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1. IXC®IT

S DA N « ZAMEOMEMR DT OITIE, IR SCEFITEE D W@ B2 ] 255k 6
Hbid, 62, EFEOREHFOMESRZ LY | FUREIES e & OHF0 7o B 1E %
FFEFEMPKRINLH T, 206 DERGZ FICHERBFEIRIT 5 2 L BB
M & 72 o TR Y R BOEE & YR o AT $E 2016 (AL 28 4F 6 H 2 H MIREIRE)
IZRBWTYH, EHNERNEOHHORE(LHEZXS Z &L ShTnd,

BrEE BT ER G, EEERT a7 v 7 7 A VDBEAF DR & B 6 i
RHZENDD, DD, AMEROZEMEIIET 2 1EWMA+0&ERET 5 £ TOR.
YHEEGLORELRZIT L2 ENIFRFSNLEEITH LU TEHT L & L b, BUE
RRFEBL L 7o BRIC B 2t i & & D 2 & DS ATRR e — 18 D B A T 7= 3 R S B CfE
THZENREETH D,

L7ziio T, KA FTA4 Tk, BARBEESC ZNE TITHE LN TV S EFHESR -
BRI EES & . LUT O ES S O i 72 0 A HEME T D B8R b B Bk & %
TR O EFERERT,

B, KA BT A %, WSATEIE NERE G EREIR O, ARAMEANRA
BRI . —MRAERTEE N B ARERIR NRHE S M OVt FE N B AR ARRES ML 2 o
WIob EERR LT,

KGR ERDERM A X7 4 UV RREHE 120 mg, A X 7 o &P AR EHTE 500 mg
(—Wx4 : T a2\ ~T GEEHEEZ))

KB E R DREIHE - TR BIBR R RE /2 R IE e

RHEERDREROHE : 7L 2 EAREBER O AT 7 F & OB W T, .
FRANICIET 2 v~ 7 GEIGFHf %) & LT, 3 BEMERT,
1 [8] 1,500 mg % 60 43 MILL s CAEEEST 5, 3 BREMET
DY IR LEE%, T a0~ Barfaz) LT, 1
[E] 1,500 mg # 4 3 MR T 60 43 LL BT CTREEHET 2, 72
72 L. RE 30kg LL FOEGE D 1 B 551X 20mg/kg ((KHE) &
T 5,

R E ¥ E T AT ERABASH

(%)

T B B OB IR, BRI &

ZhRe SIS R - MBS

FER O & ., RN v Z e & LTI E 1,000 mg/m?® % 30 43727 i

FE L, B 1EHRGZ23EERE L, 4 B IKRET D, ZhEela—X

ELTHEGEB T, 7ok, BEOREICEVEEHET 5,




VAT T T U OBEEITE,. HIEROHE

I A ES E SRR

AR O & IGERIZI, 7 Ay ¥ B & OO RIE S LT TEEZ®RIRT 5,
{5 A7 T F & LT 25mgm? (RFREE) % 60 430 CRifsE

L. #1522 EE L, 3EEIIRETS, e 17— bL

TGz IRY,
¥, NEOREFEITEFEOWREIC K EERET D,

BRARRERIZ 3 1T DS A O L - &L 13, BRG] ©OIH P5S~) M

i )

!



2. AR OR&, EREF

A X7 4 Y R 120 mg & ONRLETEEE 500 mg (— %4 - T a2 b= T (E
fnf#Hz) . AT, [AAl ) 1%, & b programmed cell death ligand 1 (PD-L1) (&%t
THHEI 7Y Gl (IgGlk) V727 7 ADe Mt ) 7 a—F LA TH 5,
CD274 (PD-L1) %, AERNICH W THURIERMIEIZHBELL T Y, &L Y
VoRER (TR, BMIRL N F = 7 0% 7 —T fifln) 21238817 % CD279 (PD-1) K&
UNCD80 (B7-1) & e L, B 2 AICHIET 5 & & 2 54T % (Annu Rev Immuno
2008; 26: 677-704, Blood 2010; 116: 1291-8) , F7=. PD-L1 (%, flix OEEMIEIC %
HLTW5Z & (NatMed2002; 8: 793-800, J Immunol 2003; 170: 1257-66) 723 & 41T
F0 ., PD-L1 & PD-1 41 L7- iR 13. JEGTHII AN GUR R A0 72 T M & O M 8% %
RS 2HFDO—2 L LTEZLN TV,

