REEHHEETA KT4 v
NRATu ) X7 (BEFHEBZ)
(E4 : %A h— 3 S 100 mg)
~ PR ¥ b R~

YR 2 941 2H (FF44 8 AKET)
JBA S B
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1. XLz P2
2. ARANIOFHH. 1EHEF P3
3. ERIRAGE P4
4, FERXIZOWT P8
5. BHxtGL e b P10
6. WHIZEL THETRXHIH P11



1. IXC®IC

=S5 DF N « B RMEOREROT-OIZIL, I SCEEIZE S W2 Ee AR D
B, 6T, IEORFEHNOEAIZ LY | FUREIKS 22 & OFHN 72 Hrll/F A%
FFPEIMPARINDH T, 26 DOEHKGZEICHLER BT IR 2 2 L3RR
AR & 7o TR Y RIFMBGER & SO AT #2016 (FRk 28 A2 6 A 2 HEERE)
IZBW T, EHMERLEOFEHORKE(LHEELZ XL Z L LS TnD,

BFORERE ST, SRR 2T 0 7 7 A VRBEFOESKEL & B 5 5
B ENRDHDH, ZOD, MR OLEMEICET D ERD BT 5 E TOR,
WELEHG O BE LR ZIT 52 EPHIRE SN BFICK L THERT 2 & &bz, BIfE
FDFEEL U= BE 72 kb &2 & D 2 & DS ARE 72— 8 O B &3 7= 9 A B <t F
THIENEETHD,

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

I ARITA RT A %, MSIATBOE NE SRR O . A ME AN AR
BRI s | — At FE N B ARERIR NBFE 2 e O A B ARIBRE B 72 O W
HoH EAERR LT,

RG L IR B ERNL A P L—F ST 100mg (— R4 e T X~7 (Eix
THAHLZ))

R ERDMMEUTIE © DS AL\ CHE I U 7= ARV YIBR AN RE 72 IR I b B

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 A
DT T RIEFET 5,

3G IR 5¢ ¥ & - MSD RSt




2. AFOKHK, 1ERBERF

XA M —H BIEEHE 100mg (—i4 XA 7r ) X~7 GBEFHZ) BUT TR
Fl w5 ,) X, PD-1 (programmed cell death-1) &%= ®d VU %> KT 5H PD-L1 LT PD-
L2 L OfEEZEHERET S, B MEIgG4 £/ 7 v —F AFURTH 5,

PD-1 & F& 1T T FAQ ey BEARRSAE 2> & R 2 72 O I2 03 AUKIB SR 3 2 3 A s 28 il £
AA »F T, PD-1 [, fEFEREBIZEWDCEER T MilgoMia£micgE L, 3%
& I % B Do AR LB TR R 7o S0 RS il 35, 7B, PD-1 (XU H o REfE
ATHZ LK VHURZRIRCE D v 7 VB EZ AT 228K Th 5, PD-LI
DIEFFFIC BT 2HBUTDOT N TH LN, Z<ONRAMIETIE T Mo 2z
HIFEBWMENCFB L TV D, DAKIICEIT D PD-L1 OEFEBIL, B, M.
A . SREE . FE/INRaTE 72 & DRk x e A TTHARRKE - TH D | RWAELFR
& OB HRE STV D,

BED D DRI T4 & PD-L1 FBLOFEEAMEN S, PD-1 & PD-L1 OFfRBKIZAEE
DEPEEREC BT HEARZEIZH ) 2 L OVRIB SN TEY  Fi- R BN ATRROER) &
LTHIfF ST 5,

AANX, PD-1 & PD-L1 X OPD-L2 Oilj U T2 ROFERELEST D2 L2k,
W INBRBE Th D IS SO HIE . T U oS ERATEM L S8, HUEE IS 2 FEE L
T 52 & THIEG IR T D,

AHN DR IR 2 5 B DS RISIC £ 5 BHEA S H b, BEUIIEEIC
DR B D, AAOBGHROBGHIIE, BEOBIEE HHIIT0, BEH IR
D BTG AITIE, BB L HGUTIE U B e ik & B8 & FF o R Afl & L Col
Y72 BRI 21T\, BB DS RS K 2 BIEF 28 EEb 88T IE, RIS R AL
LI OB G SO/ IE 51T 5 LER DD,



