KEEHEETA K4V
=R N~T (Blor#x)

(BR7E4 « A7V —ARFEFHE 20 mg, 7V —RRHFEHE 100 mg, 7P —
A REFE 240 mg)

~ Pl R R ~

YRR 2 944 A (ERL3 0451 1 HEkED)
B BE



B &

1. [T DI

2. AANOFE. (FRET

3. ERIRRUE

4. FFZIZOWT

5. H&EGXREMDEE

6. HHICEEL THET XX HIH

P2
P3
P4
P12
P14
P16



1. IILBIC

IS DOF N - ZEVEOMEROT-DIZIE, BT SCEF ISV B B AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFHN 72 5T B E R
FPEIMMPERINDH T, 2RO OERMNZ BICLERBF IS 5 2 & BB O
ML 0o TR Y REMBLEE & SO FART #2016 CERK 28 426 A 2 A B E)
IZBWTH, HEFMERGLEOHHAORELHEZXD Z L LS Tn5,

BRI ESR G, B EASC R 2T 1 7 7 A VDB O ESR G & B 5 ) B
BHZENDDH, DD, AIMERONZEMEIZET HERDHERT 5 E TORM,
MHEIMOBEZMLZIT 5 2 EnHIfF SN BT LTHERT 5 & & bic, BIfE
DL LT BRI B et % & D 2 L AR 72— 8 O BAF % fiii 7o 3 Ak R <6
THZENEETHD,

LTl o T, KA NI4Tl BARBBERES N E T/ LTV D EFIEFH -
FHFR RN FED & | LUN O SR 5 O fii 70 8 A HEdE 3 2 BLA b LB e B B 2
TR O EEHER~T,

I, BAA BT A %, MSIATBOE N EHRE G EFRERR G, AmAEEANBAR
BRI 7o . — AR ENE N B ARBRR NEHE S K O — AL FE N B ARWREG T2 O
T EAER LT,

RG L I HEIRSG, - A VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4TS
— AN R EE 240 mg (—fiX4% - =R~ T GEIBFH#LZ))

REERDMETNE - ARIRUIBRARRE TSR D B by

MBERDAERORE - BE, A=A r~T GBiaf#i %) & LT, 1[5 240mg
% 2 BRI C AT 5,
(L ZFEARTIRIR OIRIEUIBRA E XTSRS o Bl i 12k L C
AVY LvT (Barifz) EO0FHT 2581, 8%, A
F=AR~7 GEETH#Z) & LT, 18240 mg % 3 i
fRCA4EEREET 2, 20%, =AL~7 (BEEFHZ) &
LT, 1[a] 240 mg % 2 A [ RIks CAmErE+ 2,

B I 5B 3O /NP T RIS

(%)

A I B D Y — R A SR ERHEIE S0mg (— %L A Y A~ T (Ein i Z))

DIFRE TN R, HIER O H &

2h e XX 2h B ARIE YIRS RE USSR O B

ME K W &: =R~y (Bafifz) Loz, @, AL
) A~7 GEfaF##Ez) & LTI1IE 1 mgkg (KE) % 3 H#H
kR T 4 [ EET 5.




2. AHN DR, VERBF

7Y — R S 20 mg,  [FESTEERE 100 mg & OVR ST ERE 240 mg (—k4 - =
R~7 GBI Z) . LUF. TRAD X, DR TERASTE ALy 7 2
BTV AL e<w A Y —R 2747 (BMS) t1) 2388 L7= & k PD-1 (Programmed
cell death-1) (Zx4 2 b MMl 1gG4 €/ 7 v —FLHIKTH D,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T 2% 2
T IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U 7 K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v oSEROEMALIREE %
BIZHRET L TW5d, PD-1 U W NIFHURE SIS B b O 2 22 Gk T8 B
LTHY, BMERAMEEE) LU LB TS PD-L1 DOIEBLLIEDELF
HIM & OMICADHBEBFRN & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L7 EEMAHRIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AMIBIE, PURRRA CDS FHPE T Mo M E
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GHEIGEREIE T 5 Z EDRENTND, DI &2 H PD-1/PD-1 U 72 RERERIL, 23
AR TURRF A e T MM OWEBEEZ BT 5HFD—>oL LTEZX LT
Do

