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RF M EOE R L DA T E 2016 (CERL 2846 A 2 HE@EIE) Ik
W EFMERSOMAOREIHEEZXL Z EREVIAENTZ L 2%
T CLHEESR L A B L E R BE IR T B o SR T A R
TA U EEKRTHZEELTOVET,

S, =R~ T (B z) 8A (RE4 472 — R A ERE
20mg K TR[A 100mg) (22T, Bl T H AR X U R EITK L
THERTIBEOREFRHEEZIR 1 LB 2 O LB Kl H#fEE T A K
TAELTHRDEEDELLLDOT, ZFOMHICY > TEL. ATA R A4
VIZOWTHEIND X )  BENOERER N OG5 850 % BFE
WL ET,
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1. IILBIC

RIS OF M  ZRMEOREROTZ DI, U SCEFICE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5T BLE R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
ML 0o TR Y REMBLEE & S0 FARTT# 2016 Ak 28 426 A 2 A BFEERE)
IZBWTYH, EHNERNEOHRAORE(LHEZXS Z L L ShTnd,

BORVERM T ESR L, KB ERASCL ST 2 7 7 A VB DO ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEIZET HERNH0ERET 5 £ TORM,
MHEIMOREZMLZIT 5 2 EnHIfF SN BT LTHERT 5 & &bl BIfE
RSB L 7B I B 2t & D 2 & AN AHE /e — 1 O B i 7= 3 R SRR BE i A
THZEREHEETHD,

L7eRo T, KAA RTA 2 TlE, BIFEREC 2L E TILHE BTV B EFIEFE -
BEE RN S-S & | LT O EIR GO il 70 (5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARITA BT A A%, MSIATBOE N EIE G RS SR, A FEABAR
BRI s . — AR RE N B ARER IR R 2 M OV BN B AR REFH R O
Job EERR LT,

%G L I HEIEL A TV — R AR EHE 20 mg. A 7Y — R AR EHE 100 mg (— %4
=ARnN~7 GBIEH#Z))

REERDMMTAR « ARTEEIERANGE ST D B il e

WELRAMERONE « @E ., RAIIZ=RA L~ (BEFH#z) & LT, 1 [\ 3mgkg
(KHE) % 2 JEFFR CREFET 5,

B 3E IR 58 ¥ F  NEIRG TEEASHT




2. AFNORK. TERBF

7Y — R A ERE 20 mg/100 mg (—#k4 - =R~ T (Ela i), BLF R
A L0, 1, NS TERKSLE AL Ly 7 24 BT VAL s~ A Y —
A A7 AT (BMS) t1) 2BH% L7t bk PD-1 (Programmed cell death-1) (Z%f4 % & k
9G4 € ) 7 v —F VHURTH D,

PD-1 (%, 1&MEALL72 U o REk (T ML, B AL N F 2 7 0% 7 —T k) KOvVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIC IE & BUZHIEE 2 2
T ICBRT 2R AR TH D, PD-1IFHURIRRAIILIZIEEBLT 2 PD-1 U 7 K (PD-L1
KOPD-L2) EfEA L. U o SERICHfIvEY 7P v i LT U v REROIEMAIREE %
BIZTFHRET L TW5d, PD-1 U 0 RIFHURE MBI B b O & 22 JEEHERRIZ T8 B
LTHY, EMERAMREEE) LU LB T D PD-LL DOIEBL LI DELF
HIM & OMICADOHBEBRN & 5 Z & HE I Tuws  (Cancer 2010; 116: 1757-66)
F 7o PR NE S CIXHRRE T AN EET DA v X —T =a > H >~ (IFN-y)
IZ& > T PD-L1 OFIANFHEE SN, BB L EEMAERIZI T 5 PD-L1 OFHL LI O
B E OMICEOMBEBERNH D E0®EL H D (Sci Transl Med 2012: 28:
127ra37), & 512, PD-L1 Z 3R H S22 M, HURER M CD8 Bt T Hif
ORI EIE M 2 55 S 523, HLPD-LL Hifk TPD-1 & PD-L1 & DG & HET D &
Z OIS EIEENEIET D 2 EDNREN TS, HED Z LD PD-1/PD-1 U 7> R
U, 28 AAII S PUR R A 72 TS D OB 2 [ DI F O —D2 & LTEZ D
nTW5b,

ARFNL, SRR OFE R 6 PD-1 Offas K (PD-1 U 7 o RFEAREIR) IS/ A L.
PD-1 & PD-1 U W REDFREGEIMET S Z LICL Y DAHURR R T MlaoOEE
LR OD AR 3T 5 MRS TR A #3252 & CREM 2 PSS R 2 ~3 2
EMMHER STV D,

IS OFEN S | AFNTEMEER I 2 B 2R EIC R0 55 b0 L MIfF S,
IR FR A A b B & U T BRI & S U L A 2tk R OV DS AR S 4L 7z,

AHNOVEEFZ LS < SBEE DO RE N L DEWERZ% N S 5 b, EEXIIRTIC
BLHAREMEN D D, AFNOE G H R OEEG#ZITIE, BFOBEL 01470, BEDR
D BTG AL, BB LT FRICIE U= B MRY 22 ek & B85k 2 R DRl & s L Cil
Gl 78R W 217\ B E OB I L 2 EIER RS 2 5A12iE, BB E R
T UHIOEELEOTEY) IR E Z1T O LERH D,



