meE il HHEE T A N F 1 >
RAT7n ) X<v7 (B z)
(RFE4 © A b—F SEE 20 mg, $A4 bV—F SHEHE 100 mg)
~ IR bR~

YR 2 91 2 4 (FFIJCH 6 HUGT)
JEAETTEA
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1. ZUoic

=35 DA « L RMEORER DT OIZIEL, IR SCEEIZEE S W2 Ee R D
Bb, EHIT, IWEOREAHMOEAC LV | JUREIRGL 22 & oS H0 7228 R Ve %
FFEIRMPEARINDLH T, 2N O DOEHK N Z FEIZLEREE IR 5 2 L3RR
P L 72 o TR Y RRIEMBOE S & B O FEARTTE 2016 Gk 28 42 6 H 2 H R E)
IZBWTH, EHERLEOHE A ORBELHEEZXS Z L LS TWn5,

HRE R P T, SR E LM T 0 7 7 A VDR DOEI S, & B S T H
RHZENRDD, T, HIWELROLZEMICET D HEHMNH0ERET 5 £ TOR,
UHIERLOBEZEZT D ERMRINBEICK L CEMAT D L &b, BIE
FDRFE U= BRIC B ekt in g & 5 2 & AIRE /e — & O BF & i 72 37 A% B <
THIENEETHD,

L7eRoT, KAA RTA 2Tl BB I E TILE LN TV DRI -
B R S % | LT OERS O e 2 HEET 2800 b B2 ik & %
FROEEFRHE R~T,

I ARITA RT A %, MSATBUE N E SRR G . AfE AR AR
BRR I o . — Mk N B ARERIR N B R 2 L Okt s N B AR R # B 72 O
JoH EAER LT,

KGR L T2 HEIRS - A hV—F SR 20mg, XA b b— & SEFE 100mg (—
x4 a7 n ) X~7 (Bin - z))

R ERDMBENINE « D AALFIIERL T U 7o R IGUIBRAEE 72 RIS - Ry

MHBEERHAMERORE - . RAIZIX, *a7vnl X<v7 (BaF#H#z) LT, 1
[6] 200 mg % 3 REIFENE T 30 20 M2 AT 5,

& Ik 58 3 & 0 MSD BRGaHt




2. KEIOF. (EHET

XA F—F ST ERE 20 mg XN 100 mg (—%4 - RAT Y X~ T (ER TR
Z). AR TARA uvv9,) 1%, PD-1 (programmed cell death-1) £ ZD VU H > R ThHD
PD-L1 }2 O PD-L2 & OfEA#EHEET S, & Mb1gGs £/ 7 v —F LHETH S,

PD-1 #281E T HE S B AR AE > DI D 72 DI DS AR SR - 2 3= 7 e il 4
AA v F T, PD-1 1L, fEFEZIREEICB WO CRMR T MilgoMiEEmIcEH L, Bt
P I % B o AR B TR R 7 0B SRS 95, 97eb B, PD-1 XV Ho FEfh
ATHZ LKV HFEZRIRCE D v 7B Z AICHIET 2% R IKTH %5, PD-LI
DEFMEBICB T D2RBUT DTN THLD, Z<ONRAMBTIE T MldoE 2z
HIFEWENCFE L TS, DAMIICIIT S PD-L1 O &EFEIL, B, eV .
FEfmAasE. IRBE. FE/ VA7 & Ok 2 2N ATTIFRARRINFTH Y | RWAEFE
& OFBAMENRRE STV S,

BEE DD DGR T# & PD-L1 BEOFBEME. S, PD-1 & PD-L1 O IXIEE
DFPERBRIZ BV CEREEREE 29 Z EARB IR TEY | iR ATRIROER) &
LTHIfF ST 5,

AFANE, PD-1 & PD-L1 X ONPD-L2 Dii U > ROFERZILEST S Z L2k v, g5
W EE T OIS RAMIAEENE T U o SBREZEML S, HUEE s 2 S L
T 52 & THIEG IR EZ T D,