3. BREREE
M AACERRERR TR U T ARIBUIBR AN RE 72 IR b B2 O KGRI IZ Gt 247 - 72 £ 72
Bk A B I5R OD i 2 T,

[H2h1E]

[EI B[R 2B AR RS  (KEYNOTE-045 35#)

77 F K & S T L EEIEET 28 3 5 R PTETIE TR M O R b RO R
542 5 (A AN 52 il 4s) % %47 . A 200 mg 3 BRI (UUF TQ3W) 15, )
Be G- DOENE L NN LR ON7 U X X' )L REZ S8/ X3 vinfluning)
CERXTRE LTRSS, Aok, BHREHE CEEETRRD b GA s, EAEST
T R TRER NGRS B2 WVE D ERIR I ZEE LT 5 FBE Tld, IR O B A C
PREEIT D B D E TAA OB G- 235 2 LA AEE & STz, EEFHEEHE X
AR (0S) R OMER EALFHN (PFS) & Siv, AN bS8 E & el LT, OS
EEBICHERE L (F1EOX |

10 7T FFRHN R G AR (UG HBICRBIIT AR BE . RO T F SRR ST
(AR £ BHTRT - I MBNEAAREER 12 4 B LINIC TS L7z B 2 AR B LT,

*2 : AFRTIE vinflunine 1ZIRARTH D720, X7 VXX LI REZXEZLOWTINERIRL
7o



71 KEYNOTE-045 3RER DB ZMERAE

AF 200 mg {LFIEE
Q3W
(270 1) (272 1)
osf HfefE (A ] 10.3 74
(95%E #E X ) (8.0,11.8) (6.1, 8.3)
NH— R 0.73
(95% 5 X 1) (0.59,0.91) -
P {5 0.002
PFST] ol (] 2.1 33
(95%(E #E X ) (2.0,2.2) (2.3,3.5)
NI — R 0.98
(95%(E #E X [H) (0.81, 1.19) —
P 8 0.416

100 7
%
80
70

& 60
¥ 50 1
5 40
30
20 -
10

: PR DT — & 201629 H TR v AT
: J8RI Cox Ll — RET I L DAL & O kg
@Rl 7T T e
: RECIST A KT A > 1.1 BRI HS < ANz p g

] = a®0mmg Q3W

e 2 3

ey

0
0
at risk®

&200mg Q3W
{E8E

2 4 6 8 10

LR L R R R R L A L R A R L R R L LA LA R R LA LA R Rl LA RS RALLE LR LR LR LL ]

12 14 16 18 20 22 24

S (R)

270226194 169147 131 87 54 27 13 4
272232171138109 89 55 27 14 3 0

0 0
0 0

1 OS @ Kaplan-Meier #Hi# (KEYNOTE-045 38)




[Ze 2]
[EI B LR 2E AR (KEYNOTE-045 35#)
HEFGIIARKIRE 248/266 5] (93.2%) K UMb IERE 250/255 41 (98.0%) 12788 B
L. RIPERIZE N Z L 162/266 5] (60.9%) K& T 230/255 il (90.2%) (278 HivTz, A&
FIRE CTHBLEDN 5% L, EORWERIZITRDO LBV ThoTz,

2 BN 5% LEOBER (KEYNOTE-045 3RE)  (ZLRZA&MMARTREM)

#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 1Bk E
T 24 (9.0) 3 (1.1) 0
0 29 (10.9) 1 (0.4) 0
—i% - BHEER L OGO REE
I F7 i 15 (5.6) 1 (0.4) 0
W 37 (13.9) 3 (1.1) 0
TR EN 17 (6.4) 0 0
Rt L OvsespmEE
AARIHIR 23 (8.6) 0 0
BeJE ¥ KON T AH AR
ZF 9 FESE 52 (19.5) 0 0
433 22 (8.3) 1 0.4) 0