3. BRI
RIBYIFRANHE XX ERFE M 0D BB fages D A GRIRE I Z Rl 2 1T - 72 5 72 B AR 3R O Bl &
ZNE IR

[ 2hE]

IR RS et G & L7 [E BRI R I AEGAER  (ONO-4538-03/CA209025 #5R)
MEFAEREERZET 2HEMEEGEA (TF o TF=7 A=F =7 VI Tx2=T,
INYRN=T ) AT TRIEIE A A T D AT SRR 0D 38 I R R el e AR
821 13l (HA N 63 il & Gde, AHIRE 410 ], =~V AARE 411 B ZxRIC, =
N AR & xS U CAAI 3 molkg & 2 IR CRIERNE L7 & & DR NER OZ 4
PEZRRET Lo, REFHEHE CTh 2 A MM (Pl [95%EHEXM] ) 1%, AFIEET
25.00 [21.75~NE"] #H. =~ U A REET 1955 [17.64~23.06] 7 HTHY | AHKNIZE
T Y ARZH LRFHFICE B IER 27 LTz (N — R 0.73 [98.52% 15 #E X ]

0.57~0.93] . p=0.0018 [J&%! log-rank f&7E] )

1.0 Fa_
0.9
0.8
0.7 fan

. 0.6

1F 0.5+
= 041 .
0.3 a0

—A— AEIE
oY IO L AEE

0.2
0.1
oo\
0 3 6 9 12 15 18 21 24 27 30 33
at riskE A1FHER (B)

AHIEE 410 389 359 337 305 275 213 139 73 29 3 0
INOVLZEE 411 366 324 287 265 241 187 115 61 20 2 0O

OS O FiEfEMNTEFD Kaplan-Meier BhikR




Fo. BHARNB R 63 i CRFIRE 37 1, =X U AR 26 #]) OfA&FHR (F
Jofili [95%(E#EIXM] ) 1. AKIEET 27.37 [23.62~NE"] # A, =~ U AREET NE

[NE'~NE"] # H Toh o7 (XH— R 1.50 [95%(ZHEX[H : 0.49~454] ) .
* . HEEARRE

1.0 f?
0.9

ﬂ ,E 7] - R e T )

0.7 1

s 0.6 —A— KE|EE
# 0.5- meef P IO L AR
o 0.4
0.3
0.2
0.1
s B B L
0 3 6 9 12 15 18 21 24 27 30
at risk®y A7 HARE (B)
AEIBE 37 37 36 35 35 34 24 16 8 4 0
INOYLABE 26 26 24 24 24 24 20 15 8 3 0

AANERIZIIT 5 0OS OHEMENTRFD Kaplan-Meier Bi##




[Ze21k]
RIS BB AR & Lz [E BRI S AR GABR  (ONO-4538-03/CA2090255-54%)

B EFGUIARIERE 397/406 B (97.8%) . =1 U A AR 386/397 i (97.2%) (272
L, 1RBRIE L ORREBIRNEE TE WA FFGIIAIERE 319/406 7l (78.6%) . —
N Y AARE 349/397 5] (87.9%) (ZFR®D Bz, WL ORETHRELED 5%LL LD
TERIZTEDO LB ThoTo,

WINDORETHREES 5%, EOEIER

oo e INKE B% (%)
ﬁgﬂgﬂﬁ ﬁ%ﬁ INUUfXH
406 {1 397 f3i
(MedDRA/J ver. 18.0) 4 Grade Grade 3-4 Grade 5 4> Grade Grade 3-4 Grade 5