ARFNE, SRR OFE R 6 PD-1 O MEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T kDI
PEA K O AABIENE k9 2 MRS TG M 2 58 5~ 5 & & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC 20 55 b0 L MIfF S,
R R A xS & U BRI ERBR & TEhE L A ME R R OV D e S vz,

ARANDVEFIRERAC IS < M O Sy RIS & 5 BHEM %238 5 b, TE I
L AR B B, ARDBRG T RO GHITIT, BEOBLEE TV, BESR
D BTG AT, BB L2 HGUTIE U B 2 ik & B8 & FF o R Af & L Col
YRR AT\, B OIERIRIC X B RIER AL D HAICIE, B E R
L H O 55O YR IE 54T 5 LENR D B,



3. BB
RIBYIFRAHE XX ERFE M 0D BB fages D A GRIRE I Z R 2 1T - 72 5 72 B AR R D Bl &
NE IR

[H2hE]
DEFELF AR RER  (ONO-4538-03/CA209025 7kb#)

MEFAEREERZET 2HEMEEGEA (T3 T =7 A=F =T VI Tz=T,
INYR=T ) e E TR A A T D AT SO THER RS 0D 38 B A R R ol e AR
821 13l (HA N 63 il & Gde, AHIRE 410 5], =~V AARE 411 B ZxRIC, =
R AAERRE UCTAA] 3 mg/kg & 2 M CaiE Lz & & oa otk
BYEZ AT Lo, BEFHIEE CTh 524 (BLTF, ToS) ) (FRRfi [95% (58X
M1 ) 1%, AFIEET 25.00 [21.75~NE"] # H, = U AXRET 1955 [17.64~23.06]
TATHY | KANFT=Ra Y AR LFRHFIICE BRIER 2 LTz (N — R 0.73
[98.52%(E #E X [#] : 0.57~0.93] . p=0.0018 [J&}H! log-rank #&7E] . 20154F6 H 18 HF —
By NAT)

1.0
0.9-
0.8-
0.7 T

a 067 oy, ey,

17 0.5 9

= 0.4

0.3- e

—A— AHIE
oD IO L AE

0.2
0.1
X
0 3 6 9 12 15 18 21 24 27 30 33
at riskE ArFERE (B)

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

1 OS OHEfRMTE:D Kaplan-Meier Hifz




F7-. BARNIBSHER 63 i (ASHIEE 37 i, =~ U A ZHE 26 f5]) @ OS (FFufli [95%
EREXRE] ) 1%, AFIRET 27.37 [23.62~NE] 7 H, =X Y LA ZFETNE [NE~NE]

AH Tz (Y— R 1.50 [95%(EHEX[H : 0.49~4.54] ) .
* o HEEAEE (BUF, [RER)

1.0 =
0.9
0.8 4 . wen SEI YRR~ F 3T 1)
0.7 4

s 06 —A— FFIE
# 0.5+ e TN LA B

$

0.4
0.3
0.2
0.1
3 A R O PR L G L TR T B Sy
0 3 6 9 12 15 18 21 24 27 30

at risk2y A 7EHARE (B)

AAHBE 37 37 36 35 35 34 24 16 8 4 0
INXOULREE 26 26 24 24 24 24 20 15 9 3 0

2 BARANEFIZRITS 0S O EENED Kaplan-Meier B




QEFEIF S MFRE (ONO-4538-16/CA209214 7 5#)