RFNOVE R 35 < MBI D SRIERIGIT & 2 BIERISEN & B L, B XTI |T
B AN b B, AHIO RO EHICIE, BEOBEE HIT, BENR
W BAVE B AT, REHL L7 35T U 7= B PR 22 ik & RRBR % KR TE AT & e L Tl
ORI ATV BIE O RAERSIC & BRI B EbN 258101, RIBHE AL
BV HIOR GO IE & AT 5 BB B B,



3. BRIRAHR
DS AALEEIRIEAZ (T HE R U 2 ARVE BIBRANAE 7 IR B8 b BOJE D KGRI B A2 1T - 7= F 72
fifi R nﬁ%ﬁ@’ﬂzfa /j—"ﬁ‘o

[ #hE]
[EIFRIE[R 2 TAHRAER  (KEYNOTE-045 75R)
7T FFEH B b ERIERET AT 5 R PTEIT M U T O IR bR B
542 5 (AAN 52 BlaGde) Zxt4is, A% 200 mg 3 8 MR G- O A DM & OV 4
PEDS, AbLFIRIE O\ U 2 %L, REXH %ﬁ/bﬂli Vinﬂunine) 2 xR E L TRE S
N, 72k, WA TR ABEITHR D b= . ERETEZ R TIERBRBO B
IRWFEDERIRANCZE LTV D B Tl /klilul&@ BRI CHERBETRRE O B D
ECAKOE G 2kt T 5 Z LR L Se, EEFHME I aAA R (0S) AW
HEEAAFOIM (PFS) & Sdv, AFNIAL P RE L i LT, OS Z A EICHER LT (%
1 RO
¥ 77 F KR G T ERE (—RIGH) BICRBEITZRDEBE . RKOT 7 FHEE &t
(LSRRI X DATAT - TR L2854 12 1 A INIZ TR L e BB DS A AN BTz,
#2 ¢ RHELTIE vinflunine IFREKB TH LoD, N7 VX XFEAXT RELZFELOWNTRERIRL
7



#% 1 KEYNOTE-045 &5k DA 30 plf
AF 200 mg ==
Q3W
(270 1) (272 f51))
Osf thdfl [H ] 10.3 7.4
(95% 5 FHE X [H) (8.0, 11.8) (6.1,8.3)
NP — Rt 0.73
(95%(EHE X [H) (0.59,0.91) —
P fi 0.002
PFS'l hdufE [H] 2.1 3.3
(95%fE#5 X ) (2.0,2.2) (2.3,3.5)
NP — Rt 0.98
(95% 15 FE X [H]) (0.81,1.19) —
P S 0.416
T RO T — % 2016 4E9 A 7T H B v hF 7
@R Cox Y — RET MIC X BA0FHE & O ik
S J@Rla 7T s WOE
I': RECIST A KT A4 > 1.1 fRICEES < P~z A o) E
Q3W : 3 HA[MHER 5
100 7
% -
80
70
& 60 \
i 50° \\
# 407 -
oV MM-—&
20 "1 —W00ME QW
10 ] wrmi
o T T T T T T o e T T T T T T T T T T T T T Ty I Ty T T T T T YT Y Ty T T T TP Ty PPy T o I e rrer vy s
0 2 4 6 8 10 12 14 16 18 20 22 24
at riskER Sm(8)
A#200mg Q3W 270226194 169147131 87 54 27 13 4 0 O
{L¥8E 272232171138109 89 55 27 14 3 0 0 O

1 0S ® Kaplan-Meier fi#t (KEYNOTE-045 #X/#)



[Z24]

FEI R [A] 2 AR AR (KEYNOTE-045 %)

B EREGIIARKIRE 248/266 B (93.2%) K OMLZHIERE 250/255 41 (98.0%) 1278 5
M. BIERNZE A 162/266 B (60.9%) K OB FHEIERE 230/255 f1 (90.2%) (258
ST, AFIBETRIEN 5% U LORERIZT TR LB ThoT-,