2RIEA 319 (78.6) 76 (18.7) 0 349 (87.9)  145(36.5) 2(0.5)
MiRIs LV >R bEE

H 1f 32(7.9) 7(1.7) 0 94 (23.7) 31 (7.8) 0
W WREE

R IR BERR (X T E 24 (5.9) 1(0.2) 0 2(0.5) 0 0
H ks

15 24 (5.9) 1(0.2) 0 21(5.3) 0 0

T 50 (12.3) 5(1.2) 0 84 (21.2) 5(1.3) 0

D 57 (14.0) 1(0.2) 0 66 (16.6) 3(0.8) 0

a W% 8 (2.0) 0 0 117 (29.5) 17 (4.3) 0

A 24 (5.9) 0 0 36 (9.1) 1(0.3) 0
—f - RHEER X O GMALOIREE

1 7 9E 18 (4.4) 1(0.2) 0 33(8.3) 7(1.8) 0

9297 134 (33.0) 10 (2.5) 0 134 (33.8) 11 (2.8) 0

KRB D S SE 11 (2.7) 0 0 75 (18.9) 12 (3.0) 0

KA 17 (4.2) 0 0 56 (14.1) 2(0.5) 0

FE 34 (8.4) 0 0 37 (9.3) 2(0.5) 0
R R A A

M= L2 m— L Hhn 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

M7 V7 F =8 27 (6.7) 1(0.2) 0 33(8.3) 0 0

R E 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0
R KOS

B L AT a—LE 2(0.5) 0 0 29 (7.3) 0 0

=ik 9(2.2) 5(1.2) 0 46 (11.6) 15 (3.8) 0

&KUY 27U %Y RifE 5(1.2) 0 0 64 (16.1) 20 (5.0) 0

R 48 (11.8) 2(0.5) 0 82 (20.7) 4 (1.0) 0
B #E R E & O ARk

RAER 27 (6.7) 1(0.2) 0 14 (3.5) 0 0

i PO 23 (5.7) 0 0 5(1.3) 0 0
PR R PR

LR L 11 (2.7) 0 0 51 (12.8) 0 0

BEp 24 (5.9) 0 0 19 (4.8) 1(0.3) 0
MR SR, MOERES K OVithRkEE

LN 36 (8.9) 0 0 77 (19.4) 0 0

EF-% IR 30 (7.4) 3(0.7) 0 51(12.8) 2(0.5) 0

S I 3(0.7) 0 0 41 (10.3) 0 0

Jitifig 2 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0
FEIEF KO TRk E

SUERRBLIE % 12 (3.0) 0 0 20 (5.0) 0 0

B2 L5 26 (6.4) 0 0 33(8.3) 0 0

FHE - RIETEIRIN TR AT G 4 (1.0) 0 0 22 (5.5) 0 0

% 9 FEAE 57 (14.0) 0 0 39 (9.8) 0 0

W5 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0




7pde. MVEMERTE R 19 B (4.7%) . A 161 (0.2%) | BREUT AAEIE 56 1] (13.8%) |
K% « B D T 10 51 (2.5%) 1 BIFEFR I 1 451 (0.2%) | JHHRERE 1% 46 1 (11.3%) |
JF28 161 (0.2%) . HUIRBRFERERSEE 34 B (8.4%) . Fh#¥FssE 55 5 (13.5%) . BrH%nE
fRes (PR VPR 8 55) 28 5] (6.9%) . FIl'EHERERE T 6 51 (1.5%) . infusion reaction
21 5 (5.2%) . EEOKERETE 4 ] (1.0%) . FEAEERSE 2 4] (0.5%) . X1
B (0.2%) KOS E IIEK 1] (0.2%) TR LA, £, BEIEMHESE, LR,
ey VI VRS PESREEIN . K% - BRI K OV IR A2 ZERE 138D b e o Tz,



4. FEFRIZOUVWT
TR U CHERBERE (BFFHE) TN THnD T b, Yikiid 2]
IZETX DR THLIMNERD D, TDO LT, KF OGN EY) 72 B 2720 - F5E
L. AFlOFEEIZ X0 HEHEREWEAZRBBL LRSS T 5 Z E BB R0, LLFO
O~@DFT X TET M- THRIZBWTHEHT 2 XETH D,

O MEFRITHOWVT

D1 Fio (1) ~ (B) OWVTNITEY T D% THHIE,

(1) EATHRENIEET 203 A LS R (BN RS A2 R HE LS IR L |
HiE 23 A RSB ML SRR, MUY AU RHRIERE 7R &) (CFRk 28 4F 10 A 1 H R
427 Jiigk)

(2) HrEkgRERRE (CERR 28429 A 1 HBRS - 84 fiak

(3) FBENFRANF DT ET 203 U FBEERET (D5 AR HER EIRbT, 23 A2
w719, 23 ARSI EEHEE R 72 &)

(4) ARALFHIEEZHE L, %;E{I:#ﬁ“/ﬁﬂn%1Xi%Hh#§/£ﬂn 2 Dk HE
(AR DI 2T > T Dfiax (R 27 47 A 1 AR - 2538 fiak

(5) #ﬁﬁﬁéﬁﬁl%ﬁﬁﬁm%m@ HILHEITAR D A T > T Hfiax (CERk 27 4 7
H 1 HEEA 1284 Jiti g%

D-2 B DAL FREE M ORIVE S BLRE O RIS 440 72 ik & #% B 2 RS =fn (7
KOWTINDITEIEY T HIER) 25, Y2 BRI OAFNZET IR OELH & L ChlE
SHTWbhZ L,

7=

o [ERMEFFESE 2FEOMMINHE Z /& T L7212 12 S LU LD D3 AUTRIE D ERIRHE 217
STWAHZ L, 96, 24 EiT, BAEYFREZ L LEERIESGZONHE 21T
STWbHZ L,

o [ERiIFESH% 2 FEOWIHIHHE 24 T L= 12 4 UL EOWR SR O R HHE %
1ToTHEY., 5>bH, 240 Bk, BN O AR 2 & T DS ATEIR O i R
ExiToTWNWAEI L,

© BENOEEMEREBEDOEHIZONT

EH LG RE BT T 2 EE SR E S, BUEREN L OFRE D, A2 - L4
PESFEEEERY] fﬁ%‘é&@”gf?é&(}[:ﬁﬂi%% T DGR, AEERNRLE LG E OWEE
B FRELNIATON LK B> TN D 2 L,




@ BIHEA~ORRIZONT

®-1 Fas I B 5 EME

VL PERTZR 85 O BB 2 BIMER 28 F8 42 LT BRI, 24 eIl O T, HakhiiRe SU3
BRI T FH L RERICIE U CABEE B O CT 45 ORI A OB 2432
IR ORERD Y A ISR O, EHICHISATHER KR 23 > T D Z &,

@-2 EERNEEEICL 2AFEELRANHICHET 2 EH,

AR D 5 MR e ik L OB e 2 A T 2 IR IEFE D RER =41V v 7%
GOTEIROARA 7 J—=0 7 2TV EIRIE & FHE2 LA TE 5 F— L EFEH] H35E
ENTWDZ &, 2B, BIHAEHEIZOWT, DABRE EZOFRICHSIZEAmEShTn
HT k.