(LERRIEARTREE™ OMELTHE U TSR O W T R A B e e s ;B 1,006 61 (H AR NGBS
R pEET, AYLAvT (EarHEz) 0 CUF, TR+ A B A=) 28
550 f5il, A=F =7 £ 546 f5l) G, A=F =T EXE LTARA+A Y AT D
AR Ve a2 G LTe, EERHMEEE TH % International Metastatic RCC Database
Consortium (LR, TIMDCJ ) VU 27 5346 @ Intermediate 2 O Poor U A7 OB (AHA
+A Y A~ TREA25 B, A=F =T HE 422 ) 1ZFTF D OS (FofiE [95%(FHE X ] )
X, AFI+A BV A~ 7FETNE [28.16~NE] 7 H, A=F =7 T 25.95 [22.08~NE]
BTHTHY ., AH+A BV A~ TRHUIA=F =7 RHIR LEHFIIICHE B RIER 27~ L
7= (ONH— Kk 0.63 [99.8%f 5 #EIX 1] : 0.44~0.89] | p<0.0001 [J&%!] log-rank #27E] . 2017
FEEHTHT =Xy vA7)

*1 ;A ST 2 R H L OIRREN 2 WBE, 72720, LUFOSAITYZIGEEBICE O,
SEABIBR FIRE 72 B [k LT 1 BRI UM MBIRE (7272 L. & N SRR -+
(LLF. VEGF) ) XiZ VEGF ZZREZFEN & LI-3EF 2 bR< ] AMETT S, AR it
BAEIFRIEO RGN D 6 7 B UL ERRIB%ZICTHER LicHEe
*2: Al 3mglkg (KHE) &4 BV A~<7 Imglkg ((KE) Z[FHIC 3 EEMRT 4 [BSREEE L 72%.
AHK 3 mglkg (RE) % 2 BRI CAREE Lz, JFRESRICBOTIE, A4EEPICEE
L., AV AT IEIARFOBRGHKRT S 30 oLl EOMREE BTG 2Bt LT,
*3: LLFOO~@®DWTHUT HZY L2ARWEAICIE Favorable U A7 1 X% 2 THH 2= H4 121X
Intermediate U 27 | 3XHHE LU LA 7= 335G 12I% Poor U 27 & STz,
ORI & 2 ST D ARRBRO IMEAFIR T £ T 1 4R, @Karnofsky — IR AE 8004,
@~E T\ B AEDEAEE FIRAT., @fERO D LT MED 10 mgldl B2 5. O4FHEREAN
FHAEME LR 2E 2 5, @f/IMEED LA LR A2 2 5

e h%.‘:'x
0.9 Tl
e
0.8 @, ——
£ 0.7 \_k
5
i TRy
g O° - \.phn‘_, o
o
-
3 0.5 kT -
-
£ 0.4
=
5; 0.3
o — AFE AV AR
0.2 ———— AT TR
ORTA §THIY
0.1
0.0
T T T T T T T T T
o 3 a o 12 15 18 21 24 27 30 33
Orvarall Sundeal (Momths)
AKHF+A ) AT 425 399 372 348 332 318 300 241 1e 44 2 [+}
A=F =T 422 87 352 315 288 253 225 179 89 34 3 [+}

X 3 OS D EfENTRED Kaplan-Meier B3
FENTRIE4EM : Intermediate TN Poor U R 7 BB

6



72k, EBEILFEHIHEFER (ONO-4538-16/CA209214 #AER) (23 C, IMDC Y 27
7FE7N Favorable U A 7 O B 13X F HAHMIHE H OfATHGHEEF & S ieho Tz, Ykt
BRIZHLA AL S 47 Favorable U A7 DFBE DT — X IZHS X RBMITIENT 21T - 72
R, AF+ A BV A TR L CA=F =T HTRFRERME LTS (T
B,

0.7

0.6

0.5

0.4

0.3

Probability of Overall Survival

0.2 — AF A LT

0.1 ORTA ; 1810

0.0

T —T T T T T T T T 1 T T T
0 3 6 9 12 15 18 21 24 27 30 33
Overall Survival (Months)

