

MEMEMERER D oD Z ENHHDT, AAIOBRGIZHT- > Tk, PIHE
W (BG0v, PRURIREE Wmkes) ORER & O X MRiRds o i, BlEx+
AT O T &, Flo. BELTS U THES CT, MiF~—F —F O/ 4 Fhi+
5k,

infusion reaction 23 & 0I5 Z L 3% %, infusionreaction 23728 H AL HA T
X, WUREZIT D & &b, JERDEIE T S £ CHRE DR L /0T 8l5
T5HI &,

FURISEERE . P RAHERE K ORIBRERENHODONDLZ ENH DD
T, ARANOFH-BRLART K O G- ]I R I3E WIS N e sef &2 (TSH., ERfE
T3. EHE T4, ACTH, M =T —VEORIE) & FEhid 5 2 &,
JFHSRERRE . LSRN S HOILD Z DD DT, AFOE 5T
OGP I E I S REME (AST. ALT. y-GTP, Al-P, BV /LB %
OWPE) ZFEHTDHZ &,

SEIEE (MR L ITE AR ZET) FOEERIREERS bbb
ZENHHOT, EFICIROEF OFBEMRT 52 L, £, IROEFE N
RO OLNTHEITIR, HONIEREEL =2 T2 KO BEBLIEET HZ &,
AR OBEGIZLY | WEOGERINIERT 5 &5 2 DLk A I RESORTE
DHLLNDZERND D, BENRDOOLNLHEAEITIE, BERLEFRIIS U
BEPHE 70 ik & AR A RO Rl & s U ClE bl 22 8 R W 247\ ot
FOSZ & B BWER R BN 25581213, AFIORIESUI IR, K ORIE RE R
IWEVAIOBRGEZEZRTDHI L, ek, BIERERLVE L OERGIZEDEIE
A OYGERFRD IR WIGEITIE, BB RE AV LISt o Sz il Fl oisin
LERET DL,

B TR, BORRI 5 AfRE LT LEVERDP BT 22 13 H D720,
AFN OB TRICHRIEHORBUZHSITHEET H 2 &,

1 BUBEPRIS  (BIE 1 BUBEIR S &2 & de) Db bbiu, BERPES 7V F—T &
IZELHZERHDHLOT, Aig, Bl EHFOIEROFEELCMBEEO R+
SEETDHZ &, 1 EEREA OGS IR EERIEL, AR 8l
H O bE DO R LEZITH Z &,

@ AA| ORI T, B D 9 MR, ZALIRITR GGG 1 F/MIX
6 WRIMHINE, #GBLEG 1 AFLIEIE 12 HFME CHMEOFHMIZ1T> T\ Z
EEBHBIT, ARG TIIEHRICEIGRE THROMEREZ1T I Z &,

11