@-3 BIEHOBUTHRIRIZE L T

BITEH (RYEPEMR BN A, BEIEMEEAIE, (O, R, BHRUHRAE, KR,
HEDO TR, 1 RBERIA, FERRERRTE ., HURIREREREE . thitlad, BEE (Bre -
PRAME RVEME R R 2 &) | RIS, Mk, EEORFRE ., fIkieIErmE, infusion
reaction, e/ MRIAPESEBERS (ITP) M DSOS, IR et Db (L
GRS - IR - DEPEIAMGHESE) . MR M) (6 LT Y akta X B E R
BB DRV 2 A9 S R & dEHE U (BIEH ORZHr-OR S B L THRE M OSSR 25217
DILRMCH D Z L), EHITHEYRLEN TE SEHRE-TWD Z L,

XK



5. #EXRLRBHAE
[‘Ze 4t B4 % 51E]

D FRICHEST S BEICONTHAA O£ 52

DNz &,

AR

o RN

LEINTNDLZ LD, &KEZ1T

AHND RS 5t UIBUE O BEERE D & 5 B

@ BRATOFHHIZ BT FRRICE Y T 2 BE IOV TEL, AR OFEITHELRE S e

AR

)il =

® H 5

Pl 0 ] 4 AR A C ]

DI IRIEMEEE N A DI D BH

oo BAE

(G5B 5 $1H]

R OTRIEERE A L WNEEIZIRY | HEICAAZHENT 52 L 2B ETE D,
FEMERR B OB IFEUIBERE O & 5 A

P 2 B K ONE BN O T ST i A 2 <0 i e M it ¢
H O REDOED SUTBMER 23 L ITHEIEMED B SR B OB ERED

Karnofsky Performance Status 70%iii Y o ¥

O TROBEIZBWTARADOAENRIES LTV D,

I e

MEF AL EVERA Z BT D PUEMNEES] (T F=T, A=F=7, VYTF7
T =T NIRRT E) BETAVFEIRIERE AT HIRIGUIBRRNEE

TSR D

@ TR YS T D EBE KT DARBN OB E L O FIEZ W T, AAIOFMEN
LS TE LT, AAORGXZRE 2B,

o IR,

(LEHRIERIGIR D BE K O A b A BIFN OB DO IERIE 2 H T 5 B,

i OPUEMEREAR (A A EI R ETe) OB,

(D Karnofsky Performance Status (PS)
Score TE#%
100 EH, RBICRT 2 B OFFR 208720, BREERZ: L,
IEH OIEEIA FIRE, R BN LI 20, 90 BVERRIEIRIE S D4, [EHTEE Al fE
80 D O EERIER Y B 2 03, 01 L CIER OIEB) ATHE
AN = < 3 A 7y . o -
5 LR, QECAETE T, | 0 | T HHOREECE S8, EROER - TS =
ﬁfggg;ﬁg?gg?;gé%®f%é° 80 | BB LETE BN, LE CEADALE
: 50 PR E BB LB L OEMN R ERITA DL
40 ;ST mOREES L OFEESLE
FomEY DI LEBHSTTERNY, fikd s 30 LT, ABRBSKLEENIILE LEE > T
3Bt O EH# L RIEOF#E L LEL T 5, KiE 20 I HAE, ABEDS I TR 07 1R S M B
NRGEICHEIT L TV A ATREMEN S 5, 10 FEHIAE > TV D
0 74

10




6. WEIZEL THEERTREEH
O WACEFIIIN R, BEREER D TRAET 2 RS 1T & ARHF O Fei: M ONE 1EA#

MOT=DIZ BRI EHZ 0 ICB R L T HT 5 2 &,

@ 1REBALAIZIENL D BE UL OFIEICHINER OfERMEZ ot L, [E x2S

ThobETHZ &,

@ FREWEHO~HI AL MZDONT

o MEMMEERHLONDZENRHDLDT, KEIORGIZHTZ > Tk, EKIE
M (PR R, nmk, FEENVE) DRERR K O X #iirds O F i, Bigtx 1+
2179 2k, Fo, KBS UTHE CT, Mg~ — 7 —%0R&ZFE T 5
Zé&,

o AANIOEEHIIEE D infusion reaction (2 2 CTEEARFZ 7% iD T 5 #E
f&AT > 72 LTt 2 2 &, £72. 2 B H LA OARA# 5-K¢ 12 infusion reaction
N HbiILdZ b DDT, KA HROKRABE G THRIT A Z A
YEWET %, BEOWREEHSICBET D 2 &, 7235, infusion reaction &
FEHL LI A IR, AT oMK QYRR ERICIEE S 5 £ TRE L 0Bl
THZ L,

o HURIMEREREEN H Db d Z L3 H 2 DT, ARAIO B G- BRI & O 53R
HIE IR BRI e se R A (TSH. J0#fE T3, EHE T4 SO llE) 2FEd 5
z&,

o AAIOEEIZLY | WEORESINMIERT D & F X DR IR B R
DHOLOLNDZ ENRDHDH, BEPBDLNIHEICIT, B LEFERIIL U
BRI 72 05k & AR SR A RO AT &l U CE U R IR W 21TV B ok
FOGIT X 2 BWER AN g0 2355118, AFIDORFES T I K OEIE RE R
WEVHIOBRGEEZZBETDHZ L, B, BIRRERVE L OEEIZLYREIE
M OBEENTRD AR WA ITIT, B BB AR /VE & LIS o S Jii 4 o080
HEET D,

o BHEKTHR, B OHE I AREBL COLEWERANBET R H 5720,
AR OEEHETHIZ S RWEM ORI ITEET D,

o IRUBESRIE (BUE 1 BUBER A 5Te) b bbiv, BERWEMES R F—3 X
CEDZLBHLHOT, N, Hol, MM ORER O FEEC M E O _EF-(2 1
DEET D&, LABERFEN DN SGEICT B EERIEL, AR ) V#
F O 5EDRME) IR LEEITH Z &