723 AFIFZ BV TRE MR 10 61 (3.8%) « Kimdk - EEE DO T 7 4 (2.6%) |
PR (72 « NL—EBERSE) 16 (0.4%) | TFHEEREE 14 651 (5.3%) . HUKAR
BEREREE 23 151 (8.6%) . WIEHEREREE 1] (0.4%) . BFFEREREE (JRAMEFIRMER 2
%) 141 (0.4%) M ONinfusionreaction1 5] (0.4%) iR Lz, Fio, HEEDLERE
(ORISR R, Z2TALEE, BRRIESE) | T EEMRERE S, 1 RN, k.,
e - RO RRIE . EEARIEDRE, DR, M - BEIRK, 5 &0 MBS, ki
B PESEEBESR . PR IMAE R I M OVIRZEERIEE 1IR80 D72 o 72, AREIWER R BLIRILIXES
HHESR (BAMEMEET L) 230EHEREZ~T,



(At - HE]

AR OREFEYEETT L EZFIH LIV I 2 —v 3 12k, AHl 200 mg %
Q3W, 400mg % 6 FHMMHE (LT TQeW]) & o5, ) XiX 10mgkg (AHE) % 2 @[
Mk (LT TQ2W) L9, ) TG LZBEOARF oI iE PR ESRG STz, ok
Fe. KL 400 mg & QBW TH G- L7=BEOARHF O EFIRREIZ IS 1T 2 P Mg g (LA
T Cavgss) &9, ) &, AHAlI200mg 2 Q3W TH G- L72FED Cavgss & HHEIT 2 & T
Shiz (F#) . 72, AH400mg % Q6W TG L 7= ARHK D EHIRAEIZ I 1T 5 i
EIEFIRE (PAT [Chaxss) &V ) X, &K 200mg % Q3W THEH: L72EED Craxss
g L CEEZ R T E TSNS OO, BARNBEFIZE W TR R ST
HHE - HETH 5% 10 mglkg (RE) % Q2W THH LTZERD Craxss & Ll U TIK
fEErRT TSRz (FR) . S50, EEREHERE 23R ICAHA] 400mg % Q6W
TEG LA EIERER (KEYNOTE-555 iklik) 1 0 155 7= FEHIMEIC H-S < 3y Ehhe
WNRIA=BFT v Ialb—ra Al PRILICEDERE ST A —% LHEILT (FR),
Iz T, BEOFEEIZIT 5 EERHABREGE IS D& | AFI DR & & A XL et
& OE#EZ BT DIRESST T VPR S, Al 200 mg 2 Q3W X 400 mg %
Q6W THH L7-BROMEFTE & & AME T L2 L OREIZ O W TIRFT S /R, k
SO A - AEOM THIME L OV IR 2RI 0 &Pl Sz,

£33 AAOEYBE T A —F

- Crax Cag Conin 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 OW!| gy | s | unim | aeees | s | (o300

$:n=2,993, 100 BN I = L—33 LY BHH N7 % EEO R IE (2.5%,97.5%4) |« Crmax - FIEIH
H#OEEIMIEFIRE, Cag : PIEIR 5% O MIEFRE, Cmin: PIEIRGH% (A 702 EHHD) OfFiRiE
EF'(};%E\ Crax,ss : ﬁﬁ%%é:%ﬁé%%ﬁm%ﬁjﬁfﬁ\ Cavg,ss : ﬁﬁ#f(’ﬁgﬁl%”’éﬂzi@m{ﬁqj/%g\ Chin,ss : Hﬂiﬂﬁ%-ﬁﬁﬁl
BT B FeARum i i

I : 56 FIORELEIME (95%(ETHIXH)

§ 1 41 Bl O EEIE  (95%(ETHIX[H)

NA : %7 L




4, FEHRIZHOWNT

KRS & LTl AR (2FRE) N ONTWAEZ Eh, Yild 4
YNCHECTE Dl CHHLMENRDH H, D LT, RAN OG0 @Y 72 BE 22 W - K
E L, AKANOBEHIZE Y EERRIERZRB LIRSS T 5 Z &R MERTZD, LIF
DO~@DT R TE T HXIZBWTHEAT 2 XEXTH 5,

O mEFITHOWNT

D1 Fito (1) ~ B5) OWVWTNNTENT I THDZ L,

(1) JEATFERE DG E T 55 AR LR (BB IR 28 A2 s B LR P
Higl 23 A 2 B IL RURE . HUEAS A BB 7R &)