AH+A Y A~TRE125 124 1200 116 111 108 104 98 78 27 2 0

A=F =T 124 119 19 117 114 110 109 104 84 32 3 0

X 4 OS @ EfENTRFD Kaplan-Meier Bifg
RN 5 4EM « Favorable U 2 7



[Ze21E]
DOEFR L[ AR RER  (ONO-4538-03/CA209025785%)

A EFGIIAKIEE 397/406 5] (97.8%) . =2 U A AR 386/397 B (97.2%) 1272
DAL, TREREE & ORRBRAGE T E RWAFHGIIAAIRE 319/406 5] (78.6%) . =~
= U AR 349/397 i (87.9%) TR HALTZ, WAL DORETIBLERD 5%LL Lo gIE
HIZTTEROEBY ThoTz,

1 WTNLOFTHEEER 5% EORIER

BiEx (%)

i VAS =1
Rt A TR AR
" 406 1 397 5
(MedDRA) 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)
MER LY R kEE

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

FOPR IR FE REAR T iE 24 (5.9) 1(0.2) 0 2(0.5) 0 0
H ks

550 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% 8 (2.0) 0 0 117 (29.5) 17 (4.3) 0

Mg - 24 (5.9) 0 0 36 (9.1) 1(0.3) 0
—f% - REEER L OB GENORE

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

95 57 134 (33.0) 10 (2.5) 0 134 (33.8) 11 (2.8) 0

KD S NE 11 2.7) 0 0 75 (18.9) 12 (3.0) 0

A MV 17 (4.2) 0 0 56 (14.1) 2(0.5) 0

FEEN 34 (8.4) 0 0 37(9.3) 2 (0.5) 0
RRIR IR A

M = L 25 m— L H 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

Mz L7 F =8 27 (6.7) 1(0.2) 0 33 (8.3) 0 0

R 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0
R L Ok

L AT a— L fiLE 2(0.5) 0 0 29 (7.3) 0 0

e I 9(22) 5(1.2) 0 46 (11.6) 15 (3.8) 0

@Y 27U %Y RifjE 5(1.2) 0 0 64 (16.1) 20 (5.0) 0

AR 48 (11.8) 2(0.5) 0 82 (20.7) 4(1.0) 0
B RR & O A RkEE

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

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

S Yo 11 (2.7) 0 0 51 (12.8) 0 0

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

MK 36 (8.9) 0 0 77 (19.4) 0 0

EF-% R 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
B KO PRk

SIERR G 2% 12 (3.0) 0 0 20 (5.0) 0 0

B LS 26 (6.4) 0 0 33 (8.3) 0 0

T - BEFETRE T A SREERE 4 (1.0 0 0 22 (5.5) 0 0

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

95 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0




7k, MVEMEMIRE 19 611 (4.7%) . #iZe 161 (0.2%) | BEECTRbfRE/ I 43T —56
Bl (13.8%) . KEEZ - EEO THI10 6 (2.5%) . 1 BEER 14651 (0.2%) . FFHERER:
X 46 1 (11.3%) . TR 141 (0.2%) . HURIRBEREFREE 34 1] (8.4%) . ffefzEE 55
Bl (13.5%) . BFEkRERETE (RMEMEMER2£%) 28 #1 (6.9%) . EIEHHEREE 6

(1.5%) . infusion reaction 21 {5 (5.2%) . EEEDLZEREE 4 6] (1.0%) . FEAEHKRE
fEE 2 B (0.5%) . MBS 1B (0.2%) KROSE I EKE 141 (0.2%) ARH LN, £
7o, ERERVEEAE, OFFAR. eV MRS ESRBES . IS « BERREA M OVFRIR f e €
FIEITRR O BV D o T, AREIWERRBLRIUIRE SRS (RAMEERE L ET) 25
DR TR,

@FE B ILFFH MAEFER (ONO-4538-16/CA2092 147K 5%)