@ ARENOEFERERIZB T, BERE S 1ERIL 8 B Z L icaMEDF M 21T -

TWeZ & &350, KAKREG TIXE RS HGMRAE TR OMEGEE 21T O Z &,
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RIS 2

B AEET A RI A4 v
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YRk 2 9F 4 A
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1. IXT®IC

RIS DOF N - REVEOHER DT DIZIT, BT SCEFITE SV B A A R D
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 3 1E A%
FFEHRSDPARBENDLH T, 20 DOEEKNZ BICHLER BT TR 5 2 & PR
ML 0o TR Y REMBGEE & S0 FARTT# 2016 Ak 28 426 A 2 A B E)
IZBWTYH, EHMNERNEOMHHORE(LHEZXS Z L L ShTnd,

BOFE R SR ST, SRS M T 0 7 7 A ARBEE D ES L & B 5 i
RHZENDD, DD, HMER LSBT HIERNSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
PR LBt % & D 2 L A AIRE 72— O B % jiii 7o R A R o
THZENEETHD,

LI oT, AHA RTA4 Tl BB ZNE TIT/ O TV S EZIHZN -
R RN EED & | DUT O EIK S O it 70 8 2 HEE S 2810 b MBI Bk B 2
F RO EFREEZ T,

I, RKHA BT A 3 MAZATBAE NEIE M ERESHA O, A ISEFEARAER
BRI IR s . —MAERTE N B ARERIR NRHE & I OVt FE N B AR IR 2 O 1 71 D
b EER LT,

KRG & 7p DIEIES, - ATV — R R EE 20 mg, A7 Y — AR AR EE 100 mg (— %4
=<7 (BinFH#z))
HEERDMEIIR « FFFESUTERPED AR % ) oSl
WEERDAMEROHE - @, lRAIZIF=Av~7 (BiETH# %) & LT, 1[5 3mgkg
(KH) % 2 BRI CARRFEEYT D,
& R 78 ¢ A /NP TGS




2. AANDOFE., 1EREF

A7 — R ERHE 20 mg/100 mg (—fk4 c =R~ T (EIE TR BLT, TR
) I, DRSS TSt A X Ly 7 23 BTV A ML oA Y —X R A
7 (BMS) £1) #3BA% L7-t b PD-1 (Programmed cell death-1) (ZxF3 2%t H& 19G4
E/ 7 a—FNAHUERTH D,

PD-1 1%, &ML L7V > 8Bk (T HfE, BAHIL N F 2T 0% 7 —T Mild) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & BUZHIET 2 2
T IR T 2R AR TH D, PD-1 IFHURIRRAIILIZIEBLT % PD-1 U o K (PD-L1
KOPD-L2) EfEA L. U o SERICHfIvEY 7P v LTV v SERoEMALIREE
BITHHET LT\, PD-1 U H» FIFHURRSMIaLIAMNZ b b Ok 2 22 RS RR 2 F8 5
LTHY, EMEREAMELE LU L EGHEMEICI TS PD-L1 OFBL L itk DALE
WM & ORI ADOFEREBIRN & 5 2 & 3 HE T4 (Cancer 2010; 116: 1757-66) ,
F 7o R R fE AR OIS EAE T DA v X —T = aH >~ (IFN-y)
IZX > T PD-L1 OFENFHE SN, 58 LI EERRICI8IT 5 PD-LL ORBL & itk D
M E OMICIEOHBEBEERH D Eo®ESLH D (Sci Transl Med 2012: 28:
127ra37), & 51T, PD-L1 Z 3R H S0 M, HURE M) CD8 bt T Hif
ORI EIE M A 55 S ¥ 523, HLPD-LL ik TPD-1 & PD-L1 & DG & HET D &
Z OIS EIEENEIET D 2 EDNRENTNWD, D Z LD PD-1/PD-1 U 72 R
BT S A AN FUR R A 72 T IS B OB 2 B 2 HF D —o L LTEZD
TV 5b,

AFNL, SRR OFE R 6 PD-1 O s Ek (PD-1 U # o REEAREIR) IZR5A L.
PD-1 &£ PD-1 U A REDEAZIET D Z EICL 0 BDAFURRR T Ml OENE
(bR OB AHAREZ 3t 7 2 MRS TG A R 3 2 2 & TR R BB S R 2 =3 2
EMHER STV D,

TS OHRNS | ARFNTHENENEG 6T 272 G EEIC e 0 ED b0 L IS,
R U ) VOoNERE BRI G & LT & S L, AahtE, et RO
PEDMFERS S ATz,

AFNDVEIBE LD <D RERINIZ L DEWEMFE2 & bbbt BEXIISETIC
EOWREMD 5 5, AFNORGH KR OEREGRIZIT, BEOBIZEL ToI2ATV, RE DR
D BTG EITIE, FEH LT F RIS U BEPIR 2 ik & REBR 2 RO Rl & d s L Tl
BI72 8RR 24TV B DO SIERIRT K D RIER 2 e 2 55 i3, B RE AL
RO GFEDWY) IR ALE 24T 9 MER D D,