(2) FrEMEERPL

(3) FREIFRENFEDEET D03 AT (2 AR EEER EbT, 03 A
W 1IRBE. 2 AR R e &)

(4) AHALTFRIEE 2R E U, SRR L P RIEZRE | USRI L a2 R
2 OfiiF FEHEIZAR D M 21T > TV B fik

(5) PUIEMEREEEA AL BRINGE OO it g LI AR D SR H 21T > T D Jifi ek

O-2  JR¥E ERE DAL E K ORIV FEBURE O S5 IZ 447 22 Jnalk & #e8R 2 Ff D Al
(FROWT NN ALT DIER) 23, BEZZFERORANCET 2R OEMTE & L
THREINTWVWDZ &,

#

o EANRFFEUTE 2 FOMTHEZE T LI21&IC 5 4ELL LM AR D BRIRITHE 2
TToTWDHZ L, 5b, 24 I, BAFWIRIEL 3 & LI BRIRIES FOHE %
7o TND T &,

o [ERIRFFIGER 2 FOPMHEZE T LIRS 4 FLL EOWIREGFZE DR IRIHE
ZIToTHY. 96, 2 T R LR DM A TR 25 Lo D3 AR TR O
RWHEZ1T > TnH 2 &

Q@ PBENOEEBBEREEDOMEHNICOVWT
RIS HRE BRI TE T LA DR E S v, REEEENSOFRE D, Ao - %2
IR RE R OE B NEMEE IR 2 1F @R, AEFFRDBRE LGS oWy
EW. ENHESDIATONDIKHINES>TWBHZ L&,




® EBEWERA~DOXRIRIZOWT
@-1 fEsk Az BE 4 5 B

VMR RS D BB R BIVEA N34 LT2BRIC, 24 FRRIZHIEHIO T, Yakhiak X
VOB R (23T, BB L BWERICIE U CABRE B L O CT 0 RIVER ORI 4
B EDORERN Y HHRIZE G, EHICRIGC TR AEHINE > TWnD Z &,

@-2 EENEEEICL 2AFEELNHICHET 2 EH

DAZRICED 2R L R 2 BT 2 ERIEEEPEERE=42V 7
EHROIFRDOAY ) —= T EATOEIRE & fFHZ G TE 5 F— AERIRH 23V
iEESNTWAZ L, 2B, BIHEHIZHOWT, BABE L ZOFECHIICEmMmENT
WhHZ L,

@-3 BEHEADZWrox N LT

RIWER (FEMEMEBIZINZ ., KIBE - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - IF2% - EMERRAR 2, BEER S URMAEEMEBRE) . NWomwkEE (7
TERPRREFE S . FRIRER AR S . RITHERERETE) | 1 BUBEIRIA. S E IR, Mk - B
TIRMEAE . BEK ., B OREREE (PEMERLZBIERAE, BRI, Z2A
BE, B RIEIESE) . infusionreaction, AN - BEMEESc, HSEMN M E, MRkES (7 -
AN U—IERESE) | D2, B 70 Mk e (S M il VIR BA M SR B . ¥ e I
PREFERES . BEFRRIERIES) . MERERIEMEE, %) ISk LT, Yikhsx T pEE
JEFSEA DR 2 A3 5 AN & s U (RHWEH OO IR L CTHRER OS2 5%
TONAEMICHDHZ L) | EHIZHEEURENTE LRGN ESTND Z L,



5. EXIHRLLRDBE

(G 2hEcBE§ % 31E]

O 77 FFHHEGOCFRIERE AT 5 RS XTI O R B R
FIZBWTARBOFENERREES N TN D,

o

D fE

E

@ TRICEY T 2 BE T 2 ARKANOBE L O FIEIZ DWW TR, RFIOAF D
LS TELT, KFIORGG LB,
o I FFRHNE G TALTIIEI X DR O I W,
o FF OB,
o fhOHUEMERELA] & OOFH,

[ZZ iz B4 5 F1E]

