Bl 4

HEERHEETA N1~
T ans V=7 (BIEFHEEEZ)
BR7E4 : A I 7 4 UV REBEHE120mg, 1 I 7 4 vV EHBHE 500 mg)

~ BB ~

4412 8 (5f 74 3 A%ET)
JBAFEE
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1. IZFC®IC P2
2. AANOFE. (FRET P4
3. BRI P5
4, JEEklZOWT P8
5. &GRSR LM DEE P10
6. WHIZEEL THETNEHH P11



1. ITC®IZ

S DOF N - REMEOHEROTZDITIE, A SCEFEICE D Wl 226 23R
BId, LI, IHFEORFEREIFOEARAC LY | FUREIS 72 & OFH0 72 8T BLVE %
JPESEMPARBENDH T, 2D DEEKGZEIZNERBFIRMET 25 2 L AR
AR L 725 TRV R MBOEE & S B S $1 2016 (k% 28 42 6 H 2 H HEERE)
IZBWTH, EFMERLEOFAORBELHEEZXD Z L L& TnD,

BOREABTESR G, EEERSCR 2T 1 7 7 A VBBEF O ESK T & B 5 i i
BHZENBDD, DD, AIMERONZEMEIZET HERDHERT 5 E TORM,
UHEERLOREZRZIT D 2 ENWFINBEICH L THERT 2 L &I, BIE
DB LB EE 23t e & D 2 L AR 72— O BF % ji 7o 3 Rk R <
THZEDREETHD,

L7l T, KAA RTA Tl FAEEBELZNE TILBE LN TV DEFIETFH) -
BHR RN EE-S & | LUT D ESE S O feiii 72 5 A HEtE 3 2 8LA 0 b B Bk B2
HROREEFEHE T,

B ARITA RT A 0%, MSATBOE NEF RIS, AETEN B AR
BRI 7o . — A EE N B ARBRIR NEHE S K O— A SN B ARIFIBEA R 2
WA Db EAER LT,

MR EMRDEI + A 7 4 PV RIEFHE 120 mg, A X 7 4 > YR FHE 500 mg
(%4 T a2 L~T7 (Bl z))

R LR BREIE - TR BIBR R RE /2 R IE e

HEERDMERVORE : 7 Ly Z VBRI A7 T F o L DI W T, @,
FRANICIET 2 v v~ 7 GEIGFHf ) & LT, 3 BEMERT,
1 [8] 1,500 mg % 60 3 RILL b2 CEEET 5, 3 BREMET
DY IR LSS, T a0~ Biarfiz) LT, 1
[l 1,500 mg % 4 FAF R T 60 2rHILL 2T CTRIEHEET 5, 72
72 L. RE 30kg LL FOEGE D 1 B 551X 20mg/kg ((KEH) &
T 5,

Bl R E ¥ E T AT ERAMASH

(%)

AT A B R ORE IR HER O &

R SU3SNR - MRIE RS

FER O & ., BRAIZEZ A2 e & LTI E 1,000 mg/m? % 30 432> CAaii

FE L., B 1 EHRG 23 EERE L, 4 B IKRET D, ZhEela—X

ELTHEGZB IS, 7ok, BEOREICEVEERHET 5,




VAT T T U OBEEITE,. HIEROHE

DI A ES E SRR

AR O & IGERICIZ, 7 Ay ¥ BV & OO RIE S LT TEEZ®RIRT 5,
1k : VAT T7F L LT 25mgm? (RREFE) % 60 5300 CTAiifiEsE

L., A1E&G%2BEKL, 3B ITKETS, 2had 17— L

TGz IRY,
¥, HEOKREFEITEFEOWREIC K EERET D,

i R ERBRIC BT 2 KA o vk - & 13, BRRAGE) OIE P5~) W

0 )

!