F 2 FEHEN 5% EORIEH (KEYNOTE-045 :R5R) (22 aPEfitr <t G4 )

B RIR45348  (SOC: System Organ Class) mjﬁ ﬁlj(ﬁ/;)

FEARFE (PT: Preferred Term) 266/
(MedDRA ver.19.0) T Grade Grades 301
2FEIEH 162 (60.9) 40 (15.0)
Sy WA TR

R B RE AR T E 15 (5.6) 0 (0.0
B IEkEE

T 24 9.0) 3 (1.1)

D 29 (10.9) 1 0.4)
— % - R EER KOG ORRE

4 )9 15 (5.6) 1 (0.4)

W5 37 (13.9) 3 (1.1)

FEEL 17 (6.4) 0 (0.0
R KOs E

A ARIR 23 (8.6) 0 (0.0
¥ X OV T AR kR

% D FRIE 52 (19.5) 0 (0.0)

W95 22 (8.3) 1 0.4)

7RE. AFIEET, BWER & U CRIEMEMZEEIT 10 6] (3.8%) . KIFHK - HED FH
X761 (2.6%) . MREREE (F7 2 - NU—JEBEREE) 13151 (0.4%) . IPHRRERE 1
14 1§J (5.3%) . Eﬁ#ﬁﬂ%’é“b PRI 23 1] (8.6%) . BEIFEHREEREZ X 141 (0.4%) . BH&
= (RME R EEERSE) ilfﬁu (0.4%) KU\ Infusion reaction 1% 1 1 (0.4%) (2
mu&;%nto EJN Ef@ﬂiﬁé EO(RERIEIRAEGERE, AL, JERRIES) .
MRS RERE . 1 BOREFRI . HER . ﬁ%ﬁ%-*ﬁ%ﬁcﬁ%ﬁiﬁ’%\ FEAL I, DA, M -
BEfEIE, 58 9 S, S Ph i MRSV PSRBT . TA IMEE i f OVURZFERBS TR B i
TRino T,



4. fgklZ-oWT

RS & U TSR (2FFRE) RNEON TS Z Enh, Yild 4
YNz 520 C & B itk T%éﬁ%#%é D LT, KAOE G- N #EY) 72 BE 22 W - §F
EL, AAOEGIZ X0 EE @%%%ﬁbt% x5 2 B R-D, DL
@~@@#«T%ﬁt#m BOWHHATARETH D,

O fEgkiz oW T

D1 FiEo (1) ~ (5) OWTNNICENT It THDZ L,

(1) JEAETERENEET 203 A2 B IL ST (B E IR DS A2 E L SR B |
g AN A2 B IS ML AR L . U S AL 70 &) (CERK 30 44 H 1 HIFEA : 437
%)

(2) HrEHEREmbT CERL29 42 6 H 1 HERS « 85 Mgk

(3) HSEMRENFENFEET 20 AR (DS AR EWRbL. 23 A2
W IEBE, 23 ARSI EE HEME B e &)

(4) IRALEEEE 28 L, S SRALFREINE 1 USRS EE N 2 Ol sk FEvE
AR D S 24T > TV D fiiax (Iﬁzﬂ?1@15ﬁ£.2%ﬁm)

(5) PUEMNEEAIL T E IR O IR D B 21T > TV A lEax CEEL 28 4 7
H 1 BEFA 1290 fitigk)

O-2 IR bR oAb e OEIWE S BLRE O 3 I S 50 72 5k & #85R & FF o=l
(FROWTINNIZHEY T HIER) 25, Y2 BROAANCET HIREOETHE L L
THEINTWDZ L,