BEFZRITIAA+ A BV L~ THE 544/547 1511 (99.5%) . A =F =7 #F 532/535 i (99.4%)
IO B, BBEE ORRBEEA/TE TCERWEEFZIIAF+ 1) A~ TR
509/547 5l (93.1%) . A=F =7t 521/535 il (97.4%) T8 bz, WFHRNDORE
THBLRN S%LL FORIERHIZTTERD LB ThoTz,

#£2 OTh OB TRERR 5% EOBHER

iR ok 'fﬁjﬁ (%)
e FHTAED L TR R=T =T
%(ﬁ;fDRA/J ver.20.0) 547§ 535 )
e 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
EIEH 509(93.1)  250(45.7)  0( 0.0)  521(974) 335(62.6) 2( 04)
MR LY 2 RkEE 47( 8.6) 8( 1.5) 0 183 (34.2) 73 (13.6) 0
2 34( 6.2) 2( 04) 0 83 (15.5)  24( 4.5) 0
M i BRI iE 1( 02) 0 0 30( 5.6) 3( 0.6) 0
BRI E 3( 05) 1( 02) 0 69(129)  32( 6.0) 0
i/ N E 2( 04) 0 0 95(17.8) 25( 4.7) 0
A aplA 160 (29.3) 34( 6.2) 0 140 (26.2) 1( 02) 0
k=Y = e 28( 51)  11( 2.0) 0 0 0 0
R B R TT 59(10.8) 2( 04) 0 12( 22) 0 0
FOPR IRFEREAR T E 85 (15.5) 2( 04) 0 134 (25.0) 1( 02) 0
IR 287(52.5) 41( 17.5) 0 430 (80.4) 67 (12.5) 0
-0 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
- REE 9( 1.6 0 0 30( 5.6) 0 0
{5 %% 35( 6.4) 0 0 39( 7.3) 0 0
T 145(26.5)  21( 3.8) 0 278 (52.0) 28( 5.2) 0
M PN REIG: 31( 5.7) 0 0 32( 6.0) 0 0
HIEAR R 15( 2.7) 0 0 96 (17.9) 0 0
i 3( 0.5) 0 0 27( 5.0 0 0
H R TR R 6( 1.1) 1( 02) 0 55(10.3) 0 0
BIOTIN 109(19.9)  8( 1.5) 0 202(37.8)  6( 1.1) 0
AN 23( 4.2) 0 0 149 (27.9) 14( 2.6) 0
Mg - 59 (10.8) 4( 0.7) 0 110(20.6) 10( 1.9) 0
—f% - RHEERS L OGN ORI 314(574)  33( 6.0) 0 415(77.6)  75(14.0) 0
e 5E 72 (13.2) 8( 1.5) 0 91 (17.0) 12( 22) 0
997 202(36.9) 23( 4.2) 0 264 (493)  49( 9.2) 0
HENE D SAE 13( 2.4) 0 0 152(28.4)  14( 2.6) 0
A VN 25( 4.6) 1( 02) 0 29( 5.4) 0 0
FEE 79 (14.4) 2( 04) 0 33( 6.2) 1( 02) 0
fife R A AT 210(38.4)  111(20.3) 0 224 (41.9) 100 (18.7) 0
TI=UT )N T AT 2T —
EHIm 60(11.0)  27( 4.9) 0 50( 9.3) 8( 1.5) 0
72 7= 71 ( 13.0) 31( 5.7) 0 41( 1.7 17( 3.2) 0

9



BiEx (%)