AHL, PD-L1 OAIFRAMERICHES L, PD-L1 & PD-1 OfEA & HET 2 2 L%iIC
D BAGURRERAY 72 T AL O AR ETE PR 2 R L IS O & i35 & B2 6
nTW5,

AFN O 1S < BEE O RIERIGIC £ B RITERI %235 6 b, TSI
EDAEMNDN D D5, AR OFEGH R OERGRICIE, BFOBREEZ 0TV, BEDR
D BTG EITIE FEBL L 72 F RIS U7 B MR 22505k & B8R & FfO Rl & s L Col
YRR 2 ATV IEE ORIEISIC K DEWERIA BN 2 6 I121d, BIBEE AV
TR OEGHEOBYILINEZIT O LERD D,



3. BB
TR RN RE 22 N SE R O AR IR 3T 24T - 72 T A2 B AR AR BR O Rl i &2 97,

[F 0]

[E B[R S MAHFER  (TOPAZ-1 3UER)

(LR O 72 W B YIBR AR RE 22 IHE#E B 5™ (WHO/ECOG Performance Status 0 X |
1) 68561 (KRHFIE 7Ly X IGRE+ A7 T7F  [AFIGHHEE 341 3], 77 &R
ET NV E R+ AT T F o D HEEE 344 511]) (RN 78 Bl [AAIGFHHE 37
B, RTHREE 41 ] Z25de) 2RI, KAl T LAV F VBRI OV AT T F o %
OEREE L7258 OB M R OV a2 Gt L72"%

FRRIRAT OFE R, FEFMEEE CTh 5 24EFHM (BLT, T0S)) (i [95%(E 4
X)) (424 DA~ ) 1X, AFOFHBET 12.8 [11.1~14.0] B H ., <fHHEET 11.5
[10.1~12.5] A TH Y . AAIGFHBIR B LTS PRIICA BRRIER 2R LT
(NN — R [95%(E#EX ] : 0.80 [0.66~0.97], p=0.021 [J&H! log-rank I 7E. A &K
$e (WD 0.03], 202148 H11 BT —X b > b4 7)),

1 IR T DN EE L, 6 7 HBAERGE LI %ICER L BEN R E Shi-, £, ik
L0 U BN ORI IE M T OB 1T, T 6 0 A MA R L% IR L
THREDRRZRE SN,

3 0lME 1 A7 E LT, AF 1,500 mg iTFT7ERESE 1 BHIC, FAy ¥ EUERE
1,000 mg/m? & > AT F 2 25 mg/m? &% 1, 8 HBITHEK 8 I1 7 A5, A#| 1,500 mg X
117 T R & BT 4 BRI TS L,

OSHR{E(R) [95%Cl]

edl ~ KHIHEE 12.8[11.1~14.0]
0.8 - XIEREY 11.5[10.1~12.5]
£ g7- INF—REE(95%CI)  0.80[0.66~0.97]
£ 06-f
{7 0.5
gu 0.4 1
e 08
B 024
0.1
0.0+ T T T T T T T T T ]
0 3 6 9 12 15 18 21 24 27 30
BIEAZIFITHSOEREI(B)
at risk#%
AEIGEREE 341 309 268 208 135 79 49 24 9 1
pag:ictics 344 317 261 183 125 65 29 10 4 0

X1 OS ® Kaplan-Meier Bh#f



[Ze21E]

[E BRI RSB IFEGER  (TOPAZ-155%)

B EFZIIAAIOEE336/338651] (99.4%) K OKTHEHE338/342051] (98.8%) IZFBH Hi
oo WTNDDOIRBRIK L ORREBEARNEE CE WV aERS (FER) X, Thth
315/338%51 (93.2%) K Tr310/342451 (90.6%) IZFBD Hav, =D H HILL-H] (Grade 5) 14,
ZNEIN2/338%1 (0.6%) KUN/34261 (0.3%) THolz, WINOFKGEETHRIEN

5% EORIWERIZTTRO LB ThoTz,

Rl DTN LOREH TREARNS%ULEORIER (REMMITHRER) (TOPAZ-1FAKR)