O TRICESTHIRFICOVWTUIAKOREN LD L INTWVWD Z Enb, &5 %21T
DRI &
o AHNOESTITHR LIRHUE DO BEAERE D & 5 BHE

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

D, AOIREERPFUL A 72 NGEITIRY | HEICAFZEHT 22 2BETE D,

o [WEMEMEBEOEDUIBEED & 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 ME it ¢
FEOMMIZRIEMEZE N A BN D BHE

o HOMEEROADE XUXEMERZE L IIHFHEMEO B O EEDOBHERE D
b5 BE

o EERBHE GEMEHaBHIEL 5T) ObHEE

o MO IIBEE AT H R

*  ECOG Performance Status 3-4 "D

(ED ECOG & Performance Status (PS)

Score | EFE

0 | &<MERIEFEHTE S, BHAT&lFE U HEAERPHRZR AT D,

PRREIZI LUEBNTHIIR S 225, BATAIRE T, BAIEESEE > TOMERITTO LN TE D,
Bl - BEOFE, FHEE

ROENTZHSOHOEY OZ L LnTERY, BFO S50%LL EE Xy R+ 9,

AW

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

10

BATRARETH A O OEIY O Z LT F N THEEZSERTTE 20, HHP D 50%Lh Eid~~y R Tl 25




6. HEICEL THEETREEHE

O  IRFASCEFIIIN A, BEEIREES D IRAET 2 ERFE T -D & ARH| O FeE K OV Ef#
MO DI B EFRE + B L T ERT 52 &,

@ JHREBIAICIENL D BE T F OFRICE MR OEREZ oA L, FEE2S
ThoEETHZ L,

@ FERBEWEHO~RT AL MIOWNT

MEMEMERER D 5o D Z ENHHDT, AAOBRGIZHT- > Tk, PIHE
W (280, PR IREE Wmkas) O & O X MRieds o i, BlEz+
SIATO T &, Floo BELTS U THES CT, MiF~—F —F O 2 Fhi+
5k,

infusion reaction 23 & 0I5 Z L 3% %, infusionreaction 23728 H AL HGA T
E. WURREZIT S & &b, JERDEIE T 2 £ CHRE DR L 0 I8l5
T5HI &,

FURIRSEERE R, PR E K ORIBHREREELNHODONDLZ R H DD
T, RHNOFH-BGET L O G-I IE SN wrssie R4 (TSH, l#Hf
T3, i T4, ACTH, I =L F > —VEDRIE) ZEMET 5 &,

BIERF 2. A4, ITREREREE . TR, S{LHERERNH L DNLZ 0N H D
DT, AHNOEG-FAMERTR O 58 eI iTseEmR & (AST, ALT,

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

SEIEE (MR L T BHEAER 25 T) FOEERIREERS bbb
ZENHHOT, EMICIROEFE OFBEMRT 52 L, £, IROEFE N
BOOLNTHEITIR, HONIEREELZZ2 T2 L0 BEBLEETHZ &,
AR OBEGIZ LY WEORERINIERT 5 & B 2 bV EkA IR EHE
DHOLLNDZ ERDHDH, BEDPBROONTLEICIE, BELEFRIIS U
BEPHE 70 il & AR & RO Rl & s U ClE bl 22 8 B Wr 247U ot
FOSZ & B BWER R BN 25581213 AFIORIESUIH IR, K ORIE RE R
IWEVRIOBRGEZEZRT DI L, ok, BIERERLVE L OERGIZEDETE
HOYUGENFED B2 WIGEIZIE, BB B AR VE o LSO % il Al e hn
LEET DL,

B TR, BORR 5 AfRE L T LEVERDP BT 22 13 H D720,
AFN OB TRICHRIEHORBUZHSITHEET H 2 &,

1 AHERE (BIE 1 BUBE IR 2 5 e) Db bibtv, BERFMES 7 v F—T &
IZELHZERHLHOT, Aig, Fl, EHFOIEROFEELMBEEO R+
SEETDHZ &, 1 EEREASEONTEGE IR EERIEL, AR il
H O 5 ORMY R LEZ1TH 2 &,

@ AA|OFRRERIC BN T, B D 9 MR, ZALIRITR GGG 1 FMIX
6 WRIHINE, #GLEG 1 AFLIEIE 12 HFME CHMEOFHME 21T > T\ Z
& EBBE, ARG ITEBICEGRRE THROMEREITH Z &,
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