B e YA
T FATAEY LT =TT
" 547 {51 535 51
(MedDRA/J ver.20.0) 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
TANRT KT X R AT
= 7 —EHm 58 (10.6) 19( 3.5) 0 49( 9.2) 7( 1.3) 0
7 V7 F =480 35( 6.4) 1( 02) 0 35( 6.5) 2( 04) 0
1 PR BRI A L BN 11( 2.0) 0 0 30( 5.6) 0 0
U —EHN 90 ( 16.5) 56 (10.2) 0 58(10.8)  35( 6.5) 0
I R EREGR D 3( 0.5 1( 02) 0 40( 7.5) 23( 43) 0
RN~ el % 4( 07 1( 02) 0 73 (13.6) 36( 6.7) 0
(GNEEN 18( 3.3) 0 0 28( 5.2) 0 0
i BRI 6( 1.1) 0 0 40( 7.5) 11( 2.1 0
B kO E 156 (28.5) 48( 8.8) 0 197 (36.8) 33 ( 6.2) 0
1 I A 28( 5.1) 8( L.5) 0 10( 1.9) 0 0
AARIBHR 75 (13.7) 7( 1.3) 0 133(249) 5( 0.9) 0
B HSRE & O ARk E 149 (272) 14( 2.6) 0 121(226) 5( 09) 0
EafEipra 76 (13.9) 5( 09) 0 39( 17.3) 0 0
7 P 49( 9.0 3( 0.5) 0 26( 4.9) 0 0
IU iR 17( 3.1) 1( 02) 0 36 ( 6.7) 1( 02) 0
PR R IR 136(24.9) 11 ( 2.0) 0 253(473)  7( 13) 0
ST Y 31( 5.7) 0 0 179 (33.5) 1( 02) 0
SEIR 53( 9.7) 4( 0.7) 0 65 (12.1) 1( 02) 0
RN TS SRR NG ] e 107 ( 19.6) 8( 1.5 0 145(27.1) 10( 1.9) 0
I K 45( 82) 0 0 31( 5.8) 0 0
e ] e 31( 5.7) 1( 02) 0 33( 6.2) 2( 04) 0
s 0 0 0 55(10.3) 3( 0.6) 0
Jififig 2 32( 5.9) 6( 1.1 0 0 0 0
eI $ KO TRk E 289 (52.8) 20( 3.7) 0 358 (66.9)  58(10.8) 0
B2 w5 40( 7.3) 0 0 46 ( 8.6) 0 0
ES ) 0 0 0 29( 5.4) 0 0
FEE - R EFEIRIN TR ENE A 5( 0.9) 0 0 231(432)  49( 9.2) 0
& D FEE 154 (28.2) 3( 05) 0 49 ( 9.2) 0 0
W% 118(21.6)  8( 1.5) 0 67 (12.5) 0 0
EiRNITRZ SN 22 50( 9.1) 8( 1.5) 0 22( 4.1) 1( 02) 0
g 2( 04) 0 0 27( 5.0 0 0
T g 0 0 0 43( 8.0) 0 0
MRS 37( 6.8) 9( 1.6) 0 225(42.1)  87(16.3) 0
5 LT 12( 2.2) 4( 0.7) 0 216 (40.4)  85(15.9) 0

B A+ A Y A= TRECHW T, ffRekEE 136 1] (24.9%)
(17.9%) . FURERBEREREE 147 5] (26.9%) . EHEREFETE 46 1 (8.4%) . MIEVMEMGYE
.35 5] (6.4%) . KB - EED T 36 5l (6.6%) . FEED R 20 1] (3.7%) |
TEEREERERR S 24 (5] (4.4%) | RIEHEREREE 32 6 (5.9%) . 1 BUBEIRIE 5 %1 (0.9%) |
WEde 701 (1.3%) . FAEAGEESIGE 16 (0.2%) . M4 - Bl 2 45] (0.4%) . infusion
reaction 22 5l (4.0%) . 5 & 5 B¢ 2 i (0.4%) . L2 141 (0.2%) . %€ 2 141 (0.4%) .
BRI BARIE/ < AT —102 {5 (18.6%) . NT& 7 5] (1.3%) MK OEHRfA% ZERIE 2 5
(0.4%) D3R HALIZ, FTo, GVl MRS MEERBER & OB LIRS RIZRD b
o To, ARIWEMBBRIUIREESES (RRREEET 25T 2308 RE R