7

o [ERIGFFEGE 2 FOWMHEZIE T L7212 5 L EDO N AIGIRDEERIHE %
fToTWBHZ &, 96, 28 EIF, BPAEYEEE = & UTZRRESGFONHE %
IToTWVWAHZ L,

o [EAIRFFESE 2 FOPMINHEZE T L72RIC 4 FLL LOWIREEFEDERIRIHME
ZIToTEY. 950 28U LT RS LR DD A SEYIRRE 2 & Lo s MR IR D
RHEZEITo TN HZ L

@ BEAOERAFHRE HOEHIONT
AR AL W BT T 2 R DS AL E S v, BUERZED D OIFRE A, A - &«
VSRR O E B ONERTSE 9 2 ittt AFFRNEE LB EOWmE
. FRESDITATONDIEHINE > TN D Z &,




® EWEH~DXIEIZHONT
@-1 fiaz (RHIZBE 9 2 2

VMR B O EEZRBITEA 233 LIZBRIC, 24 BERIIRIRHIO T, Mi%hisk X
TEEE R 123\ T BB L7 RIEANC)S U CARBREE K O CT 25 DO FIEH ORI &
FRRAEORERN Y APICELIL, EHICKSTRERAEKH N> TnD Z &,

@-2 EEREFEHICL HDAERERCICET 2 2

DAZRICEED 2 MR OB R 2 AT 2 ERIEEEVEERE=41V 7
EEOIFIRDOA Y ) —=0 T EATOWEIRE & fFlZ G TE 5 F— AERIKH 23
iESNTWADZ L, B, BIAHEIZOWT, BABRE EZDOFBEICHIICEmMmENT
WhHZ L,

@-3 EIWEH OZWrox IS IZB LT

BIER (RIEMERERBISIN A, KIBK - HEO TH, HF#sERE - ti{brEiE K, &
BERERE S (RN XYE) . NokESE (FREERES, FIRIEERERES, &
EHRElEE) | 1 ABEIRIN . 5 E DI, Mgk - BRSO BARIE . Eoe, B DR EREE (K
FEREEARAE e, S IALBE, A RKMIESE) . Infusion reaction, XA « BEAESS, HAE T M /)
JE, PRRREE (F 72 « NU—EGRES) . DR, EERMEREE (G M i
DVESEEE . AR L, JRIFERES, MEERIERIESE) . MERERIEGERE, %) 1oxt
LU C. Yeshiak S Tr B FA R O B 2 9 4 Al & s U (RITEH OZWroxt it
B L THREA O ZEAZ T ONARZMICH D Z &) | EHIZHEY) 7R ALEN T X HIKH|
NESTWNWHI L,

p—t



5. BhHxIG Lo B

[B2h I BE 3 % F1E]

O 77 FF K EE T FHRIER 2 AT 5 REE T TSR O R
FIZBWTARFN OB NS REE S LTV D,

5

ER

it
S
o

@ TRICEEYT 2 BE AT 2 AFOEEG K O HTIECOWTIE, AFIOAZED
MWESLSNTEDLT ., AFNOTRLGHR L RLIR,
o T IFTRAIE GRS X DIGRED R VEA,
o Fifrom bk,
o fOHUEMERETA & OB,

(A MEC B+ % FH]

®© FEi _aiém“é BEIZOWTIIAR OB G R AR SN TWD 2 Enb, 55217
DNz L,
o ARANIDEATITR UIdBUE O BEERE D & 5 B

@ BFEATOFLIIZI VT TRRICE Y T 2 B IOV T, AR O G ITHELE S 720

DS, MOTREERINE DN NG AR Y | HEICAKZEHAT 52 L 2ZETE 5,

o [HEMEMZEEDOADFX iﬂj‘ﬁf_@ébé B

o JafB AR A CRHVE S 258 6 £ A K ONE BN O U BT i 2 <0 R G it 2%
FEOMMIZRIEMZE N A BN D BE

o HOMEERBOAD, XIXEMRE L IXFEREMEO B CREEE OB O
b5 EE

o EERBME GE MBI AL 5T) Ob b EE

o FEEOBYIBEFEEAT D EE

e ECOG Performance Status 3-4 VD

(ED ECOG @ Performance Status (PS)

