e HHEE T A K F A
RAT7n ) Xv7 (B Z)
(724« A b—F s ERE 100 mg)
~ PRI b R~

YRk 2 9% 1 2 4 (4F1 34F 8 HIUGET)
JRAETTEA
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1. ZUoic

IS OGN < REMEDHEROT- DI, WA STEZEITE SVl E el 23R D
B, 6T, IEORFEHNOMEAIZ LV | FUREIKS 22 & OFHN 72 Frli/F A%
FFEIMPARINDLH T, 2N DOESK,ZEIZHLER BT IR 5 2 L3RR
AR & 7o TR Y RIFMBGER & SO FAT #2016 (R 28 A2 6 A 2 HEERE)
ICBWThH, EHERLEOH A ORBEHEEZXS Z LS TWn5,

R AR E SR S, EE RS R 27 0 7 7 A VBB FEOES L & B S MR
RHZENRDHD, TS, HIWELROLZEMICET 2 ERN+0ERET 5 £ TOR,
WMELEHG DO BE LR ZIT 5 2 EPWIRE SN BFICK L THERT 2 & &bz, BIFE
RNV LTI B et & & D 2 & DN ARE 72— 8 D B & i 7= 3 R SR RS <
THILENEETH D,

L7eRoT, KA RT A4 TiE, BIFERES ZNE TITE LN TV A EFLIH -
BHER M EED & | LU O 3K O feiid 70 ) 2 HEHE 3 2 8LA & B2 B B %
F RO ERERERT,

I, RITA RT A %, MSIATBOE NE SRR O . AMEAN AR
BRI s . — Mt FE N B ARERIR NBFEE 2 e O FE N B ARIBRE B 72 O W
Db EAERR LT,

WGl I DRI - A M —F S ERHE 100mg (— 4% AT e U X~vT (Eis
THREHL %))

RGLRDMEUIIE « DS AALFIRIER (I U 72 AR TR TR BE 72 R IS b R e

MEERDREROCHE  @% ., RAICIE, a7 nl XA~7 (EaEfz) LT 1
[8] 200 mg % 3 3@ [A]fHIME 13 1 (5] 400 mg 2 6 [HfEFE T 30 53 fH
DT T RIEFET 5,

3% R 58 ¥ & MSD Rt




2. KRHNIOFHE. 1ERET

XA M —H BIEEHE 100mg (—f4 : XA 7 r ) X7 GBIEFHZ) BUT TR
Fl EvvH,) X, PD-1 (programmed cell death-1) &% dD VU %> K Td 5 PD-L1 & T PD-
L2 L OfEEZEHERET S, B MEIgG4 £/ 7 v —F AFURTH 5,

PD-1 & H& 13 T FAQ e BEARRSAE 2> & 8 2 72 1203 AR SR 3 2 3 A s 28 il £
AA »F T, PD-1 (&, fEFEZREBICEWDCEER T MildoMia£mic BB L, 3%
& i % B o AR LB TR R 7o 0B RS il 35, 7B, PD-1 (XU H o REfE
ATHZ LK VIRZRIRCE D v 7 VBEZ AT 228K Th D, PD-LI
DIEFFMEIZIB T 2B DTN TH LN, Z<ONRAMIBTIE T Miao@ s 2z
HIFEWENCFHB L TV D, DAFIICEIT D PD-L1 OEFEBIL, B, M.
A . SREE . FE/INRaTE 72 & DRk A e A TTHARRRKE - TH Y | RWAELFR
& OB HE STV D,

BED D A DEGIRI T4 & PD-L1 FEBLOFEEAMED S, PD-1 & PD-L1 OFfREILAEE
DGR BN T HEERREZHE ) Z LR ENTEY | Hime N ATEROFER &
LTHIfFSh T 5,

AANX, PD-1 & PD-L1 X OPD-L2 Oij U T2 ROFEREREST S Z Llck v, 5
W INBRBE Th D RS SOOI AE . T U o SERATEM L S8, HUEE S 2 FEE L
T 52 & THIEG IR ZFET D,

ARFN DR IR 2 He < BE DS RISIC £ 5 BHEA S ® b, BEUIIE I
DR B D, AAOBGHROBGHIIE, BEOBIEE IO, BEH IR
D BTG AITIE, BB L HGUIE U B 2 kil & B8R & FE o R Af & L Col
U7 RIS 21T\, BB DS RS X 2 BIER 28 5b 88T IE, B R AL
LI OB S O RILE 51T 5 LB DD,