2. RO, EREEF

A 7 4 Y RTEENE 120 mg X ONELEEETE 500 mg (—#4 0 7 2 v~ T (B
fmf#Hz) . LA, [AAl ) 1%, & F programmed cell death ligand 1 (PD-L1) (&%t
THEIn 7Y v Gle (IgGlk) 727 7 A0 MiE ) 7 a—F ik Th 5,

CD274 (PD-L1) %, AERNICIE W THURERMIEIZHBELL T, &L Y
VoRER (TR, BMIRL N F = 7405 7 —T ML) 1238817 % CD279 (PD-1) X
TN CD80 (B7-1) & i L Sl s 2 Bl 5 & B 2 54Ty 2 (Annu Rev Immunol
2008; 26: 677-704, Blood 2010; 116: 1291-8) , F7=. PD-L1 /%, flix OEEMIEIC %
HFLTW5SZ & (NatMed2002; 8: 793-800, J Immunol 2003; 170: 1257-66) 23 & 41T
Y. PD-L1 & PD-1 Z 1 L7-#RBEIR, MEEFHING S HURRF A0 72 T M & O BB % %
[T DHEFD—2 L LTEZ LN TS,

AHNL, PD-L1 OFfRsMERICHES L, PD-L1 & PD-1 OfEA & ET 2 2 L %iIC
D BATURFERA e T AR O MR EIETE 2 98 L, EE OB 2 Hl+ 5 L5 25
nTW5,

AFNOVERBEFIZ D BEORIERISIZ L DRIEME R & b b, BEXIIETIZ
ELHARMENRD D, AFOKGH R OREG%IZIT, BEOBIEEEZ 7512470, BE A5
D BT E T, FEBL L T2 BTG U7 S M 22 Jak & i8R 2 R R AN & s L Ol
DIZ2 BRI 22 ATV I DS RUGIC & D EWE S8 2561213, I BB RV
RO GFEDWY) IR ALE 24T 9 MR D D,



3. BB
1B BIBRASHE 72 RHIE 8 O KGR IR IZ R Al 24T o 72 B2 R R 5B 0 plhs 2 o9,

[ 5hE]

[E B[R S M AHRER  (TOPAZ-1 #5k)

AR O 72 B YIBR AR RE 22 IHE #E B 5™ (WHO/ECOG Performance Status 0 X |
1) 68561 (KHFIL 7Ly B e thigth+ 277 F 0 [AFIGERARE 341 6], 77 &R
ET LB R+ AT T F o D HEEE 344 511]) (RN 78 Bl [AAIGFHIEE 37
B, PRERE 41 ] 2 5Te) 2RI, KAl FLAVFEUEBER N AT T F o %
OFREEE L Te 58 OB M R OV M2 fEt L7122,

HFRIEAT OFE R, EERFHMEER Th 224 (BLF, ToS)) (Ffl [95%(54E
X)) (424 DA <2 ) 1X, AFPFHBET 12.8 [11.1~14.0] B H ., <tHHEET 11.5
[10.1~12.5] ZHATH Y . AAIGFHBEIR B LTS PRIICA BRRIER 2R LT
(NY— R [95%(E 18X ] : 0.80 [0.66~0.97], p=0.021 [J&%! log-rank & . A HE K
$e (WD 0.03], 202148 H 11 BT —X b > b4 7)),

1 IREEIRAMT ORI AT, 6 7 A MARE L %ICHER L BERRE Shiz, £7, ik
L0 U A BN ORI IE M T OB, T 6 7 A E LI %ICHER L
THREDRRZRE SN,

*2:3 @ ME 1 A7 e LT, AF 1,500 mg X7 T EREE 1 BHIC, VA X EUHERE
1,000 mg/m? & AT T F 25 mgm? &5 1, 8 HAIZHEK S 1 7 5%, AHFI1,500 mg X
117 T R & BT 4 R TR S L,

OSHR{E(R) [95%Cl]

ol - KHEIHEE 12.8[11.1~14.0]
0.8 - XIEREY 11.5[10.1~12.5]
£ 574 INF—REE(95%CI)  0.80[0.66~0.97]
£ 06
{7 0.5
gu 0.4
~ 037
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
BIEAZIFITHSOEIRE(B)
at risk#%
AEVGHEEE 341 309 268 208 135 79 49 24 9 1
pug:ictics 344 317 261 183 125 65 29 10 4 0

X1 OS ® Kaplan-Meier Bh##



[Ze21E]