IEBIRIE | BEARFE BiE (%)
(MedDRA/J ver 24.0) AFIGEHEE (338 #1) SHERE (342 B1)
4= Grade | Grade 3/4 Grade 5 4 Grade Grade 3/4 Grade 5

RIEH 315(93.2) | 211(62.4) 2 (0.6) 310 (90.6) | 221 (64.6) 1(0.3)
Mgk LY v SREE

2 134 (39.6) | 64 (18.9) 0 123 (36.0) | 64 (18.7) 0

i H BRI E 99 (29.3) | 65(19.2) 0 98 (28.7) | 69 (20.2) 0

i/ MR E 35(10.4) 12 (3.6) 0 40 (11.7) 18 (5.3) 0

P Bk E 19 (5.6) 7(2.1) 0 15 (4.4) 2 (0.6) 0
N 3 i B

FR IR AR T E 22 (6.5) 0 0 8 (2.3) 0 0
AR L Ok E

BN RIS 43 (12.7) 2 (0.6) 0 55 (16.1) 2(0.6) 0

K~ 7 % v AE 24 (7.1) 5(1.5) 0 15 (4.4) 1(0.3) 0
PR R E

WA S 20 (5.9) 0 0 16 (4.7) 0 0
BB

N 118 (34.9) 3(0.9) 0 103 (30.1) 3(0.9) 0

g - 37 (10.9) 3(0.9) 0 44 (12.9) 5(1.5) 0

EE 34 (10.1) 0 0 33 (9.6) 0 0

T 29 (8.6) 1(0.3) 0 25 (7.3) 2(0.6) 0

nN % 17 (5.0) 0 0 15 (4.4) 0 0
BB KOV AR ARRE

B 24 (7.1) 0 0 23 (6.7) 0 0

Jii B 24 (7.1) 1(0.3) 0 14 (4.1) 0 0

Z 5 FEE 23 (6.8) 0 0 16 (4.7) 0 0
—i% - BHEER LRSI ORE

W7 74 (21.9) 9 (2.7) 0 74 (21.6) 8(2.3) 0

) E 37 (10.9) 4(1.2) 0 37 (10.8) 7 (2.0) 0

FEEN 22 (6.5) 1(0.3) 0 16 (4.7) 1(0.3) 0
BRI A

It BRSO 89 (26.3) | 70(20.7) 0 104 (30.4) | 87(25.4) 0

RN 64 (18.9) 27 (8.0) 0 71 (20.8) 26 (7.6) 0

I 1 BREs 34 (10.1) 14 (4.1) 0 45 (13.2) 20 (5.8) 0

TI=vT ) TR 17 (5.0) 4(12) 0 18 (5.3) 1(0.3) 0

7 =7 —E8hn

Mo V7 F = HN 8 (2.4) 0 0 26 (7.6) 1(0.3) 0

ek, AFPERBEHZR T, FIEMEMRE 4 61 (1.2%), HEO TR 1H] (0.3%), T
P2 - BAEPERRE 2% 21 6] (6.2%) . HUIRBREEREIR TIE 23 641 (6.8%) . HHRR

PEREFR &




BERETUHESE 7 151 (2.1%) . BEIIEFEAERREE 4 1 (1.2%). 1 BUBEIRIE 1 4511 (0.3%) . infusion
reaction 3 1 (0.9%) . FEEFEE (T « NL—JEEREAZST) 14 (0.3%). S 2 4
(0.6%) B@BO LT, £lo, Kk, BREE (WEMBERE) . K - BT RAE .
O 2%, BEAERL M E . T EESEERERREE . MO, FE O R REE | FEEMALT TP ERIE
TEALAE 22 L. B M OV e M i/ NS D PR SR BRI 1338 0 B iv7e v o 72, AREIWER B

WOLXBIE RS 2 5 R R LT,



4. FERRIZOWNWT
IS Y A 7 EHEEE (RMP) (23D & ARHKI O B3 G 22 VRS B~ B ) (4
75%67}@ X Thho T, RAIOFEG WY BHZZW - FrE L, RAIOFTEGICT LY EHEE
SRWER 2Bl LT BRICRHS T2 2 E BN ERTZD LT OO~@ D~ T i 72 7 i
RIZBWTHEHT 2RETH D,

@ HEFITOWVT

O-1 FTELd (1) ~ (5) OWTNNICHEY T HMRTHDHZ &,

(1) BAEFBRENTET 20 V2 REOEENL RS GBRE A RS A2 LR
I A3 A2 B EEIL AR T, HUIEDS ARSI IR BT AR &)