3. FEIR RS
DN AAVFIRIES (BT U - ARTIBYIBR AN RE 72 SR I b RO 0 7K G I 3t 24T - 7= 3272
W PR R BR 0D i A 0”9,

[H2hE]
[ BR AL [F) 55 AR SR (KEYNOTE-045 35R)
7T T RE & E AL FEIERET 2T 2 RPTETHE SO O IR I bR R E
542 5] (HARN 52 il & Ede) ARSI, A 200 mg 3 @F MR (LT TQ3W] &9, )
B 5 OFMME R RN, ALFEE 07 U 2 X8 K& & $8/0 X vinflunine)
2EIE LTRE SN, Al BEiREHl CHREBET R DA IS, EEET
ZR IR DT H IRV ED IR L E LT 5 BFE T, RIBICARE O miffg N ¢
PRIBHEIT RO G D ETARB O G A4kt d 5 2 LA AR & S, FEFHmE A (X
AALFHIRE (0S) M OMEHEALFHIN (PFS) & S, AANIbF0EE L i LT, OS
FEBICHEE L (F1EOX)
1. 75 F KA GRS (—RIBR) RIORBETERD-BRE,. ROT 7 F K2 ST
LRI & BAFAT - BB AREER 12 0 A LINICTES LI BE B AN STz,
*2 0 ARF T vinflunine 1IREKFETH D72, RTZ VEZ XA I FELZ FELONTIZEIRL
7o



751 KEYNOTE-045 35k O A 20 ks

AF 200 mg oe=2-30
Q3W
(270 1) (272 1)
oSt bl [A] 10.3 7.4
(95%(ZHE X [H) (8.0, 11.8) (6.1,8.3)
NP — R 0.73
(95% {5 #A X ) (0.59,0.91) -
P fiifs 0.002
PFSTl thfi [H] 2.1 3.3
(95%/5 FE X [H]) (2.0,2.2) (2.3,3.5)
N — R 0.98
(95% {5 #A X [H) (0.81, 1.19) —
P s 0.416
T TR DT — 2 120169 A T H A AT
@Rl Cox B ANY— RET M K A 529 & Ol
S:JERla T T E
I': RECIST HA KT A > 1.1 B HD < Jhaz i e e
100 7
90 7
80
70
& 607
& 50 1
§ 40° \\
30 5 MM_“
20 ] —— smoomg W
10 7 PWME
O a6 10 12 14 16 18 20 23 24
at risk® e AR)
ZH200mg Q3W 270226194169147 131 87 54 27 13 4 0 O
= P 3 272232171138109 89 55 27 14 3 0 0 O

1 OS @ Kaplan-Meier fi# (KEYNOTE-045 #X5#)




[Ze 2]

[ BR AL [A) 55 M AHRER  (KEYNOTE-045 35R)

HEFGIIARKIRE 248/266 B (93.2%) K OMLFHIERE 250/255 1 (98.0%) 12788 5
. BUWERIZZENE I 162/266 5] (60.9%) K TX230/255 f5il (90.2%) 258D HiLTe, K
FIRECTHBLEDN 5% L EORWERIZITRDO LBV Th oz,

#£2 FHEDN 5%LL EORWEA (KEYNOTE-045 35R) (L VEMAT e 4 M)

#EBIRHE (SOC: System Organ Class) mjfﬁlj(ﬁ/‘;)
JEAFE (PT: Preferred Term) 266(3]
(MedDRA ver.20.1) 4 Grade Grade 3-4 Grade 5
2EIEH 162 (60.9) 38 (14.3) 4 (1.5)
Rl e
FOPR BB REA T 15 (5.6) 0 0
B IBhEE
T 24 (9.0) 3 (1.1 0
L 29 (10.9) 1 0.4) 0
—i% - BHEER LU G OREE
I 7 9E 15 (5.6) 1 0.4) 0
o 37 (13.9) 3 (1.1) 0
TR EN 17 (6.4) 0 0
Rt L OvseasmEE
RARIBOE 23 (8.6) 0 0
B ¥ K OV TRk R
Z 3 PESE 52 (19.5) 0 0
A2 22 (8.3) 1 0.4) 0