‘é—‘o
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[t - HE]

AR ORHEMEYBETT L ZFA LI 2 2 L— a3 102k 0, AHKI3 mgkg (K
) NIE 240 mg A 2 MM TG L2 EROARF O MG PR E DG Sz, £ 0fk
R, A 240 mg &G UTBROREREIL, KA 3 mgkg ixh LI BROBRE & & ik
LCREEZRT & TFRHIENTZbDOD, AARNBEICEOTHARENHERINTWDH
% - A& (10mgkg % 2 BRIFIR TR L) TARFIZ &L LB OREE & & g L CE
g e PRSI (FR) AT EEOREICKIT 57 — 21255 AH| 3mg/kg
(RE) I 240 mg % 2 BRIFIE CTEG L7ZBROARFI OMRTE & & AW T et &
OB A T DRI SOGT T A DEEE S L, Y EBEIZ OV TIREI M T h v o kiR,
RO - HEOB THIIMER NEEMICHEREZRIT VW e FllSn, 72, B
MRS BT 57 — XIS X AHl 3mgkg T 240mg & A U A~ 7 1 mg/kg
Z 3 AR TG LB OARA OMREE & L Zat & OB ARG 2 BENSTET
IUBHEEE S, YKBEICOWTIREI M ThNof R, Eito L - AEoM etk
AN FA =t e e R i [ g Wt

K3 FROEKWERNT A—F

- Crnax Chnind14 Cavgd14 Cimax.ss Cmin.ss Cavess
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)

3 meke Q2W <35~52§ '7608) (10.17?'264.5) (17.21‘,"333.9) (75.1)1,3171) (27.612,'107) (42.717,.?27)

240 me Q@2W <513%ZO3) <15§f§2£ﬂ (25i?i78) (10&?254) (41iZ?58) (62a??87)

10 meke Q2W (14;?;19) (512?392) <7933§14> (33??232) (18i};13) (23§7§86)

OB (5%, 95%50) . Q2W @ 23 I [EIME. Cmax @ P 512 O fc i M35 T IR . Cminaia : PRI 51414
HEICEHT DR IIE P . Covears : FIEHRE% 140 B £ TOFHMIETILEE . Craxss © E i IREEIZ I
VDR ILTE P HEEE . Cominss 1 EHIRIEICI T DIARMIE FHLEE . Cavess : & FIRFEICISIT 2 3 i
R
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4. HERIZOWT

(BB R IR OARIABIBR A BE X T E R M o B A AR L 3~ 2 358121, &G
e UCHEABRGERE (2FRE) SBEohTnas 2 ennn, YA 2 EuIcE
MCXDHERTHDHIVNERDH D, TO LT, EHLU A7 EHG W (RMP) ([ZFEDX,
AN D B 22 MRS TS B~ D Wb SR 23 8 2 ik T do - T, A D $e b3 15 B 72 1R
Fa 2l - FrE L, AFIOFGIZ I BERREAZRBEBL L ZBRITHIST 5 2 & A3
27D, UTOO~BDFT R CEH-THHICBWTHERT 2 XETH D,

O MEFRITHOWVT

D1 T (1) ~ (5) OWTHNIEST LR THD Z &,

(1) EAFERENEET 20 AHOE LR FESE (BB RS A2 REEEHLRIR B
Hudgle 23 A2 B EEHL AR T, MUY AR T2 &) (CERK 30 454 H 1 HIRFA 437

i)

(2) HEHERERPT CERL 29 42 6 H 1 HRS « 85 figk

(3) HEMFIRAFENFRET 203 A HEEEFFE (DS AR EWRPL, 25 Al
W IEBE, 8 s HERE R R )