3. ERPRARE
3 ST EER M O i) R O ) RO A GBI EM A 1T o 72 R R R R BR D
fE & R,

[ A7)

@O EWNE TR (ONO-4538-15 7XHHr)
HEEMBHRBHEL T LY v~T RXRREFr (Bla#iz) CIF, 71

YT ) AU SUIAME O I SATEHAMEO AR U ) LoNERE

(ECOG Performance Status 0 K2 U8 1) 17 Bl & %512, AK 3 mg/kg & 2 1 [ IR C A
FHE L7, FERHMEHEE TH LR (UGET IWG criteria (2007) (252 < oefiliE iz
X % complete remission (UL, [CRJ) Xid partial remission (LLF, TPRJ) OEIE) 1%
75.0% (95%(EHEIX ] : 47.6~92.7%) Th-o7=, 728, FANIHE LIZBHEIX 20.0% T
o1,

© Wpstas MARER (CA209205 #%%) (Lancet Oncol 2016; 17: 1283-94)

B & ML BT 22 7 L v Y ¥ o~ 72 L D IR A2 5 - TR ST G
OEMER Y ) UNEERE (24— b B, ECOG Performance Status 0 2 18 1) 80 4l
X, AHI 3molkg & 2 HEFFRR CTRIEFE Lo, FERHMEEE TH L RER (U
71 IWG criteria (2007) 12555 < FHfEIZ L D CR XX PR OFEIA) 1366.3% (95%(5F
FEX M : 54.8~76.4%) Th o7z, 72k, FANIKE L7-BIEIL 20.0%TH - 7=,

[ 41]
O EWNE TR (ONO-4538-15 5Hk)
AEFERITIEHNRD b1, K E ORREBEFENGE TERVAEFL L RHIIED
DiVTo, FBLERD 5%, EORHWERII TERD LB ThHoTz,
FEBHEN 5%LL LOBIER (REMMATRRER)

1% 0

RIS mj‘f é,‘;g/‘;)

£ 17

(MedDRA/J ver.18.1) —
“& Grade Grade 3-4 Grade 5

2RIEM 17 (100.0) 2 (11.8) 0
MR LV > RbEE

21l 1(5.9) 1(5.9) 0

U SR E 1(5.9) 1(5.9) 0
HB L OukgkhEE

S 1(5.9) 0 0
APAR A

RO IR BEAR T E 3(17.6) 0 0
B IS

25 1(5.9) 0 0

L2 1(5.9) 0 0

T 1(5.9) 0 0

[ZES 1(5.9) 0 0



s, WEMERIRE 161 (5.9%) | SUboihmieie 2 41 (11.8%) . KIE% -

Bi%x (%)

B IR HE —

A fﬁjﬁ

(MedDRAV/J ver.18.1)
4= Grade Grade 3-4 Grade 5

TN 1(5.9) 0 0
—f - RHEER L OB G OREE

7 2(11.8) 0 0

TSR SO 1(5.9) 0 0

(s 2(11.8) 0 0

BN 7(41.2) 0 0

Tl 1(5.9) 0 0
JEYE RS X OV AR BUE

W% 1(5.9) 0 0

fiti g 1(5.9) 0 0
BE, Pl L ORES IHE

EAZHE D SOG 1(5.9) 0 0
HA7 R

b RE IR A 2 1(5.9) 0 0

LM% ol 72 1(5.9) 0 0

ARG 1(5.9) 0 0

M L ERE A 1(5.9) 0 0
B L O REE

KAV v AIfiE 1(5.9) 0 0

59wl N R VPN ik 1(5.9) 1(5.9) 0

BHER 1(5.9) 0 0
B HRE & O ks

BAER 1(5.9) 0 0

A 1(5.9) 0 0

PR 2(11.8) 0 0
PR R IEE

FEMED E W 1(5.9) 0 0

GIE 1(5.9) 0 0

Kt =2 —mRF— 1(5.9) 0 0
MR g, MEhEs & OVithRkE S

VR e H 1(5.9) 1(5.9) 0

FREDORIE 1(5.9) 0 0
FERg ¥ K OV TRk

it B 1(5.9) 0 0

B FENE 1(5.9) 0 0

SYBRRBE % 1(5.9) 0 0

& O PEIE 5 (29.4) 0 0

F 4(23.5) 0 0

HEDOT

Fi 16 (5.9%) . FFREREREE 141 (5.9%) . HUIRIRHEREREE 3 41 (17.6%) . fpRkkeEE
3 (17.6%) M U infusion reaction 1 #5] (5.9%) T bNiz, F7-. HIEMESNE,
DM, . 1 RUBEIRIA . e ME il OB MRS BT . T2, R RERERE . BIIR feE

DS

RITBO ORI T,

- B, EEOREEE, FIRMAEZERLE, FTEARERETE. BERLOSLE S



@ WA M AHRER (CA209205 #bR)

FEFELT 238/243 1] (97.9%) 12380 Hiv, AL OREBGNEE T RWEAE
F5% 185243 il (76.1%) (238D HALTZ, FEELEN 5% L EORIERIZ TRO LBV T
HoT,

FEHRD 5% EOFIfEA (Al Treated Subjects)
Bk (%)