7ek . AR B W CRIBEMERZEE 10 61 (3.8%) . KNGk - HEED T 7 41 (2.6%) |
PR (72 - NL—EBERSE) 16 (0.4%) | TFHEERE 14 61 (5.3%) . HURAR
BREEREE 23 1] (8.6%) . RIEHEAEREE 1 4] (0.4%) . FIFERERET (R REVEIMERS 2%
) 141 (0.4%) KON infusionreaction 1 f5] (0.4%) iR Lz, Fio., HEDOLZERE
O (RERIEIRE R, Z2TALEE, BORRIESE) | T EEMRERE S, 1 IR N, k.,
A - RO RRIE . EEARIEDRE, DA, M - B, 5 &0 MBS, ki
BB SR BESR , VA MLEA I N QR ZFERIE 13380 B e o T2, ARIWER S BLR DL RS
HHESR (BAMAEMEET L) 230EHERE~T,



[FHik - HE]

ARNOREREYERETT L EZFIH LIV I 2 — 3 12k, AH 200 mg %
Q3W, 400 mg % 6 MMk (LLF TQeW) & 95, ) XiF 10 mgkg ((KH) % 2 M
fkm (LT TQ2W1 &9, ) TG LZBOARR O MG HIRESHRG S, O
Fe. AAI 400 mg & Q6W TH G- L7=BEOARHF O EFIRREIZ IS 1T 2 P MG g (LA
T [Cavgss) V9. ) 1E. AHI200mg 2 Q3W THEH L7ZFED Cavgss & LT 5 & T
Ehi- (F#) . 7. K#H1400mg % Q6W TG L =B DOARA| O E HIREEIC BT 5
EE FIREE (LLF TCmaxss) &V 96 ) 1F. AAI200mg 2 Q3W THeH L72BRD Craxss
g L CEEZ T E TSN OO, BARNBEFIZE W TR HER ST
HHE - HETH 544 10 mgkg (RHE) %2 Q2W THEH LTZERD Chaxss & G U TIK
EaERTETRHENT (FFR) . S5I12, EERAERE 2 FRICAA] 400mg % Q6W
TG L=/ TR (KEYNOTE-555 iBR) K 0 15 5= FRMEIC S < EiyHhhe
WIA=2T VI ab—ra AT THILTCEYEIRE T A—2 LHEILTE (FR) .,
Iz T, BEOFEEIZIT 5 EERABREGGE IS D & | AFI DR & & A XL e
& OB Z R DR GTE T VS S v, AK] 200 mg 2 Q3W XiE 400 mg &
Q6W THL L7ZBROgEE & & Ao TR et L OB Y W ORGSR, E
SEORE - HEOM THME R OZ MM e 22 BT v &Pl &Sz,

K3 AFOEKYERENT A -4

B - P Cinax Cavg Chnin Comax,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) (32i5§§7) (10L?fb$) (14é??49) (SOi?glﬁ) (192?309)
4%§§%E§N (B;é?SaM NA 05:?;0 NA NA NA
10 mg/kg Q2W' <21§?§23> (14§??45) (11;}?21) (423?333) (2727282> (19;?200>

F:n=2,993, 100D I = L—3r3 N XY FH SN2 EEO FIE (2.5%5,97.5%4) « Coax @ FIEIHE
H# OB MIEFIRE. Cag : PIEIR55%OFEMIEFRE, Cun: PIEIERGH% (A 702 ) OFiRiE
HIREE . Crnaxss © EFCIRIBIZR T 2 B MG PRI, Cavgss 1 EHIRIEIZIS T 2 FHIIMTEFIRFE . Crminss : EHIRAEIZ
BT B FeARum i i

I 56 FIORMELME (95%(ETHIXH)

§ 41 FIOREEME  (95%(ETHIX[H)

NA : %72 L




4. EFXIZHOUWT

KBS & U TR (SBIFHE) AEonTVnD 2 &b, Yk 4
PNCER T Dk THOHIMLERD D, O LT, KE OGN EY R EE 220 -
E L, AANOEGIZ X0 BEEZBEM 2B LIBRICRHIET 2 2 ERnEER/=H, LU
DO~@DFT X TENWIZTHXIZBWTHHT A RETH D,