Score | T

0 | e<MERIEBTE 5, FWHTElF U HHAESHIRZ AT D,

PREZIE LWEENIHIR S5 28, BATHIRE T, BAFEH > TOEREIITO 2N TE D,
Bl mOFE,

[BRONTESOHEDEY DI & LTER, HREO 50%LL FE Xy R+l 4,

E-SIRVS R R )

2LET RV, BOOEDEY OZ L3 TE RV, BRIy KR+ TilmI 7,

9

BATRIRECTH S OE ORI O Z L33 X TR DNEEIL TE 2\, HHFD 50%LL Eid~<> KAl 29,




6. HHICE L CHETREHIHE

O WMACEFICN A, BERTEES DIRELT 2 BRI 5D E ARF| O e & OV 1IEf#
DT DICBHERERE T CER L CbHAT 52 &,

@ RIRBIBIZHENT D, BE UTZF OFIRICAE DR Ofamit 2 4 L, FE %245
Tho5THZ L,

@ FREWEHO~XT AL MZ2ONT

BRI RN S HOND Z ENH DD T, KFOEEIZHT--> TiE, WIHE
W CEEI L, PRULIREE, BWkaE) OffEE M OMIES X R O S hiss, Blggs -+
FATH 2k, Flo, BEBEIDS U TIES CT, g~ —h —%OMmA % 37
HZ k.

Infusion reaction 23 & 5315 Z & 3 5, Infusionreaction 2358 H T2 A IZ
L EEIRLE AT O & &b, SERDEIET S £ TREOREL 5 ICBIE
THZ L,

FORIEREREE N H S D Z £ 23 D DT, AFI O 5B AARHT K O 5111
HOEE IR FUR AR BEAR A (TSH. 78 T3, 58 T4 S oWE) #Ehd 5
&,

FFREREREE N B oD 2 &3 d D DT, AHIOF 5 BIGHT M O 5- IR 1%
EHEICITRERERMI A (AST. ALT. y-GTP. Al-P, B U LB D HIE) % FEhi
THZL,

SE IR (AR E I BRI R 25T SOEERIRBEEND bbb
ZENRBLOT, EMIMICIRORFOABEHZET D52 &, o, IROEFN
RO OLNTEEITE, EONCEREEEZ2T 0L ) BEEHFETH &,
AR OFEIZ LY | BEORIEICTER T D L& 2 SN Dk~ IR BCRTE
BHLDLNDZERH D, BRENPROLNT-HGAITIE, BELE-FRIIL U
BEF ) 72 ik & R BR A RO AT & s L CEUIZRERIRE A 1T V), IBE DRk
FOSIT £ B RIWER D S 2355 121E, AFIOREE T 1L, K OEIE B AR
NEVHIOBRGEEZBET L2 L, 2B, BIBKRERVEOREHICLYEITE
R OYEENFRD BV WIGAIZIL, FIE BB R /VE LSO s Al oehn
HLEETDH L,

PG TR, BN O ARB L ThORIERNEERT L Z 8B 5720,
AFNOBHHETHRICORIERORBUZH2ICHEETH Z &,

1 BUBEPRE (BE 1 BUBE IR 25 ) b bbb, HERBEET 73 F—3 &
IZEDZENBHLDT, e, FEl, WIS OFER OF B M E O &2+
EETHZ L, | BERENEDN -SSR G A2 L, A2 Hl
B O 5EDEE 2B ZITH 2 &,

@ AR OERRRBRIZIBNT, BEFGD 9k, TR GG 1 FRHIE
6 WRHIFIRE, # G20 1 LR 12 HFMR CHEPEOFMEZ1T> T\ Z
L BBEIL, AFEGTTEHCEBERA TRHROMR LTI Z &,
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