FRE IR

(MedDRAVJ ver.18.1)
4= Grade Grade 3-4 Grade 5

2RIEA 185 (76.1) 48 (19.8) 0
MigER LY 2R EE

It ERIBE 13 (5.3) 6 (2.5) 0
PG I

FOR R REIR TR 14 (5.8) 0 0
BB E

iy 14 (5.8) 2(0.8) 0

T 34 (14.0) 2(0.8) 0

ML 24 (9.9) 0 0

Mg - 19 (7.8) 1(0.4) 0
—f% - BHEER L OGN ORE

95 57 50 (20.6) 2(0.8) 0

FEEN 21(8.6) 0 0
B, PRk L OWEA OHE

HEAIZLE S G 33 (13.6) 1 (0.4) 0
RRIR IR A

TI=rT I R IUAT =T —BEN 13 (5.3) 7(2.9) 0

TANRGX VBT ) TV AT 2T —BHN 14 (5.8) 5 (2.1) 0

Y o —EHEN 14 (5.8) 9(3.7) 0
B HERE & OV ARk S

B 19 (7.8) 0 0
PR R PR

SEIR 14 (5.8) 0 0
KGR KO Pk

& D FEIE 21 (8.6) 0 0

b 28 (11.5) 2(0.8) 0

ks, HVEMERERE 15 B (6.2%) . MERRUTHELE 19 #1 (7.8%) . K%K - HED
T 6 B (25%) | ATHERERET 22 5] (9.1%) . HFR 561 (2.1%) . HURIEEREREE 28
B (11.5%) . FREEFETE 40 5] (16.5%) . EHEAEMET 4 B (1.6%) . MM7% - BhsE 1451
(0.4%) . HEEDLZERETE 3 6] (1.2%) . FrlkiieZEmiE 161 (0.4%) . infusion reaction
38 i (15.6%) . e 2 5 (0.8%) M ONSE 954k 2 6 (0.8%) TRHLNTZ, F7-.
BIEMEERE, (DR, Fhge. 1RUHERRIA, Sy M MR MEERBES R, B PR Y
TEAEREREFIIRD b o T,



4., HEERIZOWT

ARBEM & U THHRERE (28 Ao T 2 &b, Uikl 2w
UNCEf TE Diisk THOLMEND D, TDO LT, KFI OGN @Y BFE 220 -
E L. AFIOBREIC XD BEEZREWEMNZIBL LIZERICRIGT 2 2 &g elow, LI
DO~@DFT N T AT HEIZBWTHHAT 2 XETH D,

O MEFRITHOWVT

@1 Tid (1) ~ B) ONWTHNIEYT Dk ThHDH Z &,

(1) EATHRENIEET 203 A LS R (BN RS A2 R HE LS IR L |
HE 23 A RS FEEE ML SRRE . HUBS AU HRIRBE 7R &) (R 28 4F 10 A 1 HFEA
427 ftig%)

(2) FrEkkrembe (AR 28 49 A 1 HEFS : 84 Jiigk)

(3) TETIRAFNFEE T 2 03 A2 FEEEFT (DS AR REERRERPL, 25 A2 iais
W19, 23 ARSI EEHEE R 72 &)

(4) I RACFERRIERE 23R E L, SR FRIEINE 1 XIS FHEINE 2 Otk FEvE
(AR DI 21T > T Dfiax (R 27 47 A 1 AR - 2538 fiak

(5) PUHEMEREEFINL T &N O % UEI AR D B AT > TV D lisk CER% 27 4E 7
H 1 HEEA 1284 Jiti g%

O-2 HHAKR T2 U X JE AL E R ORIVE R BLRE O %S 50 7 Jnidk & 1%
Bra FEOERT (FROWTICES T DIERM) 25, YiZ2BER OAANCEE 4 5 1BED
EEAEE L TRHEINTND T &y

#

o [EAMRFTFISZ 2 FEOYTIIHE 244 T L7221 5 4R LL R D23 ATEIR DERIRMHE 21T
STNDHZ L, 9B, 24U R, BAFEWIFRIEL £ & UTBIRIES 5 OMHE 217
/)-’Cl/\é:&o

o [EHIthIFEEH 2 EDOPHIHME 2 T L7212 I 44ELL EORRRRERZH L T\ D Z
Lo 9 b, 3ELL EIT. S M AR ENENRE O )N A SR RS &S e R IR iR O WHE &
{ToTWVWBHZ &,

@ BADERMLFREHOEHIZONT

PRI IE R BT T 5 L S A S, BERAEN D OFRE D, Ao - &
EMEIEE R OB IR CERSE R 2R, AEEFS0NRE LGS 0o®RE
EH . SRHECMITITON DN S TND 2k,




® BHER~DORRZDWT
Q-1 fEFk Al B3 5 2

R MERR B O B R BIERA S A LIZBRIC, 24 BERR2IRIAHIO T, Mi%haas X
EEE R (23T, BB L7 BIERNCS U CABRE E L O CT O EIEH ORI 24
ERRAEOR RIS Y AFIE O, EHITRISATREZRARI N E > Tnd Z &,

@-2 BERUEFHEIC L 2FEFEELMSICETLEH

AR D 2 MR G L OB e 2 AT 2 EREFEEDNEERT=2 1 7
EEDTHERDOA T ) —= T HATOERE L IE#ME LA TE DT — LERIRH 2
SN TWDZ &, B, iAW T, DABE L ZDOFBFEICHSIZAmENT
WnHZ &,

@-3 BHER DZBrxIRIZE LT

RIVER (RIEMEMZE BN 2, EAERBEAE, DR, k., BT
HEO TR, 1AERIE, TTHREMEE . FORIRERBRR S pRIRREE . BREE (BN
PRADE MEVEBR 2 te) . RIS, Mk, EEOKLERE, flRkieZERSE, infusion
reaction, S ML/ IR PESEBERS (ITP) , & DS i, MR R, Ol