O MEXIZDOWT

O-1 TRED (1) ~ (5) ONWTNNITHEYT LR THDH Z L,

(1) JEAGBRENEE T 523 A SHEEEIL AR PE S GRRE I IR A3 A2 i L U T
HUIE S AR B EEHL R, HUE DS ARSI BT 7 &)

(2) FrEMERER L

(3) HBEM RN ENFEET D20 ABIFEEERRE (DS AR EWRbL. 23 A2
W RBE, 3 AR EEHERE B e &)

(4) FRALFEIEE 28 L, S RALFREMNER 1 USSR 2B 2 Ofigx 5L UE
AR DR 21T > TV D Hiiex

(5) PUEMER AL BN Of % SR D a2 1T - T 5 fitiak

-2 R bR DAL 5 K ONRIVE S8 BLIRF O SIS IZ 447 22 Fnak & R 8R 2 ¢ D = Al
(FROWTINNTEY T DIER) 23, BEZZFERORANCET 2R OEMTE & L
THEINTWDH I &,

#

o EARFFEUTE 2 FOMMTHEZE T LI21&IC 5 4ELL LOM AR D BRIRITHE 2
ToTWDHZ L, 5b, 24, BAFWIRIEL 3 & LIZBRIRIES FOHE %
ToTnD T &,

o [ERIRFFIGER 2 FOPMHEZE T LIRS 4 FLL EOWIREGFZE DR IRIHE
ZIToTEY. 95, 2 T R LR DM A TR 2 5 Lo D3 AR TR DS
RWHEZ1T > TnH 2 &

@ PBENOEIEGFHRE ORI DN T
PSR BB BT 2 B R DR E S, BRSO oA D, Aotk - &%
EMEEIRPEROGEKE OERS ST 215 RIgE, AEFFGNRAE LG oWE
EW. ENHECDIATONDIKHINES WD Z L&,




® BWER~ORHRIZHONWT
-1 fsR ARSIz B3 5 Eif

VPR RS D B A BIVE N R AR LT-BRIC, 24 BRRIZZIRIEHIO T, ik X
VB R (23U T, BB L EWERICIE U CABRE B L O CT O RIVER ORI
B EDORERNY HHRIZE G, EHICRHIGC TR AEHINE > TWnWD Z &,

©@-2 EFNEEHICL DHEEESHCICET 5 EH:

DAZIRICED 2 MR L O 2 BT 2 ERIEEEPEIERE=42V > 7
EHEOIFRDOAT ) —= T EATOEIRE & fFHZ G TE 5 F— AERIRH 23
iESNTWAZ L, 2B, BIHEHICHOWT, BABE L ZOFEICHIICEmENT
WhHZ L,

@-3 BIEHDOZWrCx T LT

RWER (FEMEMEBIZINZ ., KIBE - DMk - BEO N, BUERZX - A2 - 1T
FERERE S - IF2% - EMERRAR 2, BRRER S RS EMEBRE) . NWowkEE (T
TERPRREFEE . FURIEE RIS . RITHERERETE) | 1 BUBEIRIA. S E IR, Mk - B
TIRMEAE . e, B ORREMREE (WEMERZBIERAE, FEREIRIEERE, Z2AC
BE, B RJEIESE) . infusionreaction, M4 - BMEEsc, HSEAN S E, MRkESE (7 -
AN USRS | D2, B 70 Mk FEE (S M il VR BA M SR B . ¥ R I
IREFERES . BEFRRIERIES) . MERERIEMREE, %) 1Sk L T, Yikhsx T pEE
JESEA DR 2 A3 5 AN & EEE U (RHWEH OO IR L CTHRER OS2 5%
TONAEMICHDH L) | EHIZHEURENTE LRGN ESTND Z L,



5. BEXG LR DEE
[B2h B3 % 1]
O 77 FFRHNE G TACFEIERE LG T 5 RFTEITIE T O R I R
FIZBWTAROGIMERHFES TV D,

I

D fE

E

@ TRICEYS T 2 BE T 2 ARKAN OB G L O FIEIZ DWW TR, RFIOAF M
LS TELT, KFIORGG LB,
o I TFFRIHNE G TALTIRIEI X DR O I W,
o FFOMBIRE,
o fhOPUEMERELA] & OOFH,

[ZZ etz B4 5 F1E]