(2) FrEMRERPL

(3) HBENFIRAFNFEE T 2 0 i REEERPE (D3 ARSI EWRPL. 23 A2
W IEBE, S ARz HERE R R )

@) IR b FRIEEZRE L, ARIES L FRIEZ R | XIS RIER bR B2 R
2 Ok SEHEITLR D B H 21T > TV D fiak

(5) PrEEMEREEE AL S BRI OfEa% FAEIZFR 2 | 21T > TV D Jifiak

-2 MH;ESE DAL 7 RE K OEIER TR O RS +57 7o ik & B 2 RO Efl (F&
DWTIPCEEE T HER) 23, U2 BB OARFNCET HIHEORME & L TRE S
NTWNW5HZ &,
<
- ERIGFFEUSE 2 FOYIMITHE ZE T L7212 5 FLLEO R TR DERRMHE %
IToTWAHZ &, 96, 28 RIT, BDAIEWFREEY 1L LUIZBRRIERONHE 21T
STWNWBHZ L,
- ERIGFFEUE% 2 FOPMPIHE ZE T L2122 4 FLL EORKRERE A L T\ D
Zl. 96, 3ELLRIE, NHIERE DD A FEWIRE 2 G L DS ATRIR D ERIRIHE 217> T
WnHZ &,

@ BrNOEEMEFEREEROMEH|IZONT

LG W BT T 2 R DS E S, B D OFHRE A, ﬁfﬁi £7S
IR OB P ONERISFE IR 2 G e it A FFRNEE LS E OWE
FH . FRESDITT DN L IEHINE > TN D Z &,

® BHWER~DRIHIZOVNT
@-1 MRz B4 2 EH

F‘ﬂ’f’fﬁ%r BEOEEZRBEWEMANIA LIBRIC, 24 REMZEIEHIO T, Yi%iisk X
(T X4 T 4 b S 1AM G %’uéfﬂw:“l{/ﬁﬁﬁ (Zhis U CABREHE KON CT 20 IEH ORI &
%fﬂﬂ@@ﬁ%z)é HHIZE G, B BICKISATRE AR 3 > T D Z &y



@-2 ERMEFE L 2AEERMNCICETLEMS

AR 2 B 2 ik B OB RE A2 T D IR HE N EER =X U v 7
EHEOIERDOAT V—= T E2ITOERE & HFREZ LA TE 55 — ARG
fiEShTnWbZ L, 2B, BiAHICOWT, RABRE EZDOFBEICHIITAMmENT
WhHZ L,

@-3 Bt ORZWr-LoxRITBEI LT

RIWER (FEMEMZEE, IHSREREE - TR - MR 2k, N WS (R EE
[, RIEHERERE TS, T ERAEEEIESE) . B fEE | infusion reaction, KM « LD T F,
1 BUOBE R . Ak - BRSUHRILARIAE, (O de. EMEMEESE, I, et i Miisid
PESEEES . Mg, EEDOEEE, MREE (X7 - Nv—EREREL S ) bFFE
EOFHRE OB L R ERBME . THIBE 2L, BERSE) 1Tk LT, Yikhsx X b=
PRI BI O FFIMEZ AT 5 Al & s LU (RIEH OZB-oRISIZEE L CTRER U REE %
ToNLEMICHD 2 L), EHITETRAE N TE RGN ESTND Z L,



5. BEXB LR DRE

[B2hPEicBE 3 % S5 1H]

O ALFHEIEREO 22 W REYIBRARE R ILEE BE IRV T AR, 7 Ay ¥ vk
KRV ATZF o L ONfFRBEGOEIMENRENTND,

@ TRLICEEY T D AREFN O G OME A I OW T, RAIOF IS S TE
BT AKANDOEGG L 72 B0,
o OTAFIDOAHINEN R SN TV ML OHFUEMEIREA] & OfF %5
o IR L

[“Zz 4kl B3 % FH]