[E BRI RSB IIFEFER  (TOPAZ-175%)

B EFZIIAAIOEE336/338651] (99.4%) K OKTHEHE338/342051 (98.8%) IZ7BH Hi
oo WTNDDOIRBRIK L ORREBEARN B E CTE WV EERS (FER) X, Thth
315/338%1 (93.2%) K U310/34261] (90.6%) (Z#BD HiL, £ D 9 BLIELH (Grade5) 1,
ZNEN2/338%1 (0.6%) KUN/34261 (0.3%) THolz, WTINDOFGEETHRIEREN

5% EORWERIZTTRO LB ThoTz,

Rl DTN LOREH TREARNS%ULDRIER (REMMITHRER) (TOPAZ-1FAR)

ZERIREE | HEATE BiE (%)
(MedDRA/J ver 24.0) AFIGEHEE (338 #i)) xTHEHE (342 fi)
4= Grade | Grade 3/4 Grade 5 4 Grade Grade 3/4 Grade 5

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

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

Uit R 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

FORIRBERE I 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 %7 AE 24 (7.1) 5(1.5) 0 15 (4.4) 1(0.3) 0
PR REE

A4S 20 (5.9) 0 0 16 (4.7) 0 0
B IR

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

A 37 (10.9) 3(0.9) 0 44 (12.9) 5(1.5) 0

(B4 34 (10.1) 0 0 33 (9.6) 0 0

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

A% 17 (5.0) 0 0 15 (4.4) 0 0
BB L OV PR RRRE

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

O FEIE 23 (6.8) 0 0 16 (4.7) 0 0
—i% - EHEER LU S ORE

57 74 (21.9) 9 (2.7) 0 74 (21.6) 8(2.3) 0

blipaEna 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
FRR IR A

U P ER B 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 Bk Es 34 (10.1) 14 (4.1) 0 45 (13.2) 20 (5.8) 0

TI7=vT ) TR 17 (5.0) 4(12) 0 18 (5.3) 1(0.3) 0

7 =7 —E8hn

M2 V7 F = HN 8(2.4) 0 0 26 (7.6) 1(0.3) 0

ek, AFGERBEHZIWN T, FIEMEMRE 4 61 (1.2%), HEO TR 1H1 (0.3%), T
P - BAEPERRE 2% 21 6] (6.2%) . HUIRBREEREMR TIE 23 641 (6.8%) . HHRER

PEREFR &




BERETUHENE 7 15 (2.1%) . BIIEFEAERREE 4 1 (1.2%). 1 BUBEIRIE 1451 (0.3%) . infusion
reaction 3 1 (0.9%) . FEEFEE (T « NLU—JEEREAZST) 14 (0.3%). S 2 4
(0.6%) DFBH LT, £z, Kk, BREE (WEMERE) . K - BT RAE .
O 2%, BEAERL M E, T EEMASEEREREE . MO, FE O R REE | REEMALT TP ERIE |
TEALAE 22 L. B M OVo e M i/ IS D PR SR BRI 1338 0 B iv7e v o 72, AREIWER S EL

WL IB SRR 2 5 R R LT,



4. FERIZOWVT
IS Y A 7 EHEEE (RMP) (23D & ARHKI O B3 G 22 RTS8~ B ) (4
75%67}& X Thho T, RAIOFEGE WY BHZZW - FrE L, RAIOFTEGIC LD EHEE
RREWER 2Bl LT BRICRHS T2 2 E N ER =D LT OO~@ DT & 72 7 i
RIZBWTHEHT 2RETH D,

@ HEFRITOWVT

D-1 Fied (1) ~ (5) OWTNNITEYT D ThbH Z &,

(1) BAEFBREDTET 20 V2 REEENL RS (BRE A RS A2 HLSIR L
g A3 A2 B EEIL AR T, HUIEDS ARSI BT AR &)

(2) FrEMRERPL

(3) EBENFIRAFNFEE T 2 0 i EEERPbE (D3 ARSI E DL, 7S A2
W IIEBE, 8 s HERE R R )