O TRICEYTHIHRFICOVTUIAK OB EN LD L INTWDE Z Enb, &5 %21T
r YA A RGP
o AHNORSTITHR LIRHUE DO BAERE D & 5 BHE

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

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

o [HEMMEEOEDUIBED & 5 B

o i E AR A CRE R 258 2 B K ONE B M 0 F B i st 2% <0 R g M fiti 2%
FEOMMIZRIEMEZE N A O D BE

o HOMEBEROADE XIXEMERZE L IIHFHEMEO B O REEDOBHERE D
b5 BE

o EERBHE GEMEHaBHEIEL 5T) ObHEE

o MO IIBEE AT LR

*  ECOG Performance Status 3-4 "V

GED  ECOG @ Performance Status (PS)

Score | EF

0 | &<MERIEFEH TS5, Bl &lE U HEAERPHRZ AT D,

PRREIZI LUEBNTHIIR S 225, BTAIRE T, BAIEESEE > TOMERITITO LN TE D,
Bl BEOFE, FHEE

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

AW

ELENT RV, BAOHFOEY O Z L34 TERY, BEICy R+ T4,

10

BATARECTH A O OEIY O Z LT F N THEEZSERTTE 2V, HHP D 50%Lh Eid~y R Tl 25




6. BHICEEL CHHETREHHE

O  IRASCERIIIN A, BEEIREES DRI T 2 ERFE T -D & ARHF O FeE & OV E 4
DT OIZ B HAZ I L TS5 2 &

@ JHREBIARICENL D BE T F OFRICE MR OERMEE oA L, FEE2 S
ThoETHZ L,

@ FEREWERHO~RT AL MMZDOWNT

MEMEMERER D LI D Z ENHHDT, RAIOBRGIZHT- > Tk, PIHE
W (B0, PRURIREE, Wmkss) O &L O X MRiRds o i, BlEz+
AT O T &, Flo. BELTS U THES CT. Mg~ —F —F O 24 FEhi+
5k,

infusion reaction 23 & 0I5 Z L 3% %, infusionreaction 23728 H LT HGA T
E. WUREZIT S & &b, JERDEIE T 2 £ CTHRE DR L /08l
THI &,

FURIRSEERE R . PR E K ORIBREREENH O DONDLZ N HDH D
T, ARHOFH-BALGET L O G-I IE SN wrssieRR & (TSH, l#Hf
T3, 8 T4, ACTH, I =LvF > —VEORIE) ZEMET 5 &,

BIERF 2%, A4, ITRERERESE ., TR, {LHERERNH L DNLZ 0N H D
DT, AHNOEG-FAMERTR O 5 W P IEM I iTseER A (AST, ALT,

y-GTP, Al-P, B U L E U HOHE) ZEMTHZ &,

SEIEE (MR LI BHEAR ZET) FOEERIREENS bbb
ZENHHOT, EHICIROEF OFBEMHRT 52 L, £, IROEFE N
RO LNTHEITIE, HONIEREEL =2 T2 L0 BEBLEETHZ &,
AR OBEGIZLY | WEOGRERINIERT 5 &5 2 bV EkA IR EORTE
DHOLOLNDZ ERDHDH, BEDPBROONTLEICIE, BB LEFRIIS U
BEPHE) 70 itk & ARk & B O Rl & s U ClE bl 22 8 R W 247\ o e
FOSZ & B BWER B 25561213, AFIORIESU I IR, K ORIE RE R
IWEVRIOBRGEZEZRTDHZ L, ek, BIERERLVE L OERGIZEDENE
HOYGENFRD B2 WIGEIZIE, RIS B R VE LSO 5 i &l e hn
LEET DL,

B TR, BOARI 5 AfRE LT LEVERDP BT 2213 H D720,
AFN OB TRICHRIEHORBUZHSITHEET H 2 &,

1 AR R (BIE 1 BUBEIR I 2 5 e) DNd bbiv, BERFMES 7 v F—T &
IZELHZERHLOT, Aig, Bl EHFOIEROFEELMEEO R+
SEETDHZ &, 1 EPEREA OGS IR EERIEL, AR 8l
H O 5O R LEZI1TH Z &,

@ AA|OFERRERIC BN T, B D 9 MR, ZALIRITR GGG 1 F/RIX
6 WRIHINE, #GLEG 1 AFLIEIE 12 HFME CHMEOFHME 21T > T\ Z
& EBBEI ARG PITEBICEGRRE THROMERETTI Z &,

11