O TRICEYTLIEEFIZOVWTIARFOERGENERE SN TNWD Z b, &5 E21T
Drpnz &,
. ARFN DRIk LidBUE DBEEE D & 5 BFE

@ IEFEETORHMEIZIB VT FRRICEE Y T 2 BEIZOW TR, AR OE G- T HERE S e v
N, MOTRFERIIE N e NGEIZIRY | HEICAREZERT 52 L 2BETE 5,
. VR VEGE . (RIS 2 ade) Db DA UTF OBERED & 5 B
o MO EG R A CTRIE R AR D A KON I 4 55 O Bl 12 RAEMEZE AL A3 7

s BE
. H R B OE I TR MR a3 L <IEFEFEMEO A SRR BOBERED
% 8AE

. WHO Performance Status 2-4 Y o 3

1) WHO @ Performance Status (PS)

Grade

0 F o MR GBI TE 5, SREOMHEZLE L9, FaTE [F U R FH AL HIRZ <ATZ 5,

1 PIARBCI LUEBNEHIR S D23, BATARE T, BARNECAEITAT O 2 e N TE %, SREE T T
V— R0 LRUCKHEREDTE2BELEEND,

2 BATARET, ADOHEOEDLY OZ LA THREEN, EEIXTE 2\, HEFO 50%LL FIZ~Xy RAATIE T,

RONTZHDOHZOEDLY O & LnTERY, HFO 50%LL &2~y Rk Cil 27,

4 FoLKET R, BODHDOEDLY DI LITE-72L TERY, BRIy RO+ TiEI7,

10




6. REIZBELTHEETNEEH

O BASCEFITM A, SOERTEEE RIS 2 BRI S S AR O R K& OVl IE
M DIZ DI LB E B 0 R L T T 52 &,

@ BERBHIBIZIENL D B I OFERITHDINER etz +odH L, RE 25
TS5 L,

@ FREWEHADOD~X Y AL MZHOWNWT

MR MERR B OdHitiER 2 &) B bbb Z E0nd D DT, YIHER
(B0 L. PRGN k., FEEVE) OfERR N OIS X sk o0 Fhass . Blsg
ZHSCATO 2 &, Fm. LIS UTHECT, Mg~ —h —S 0 4 £
THZ L,

infusion reaction3® s Z LR H V| 2[8] B LU O AAF B 5-FEZ E infusion
reaction23d H 5D Z L3 H DT, RAIE GRFITITERIBE ORIEEZ 71
BE9 5 Z L, infusion reaction 23388 LA ITE Y R LB 21T D & L BT,
FERNEE T 2 £ TREORELZ +0ICHERT L2 L,

RIS RERE S | R HRER T S OF T RIFRBEIE DN H DN D 2 3D DD
T AHI B G- BRAARI B OV G- SR RIS N I RERR A (TSH. 2HET3,
WEHETA, ACTH, ML=V T — SR ORIE) 170, BEOREZE +57128l
LI HI L, o, MBS THGREFOEMLEET 5 L,

AFNIOBHIZ XY | WEORIEISTER T 2 &5 2 bk~ 7R BN e
DoHOLLNDZ ENRDH D, BlELE 0TV, BENFEO bNTGEITIE.
JE DGR L A EWER O%BLZBE L, @URENZW 21T 2 &, B
DEFERISZ L D EWERAR DN 255121, AR OG- OKREE, Hik LA
ERERNVE HORGELZERT D L,

FGAET % BRI OB A6 L T bREWERN RIS 2 Z L0 H D720,
AFN DA T RIS G BIWEH ORI H3ITHEET D,

AST (GOT) . ALT (GPT) . y-GTP, B UL E VD 7 % ££ 5 FFFRERE
HF8. BALMERRE RS S oD Z &N H DT, KA G BIRH L O 5 H
X E IR RER A 21TV, B OREL + 0 ICBIRT 5 2 &,

RAVETREMER R, REREBEREOEEENLLDOND Z ENH LD T, KA
PGB AR K O G-I T E BRI B RE A 24TV B DR E 531
BT L,

VRBERIR DS & B odv, FEREET F TV R=V ACELZERHDLDT, H
e, B, g DOREIR O FEECMAEE O BRI H0EET 5 2 &, VRBERIN
WEEDNIZGEIZE, A A BH 2B 53 5 F OB RLEZIT ) Z &,

M E O

Ho|

@ TOPAZ-1ZERIZI T, B EERMED & 24 13638 /5. F UL I8 m I B 2D
P T o TV Z & BB, ARG I EHIRIC SR TR R OMER AT

11



Y

(Y

12