@) IR b FRIEEZRE L, SRIES L FRIEZ R 1, SORIEE L RIEZIRE 2

SIS KNG LR IERS R 3 OHtisk FEIT/R D | 21T > T 4 Jitiak
(5) PrEEMEREEEAL & BRI OfEa% FAEI LR 2 | 21T - TV D Jifiak

-2 NEE¥E O b2 K OBIE AR B O XIS+ 7e k05 & B 2 Re D[Rl (R
DWTINCEEHE T HERM) 23, YR OARANCRET 21RO ETE & L ThE S
NTNW5Z L,
#*

- ERIG RS 2 FEOMMIHEZE T L72R&IC 5 UL EONR ATRR D EERIHE %2
ToTWDHZ &, 9B, 24D R, BAEWREE L LRSS OWHE 217
STWNWHTZ &,

- ERRETFEUS% 2 FOMMIHEZE T L7-1&I1C 4 FLLEOBKRREREZ A L T\ 5
ol 9B, 3ED T, NEERE DO AW S T DS ATRIE D EEIRIHE 21T > T
WonHZ kb,

@ BENOEFKHEREROEHIZOWNT

EEGERERICIEE T 2 TE PR E S, REEEENS OFRE D, ﬁxﬁi @7
VSRR O FER R ONERE 0T 2 I iRt A EFRNRAE LGS oW
HEH. FEDRHSHIATONDIEHINE S TNDH T &,

® BHWER~DRIHIZOUVNT
@-1 fEgkAHIzBE 4 5 B4

F‘ﬁ’f’fﬁﬂﬁr BEOEBEZBEWEMANIA LIBRIC, 24 REMZEIEHIO T, Yi%iisk X
[T X3 T d b S 1AM %’uéfﬂw:”lffﬁﬁﬁ (2 U CABREHE KON CT 20 IEH ORI &
E?‘m@@rﬁ%%z)é HHIZE G, B BICRISATRE AR 3 - T D Z &y



@-2 ERMEFE L DAEERMNCICETL2EMS

DN AR B 2 ik B OB RE A2 9 D IR HE DNEER =X U v 7
EEOIERDOAY V—= T E2ITOERE & HREZ LA TE 57 — ARG
SN TWbZ L, k. BHEKEICOWT, DABRE L ZFOFBICHFSICEmENT
WhHZ L,

@-3 BHER OB ICBI LT

RIWER (FEMEMZRE, HREREE - TR - MR 2k, N WS (FR IR EE
[, RIEHERERE TS, T ERAPEEEREE) . BfEE | infusion reaction, KM - HLEED T F,
1 BUOBE IR . Ak - BRSUHRLARIAE, (O de. EAEMEESE, RIS, St i M
PESEBES . Mg, EEDOREREE, MREE (X7 - Nv—EERL S ). bFFE
IEOF R OFEEE AT FRERIBUDE . THALE 22 4L, BER . JRIFEREESE) 1Tk LT, YMakhiiax
ST B ER O B P 2 A 5 [EAD & U (RIHWER OZWrox s IR L THRE &
OXEEZITONDIEMICH D Z &), EHITEUIRAENTE DIRHNE S TnDH Z
&



5. BEXHB LR HRE

[G2hiEicBE 3 % S5 1H]

O ALFREIEREO 22 R YIBRARE R ILE M BE IR W T ARAL 7 Ay ¥ vk
KRV ATZF o L OfFRBEGOEIENRENTND,

@ TREICEEY T D AREN O OMEH IR DWW T, RAIOF IS S TE
BT ARANDOEGG L 72 B0,
o OTAAIDOAHNEN RSN TV ML OHFUEMEIREA] & O0F %5
o IR L

[“Zz 4l BE 3 % FH]

O TRICEYTLIEEFICOWVWTIARFORGENERE SN TNWDL 2 b, &5 E21T
DN by
. ARFN DRIk LIdBUE DBEERE D & 5 B

@ WBREATOFHHIZIB W TTREICEZ S T 2 BEIZOWTE, AR O GITHERE S vpn
P, MOIEFEEIRE D RN EICIRY | HEICAFZER T L 2BETE D,

. R MENGZE . (B RIIE R 2 & de) Do 5 EE XTZ OBIERO & 5 B4
o G A CRHVE S 2580 D BB K OV 98 55 D il (S JAEMEZE AL 23 2

Lo BE
. H R B DA I TR MR a3 L <IEEFEMEO A SRR BOBERED
oo HAE

. WHO Performance Status 2-4 %Y o 3

(1) WHO o Performance Status (PS)