CLEARED « BRIK - DEVEISMGHESS) . m IS 1Sk U<, Yakhnak XUk
BB OB A A3 5 ER & EEE U (RIEH OZEox N IcB L THRE R OSSR %
ZTONHEMEICHDHZ L), EHHICHEERAEN TE HEGHRESTND Z &,

|

X

ARAE . KN

=t

)
RN

5 =
B X

>



5

. BEXRE B BE
[Z2 4P BE4 % H1H]

O TRICHEYT 5 BECOVTHAROEEIERE ShTVWS L b, #5517

F oA ARG
o REIDFITTR ULIEBUE OBEERED & 5 B

@ BRATOFHIIZ BT RRICEE Y T 2 BE IOV TE KA O GIHERE S e

N, HOTEFGEIIE DN R NGEICIRY | EHEICKRZENT 22 2BETE D,

o MEMMZEEOAIUIEDH 5 BH

o TR AR A CRRVE S 2 58 6D B B K ONE BN 0 T i T i 2 <0 J Y il 2%
EORIZRIEMEZEAL N A BN D BE

o HORBEEBOEDE UTEBMERF L <IXHRMEO B el EBOBERED
oD HBE

»  ECOG Performance Status 3-4 " o 4

(G5B 5 F1H]

O BFEEMBMRBEMHE T LY %o~ 71U T AR O F3 UL R

DOEIAHR D F U ANBEEE B W TAFOFRMEN RIS TV D,

@ TREICEENE T 2 BE ST 2 AR O G K OME A ITIECOW T AFIOAZPED

MESLSNTRELY, AAOHREGEHR LRG0,
o AEFRIERIGRO B,
o fhOHUEMEELA & OB,

(D) ECOG o Performance Status (PS)

Score TR
0 | &<MERIEHTX 5, Bhai& AU & AETESHIRA TR 5,
1 AARIICEL LUEENTHIR S D08, BITATHE T, BIEESE > TOERIITH 2N TE S,
B BDE R, FHBIEE
2 BTRAMRETH D OH DEY O Z L 13T X CTREEZSMEEIT TE 7220, HH D 50%LL EiZ~Xy RAACIF,
3 [RONTZESOHDEY O L LTERN, HHOB0%LL EE Xy K7 Ccild =4,
4 ELET RV, BOOHDOEY O Z L34 TERY, BRIy K+ TiRId,

9




6. EIEL THEITREHEH

O WACEFIIN ., REREER B TRAET D GRS 1T D & AH O Frie M ONiE 1EA#
O DIZ LB R ERE +IZBE L ThBEERT 52 &,

@ 1REBRLAIZIENI D BE UL OFIEICHINER OfERMEZ ot L, [E x4
ThobETLHZ &,

@ ERBEHO~RT AL MZDONT

WEMEMIREN D 5o b Z e NH D DT, KFOFGIZH = - Tid, BFIE
M (PRI R, nmk, FEENVE) DORERR K O X #lirds O F i, Blgtx 1+
AT 2k, Fio, BEIRUTHES CT, MiF~— —%Diia £ 2
ek,

AFKN OB EIZEE D infusion reaction |24 2 TEARFICH xS D T % Ut
i aAT -7 L CTRRMRT 5 2 & £72.2 B B LA O AHA# 5-RF 12 infusion reaction
NHHLDLILDZ EbdHDDT, REGHROARRBGKTHIT AL A
CERET 5%, BEOWREBE+2ICBIET 5 2 &, 7235, infusion reaction &
FEHL L2 HA 12, 2 TOMEE R OER D 5ERICEIE T 5 £ THRE 2 +0#l4
THZ L,

ORI RERE E N & Do D Z L 3% 2 DT, ARAID B 5-BAk T & O 53R
HIE IR FUR e se R A (TSH. J0#fE T3, JEHE T4 SO llE) 2FEd 5
ek,

AR OFHIZ XY | BE ORISR T 5 L& 2 S DIk~ I B e
NHLDLNDZENDHD, BENIRBDLNTHAITIE, B LZFRIIE U
BLFR A 72 N5k & 1R 5R & RO R Al & s U C bl 22 R W 2 1TV SRR Ok
BOGIZ X2 BEWER R B DN 258121, AFIOWRIE ST I, K OFEIE RE A
NEHOBRGEEZBETDHZ L, 2B, BBRERLVEOREGIZLYETE
R OYGEERFRD IR WIGEITIL, B BB AR VE - LUSN O sz filF o8 0
bLEET DL,

B A& T, BOEM 5D ARGE L COLRIERANRET D 2B 5720,
AR OBEHETHRIZBRWEHORBBUCH2ITHEET D 2 &,

1RUBEPRI (BE 1 BUBEIRIG 2 & te) b Hbiv, BERFES 7 ¥ R—v &
CEDZLBHHOT, N, Hol, MM ORER O FEEC M E O _EF-(Z 1
EET D&, LABEREN DN SGEICTEEERIEL, AR ) #l
RO 5FDOWE2LEZ1TH Z L,

@ AHFNOEEFRRBRICBWNT, FERRBS 6 7 HUNIL 8 B Z Lz, FHLIRRIL,
BeEBRIED S VAEME CIX 128 L ICHEMMO M AZIT> T2 25 E (I,
AR G-I TERRICE R CHROMREITH Z &,
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