Grade

0 Fo L MR GBI TE 5, SREOMH AL L9, FaTE [ U R AL HIRZ <ATZ 5,

1 PRSI LUEBNERIR S D23, BATARE T, BARNECAEITAT O J LN TE %, SREE T E s
V— RO LRUCSHEREDTE2BELEEND,

2 BATARET, ANOHEOELY OZ LITA&THREEN, EEIXTE 2\, HFO 50%LL FIZ~Xy FAATIE T,

RONTCEISOHDEDY DI L LMTERY, HPD S0%AEES Y R TiRId,

4 FoLKETRY, BODHEDOEDLY DI LITE-72L TERY, BRIy RO+ TEI7,

10




6. BEICELTHEETREXEIE

O WA CES IO, JERTEEE NIREET 2 B RHE 2 IS & ARK O e K O 1
RO DB R ERE I HME L TR+ 2 L,

@ IBEBMBIZHESL D, BE UIF OFBEICA IR a2 +3H L, FE 525
TG THZ L,

@ FREWEHADO~X Y AL MZHOWNWT

B MEE R (TR & te) 3 Hbd Z ENH 5D T, WIHER
CEEIAU, DROR RS k. FEENE) ORI O XA 0 s . Bl
PHSCATO 2k, Fo. MBS UTHECT, Iy~ — 7 —% 0O ME % i
TAHZ L,

infusion reaction3® o5 Z ERH Y | 2081 B LR O AAFFE 5-REIZ 5 infusion
reaction23d H D Z L3 H DT, REIE G ICITERIBH ORIEEZ 71
BE9 5 2 &, infusion reaction 23388 LT AITE Y R LB 21T D & L BT,
JER N EE T 2 £ TREORELZ H0ICHERT L2 L,

HUIR IR REIR | B RRREME = R O F BAEREEREEN H DD 2 ENH DD
T AHIBE G- BARRT K& O G- I T e IS N oy s RERR A (TSH., 17T 3,
BT, ACTH, i =/vF Y —VEDRIE) 21TV, BE OREZ +571C8]
BT DHZ L, Flo, BEIDSCTHBREFOFEmGEET 5 L,

AFNOBHIC X0 | WEORIEICTER T 2 &5 2 bk~ 7R BN e
DoHOLOLNDZ ENRDH D, BlELEHmITITV, BENFEO bNTGEITIE.
JE DGR L HEWER O%BLEZBE L, @URENZW 21T 2 &, BE
DEIERISIZ L D EWERAR DN 255121, AR OG- OKREE, Hik LA
ERERNVE HIORGELZERT D L,

B G T % BORRKI OB H#6E L T bREWERPR RIS 2 Z L0 H 5720,
AFN DA T RIS G BIWEH ORI H3ITHEET D,

AST (GOT) . ALT (GPT) . y-GTP, B UL E VD {2 ££ 5 FFFeERE
9. MALPERRAE RN S Hboivd Z &3 D DT, AFNEG-BRGHT K O 58
M EMAIC S RER A 21TV, B OREZ +0I2BlIg8T 5 Z &,

RIVETFREMER R, REREBEREOEREENLODND Z ENH LD T, KA
PGB AR K O G- T E BRI B RE R A 24TV A OIREE 531
BETDHZ L,

VRBERIN DS & B odv, BERWET TV R=V ACELZERHDLDT, H
e, ELD, RIS DORER O FEE M E O BRI H0EET 5 2 &, VRBERIN
WEEDNIZGEIZE, A A B2 B 53 5% OB RLEZIT S Z &,

M E O

Ho|

@ TOPAZ-1ZERIZI T, B EERMED & 24 13638 /5. F LIS E s B 2D
P AT o TV Z & BB, ARG I EHIRIC ES R TR R OMER AT

11
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