(4) AR AbFRIEELZRE L, %%{K%fé’?%ﬂﬂﬁ12&%%45%)?%1][!%20)1}:@ & B
R D AT > T D ftiag (R 28 4E 7 A 1 HRFAL : 2540 fiigk

(5) #ﬁﬁﬁéﬁﬁlﬂﬁﬁfim%@ﬁm R TLR D M E T - T Dftiak (AR 28 4 7
H 1 HERFA : 1290 f gk

O-2 B O FRRIE K ORIE R BLURE O RIS IZ 50 22 505k & R 2 R =R (F
ROWTNMNITEZ LT HER) 23, UE2REORANCEET DIEROEMTE & L ThE
ENTNHZ &,

*

o EARFFEUTE 2 FOMMPIHE Z R T LIZ&IC 5 4L LD D ATRIR O BRIRIHE %2
ToTWLZ &, 26, 28U LT NAFYRERZ T & LUEIRIES - OIHE %2
7o TND T &,

o [ERitIFEEE 2 EOPIHINHMEAZ K T LI2&IC 4 FELL ORISR O FRIHE
1o TR, 95, 2400 EE, BUHALEE O 5 A SEMERE & & Te S AR D F K
WEZIT->TWB I L,

@ BADERMLFREHOEHIZONT
IR AR BLCIEE T 2 BYEE DAL E S h, BERGEN O OfFERE 0., Aot - &%
e R %%E@fﬁiﬁi@f@ﬁ&(}iﬁﬂﬁ ZXT D IE R, AEFRORE LG oS
W, ENHESLIITON D EHINE S TND 2 L,
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@ BIEA~ORIEIZDOWNT
@-1 R B 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
EEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, EBICHIEATRER KR - T D 2 &,

@2 ERWFEIC L 5FEESINICET 22 N

AR 5 BT 72 5 e O\ Re 2 A 2 BIRIERE D RIEE=2 U 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, B, BIRIAHNCOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox B LT

BIVEA (MEMEMEEIZIN 2 BREAEDAE, Ok, Tk, BT RARE ., KIBK.
HEO TR, 1 BBERAE, ITHEERE S, AU E . RtiasE, BEE (BAre
PRAIE VE MR % 2 5 de) . R, W, SO KRS, FHIRMA2IEFIE, infusion
reaction, S ME M/ MRV PEEREENR (ITP) | W8 O 9% KOG, IR EME, OlFEE (O
EARE) « IRAR - DEMEISMUES) . Mg M) (X U<, YakhEax X I3ir e
FEBI D BEFAMEZ A3 2 R & B U (RITEA O Wroxtic o Bl U CTHRE R SR &5 T
DNAFEICH D Z L), EHICHEY)RLEN TE HEGFINESTNEZ L,
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5. BEXHB LR HRE
[HZhEIZ B3 % FI1H]
O TROBEIZBWTARAOGIMEDRFES L TN D,

o MEHAMEFERLZAGT 20EMEER (T F=7, A=F=7, VT7
=T XY R=TE) 2ETETFRIEREEZ A T ARG UIRARGE X TR D
RIS AR (A BB 5-)

o ALHRIERIGHEDIMDC U A 7 45%5E7)5 Intermediate X 1 ZPoor U 2 7 D (DiRTEH)
PRARE ST MO B MaE RS (A B A~ T L O E)

@ TREICHEE T 2 BE T 2 AR OR G X O IFEIC OV TR, KEIOA R
PHELENTE LT, AFOEREGXR LR LR,
o ALFIERIGEBE ROV A N A VRBN OB OIGEE A H T 5 BE Tk
2 AFN BB -
o IR,

(D s [/ 45 IR (ONO-4538-16/CA209214 3ER) 1230 T. L FOO~@®DWFHUT H %% L
72 WGAITIE Favorable U A7 1 X0d 2 THH %172 98551213 Intermediate U A2, 3B L L&
LAl Poor U A7 L &t (6 X—T&MH)

BRI & 2 ST DA O BEIEA B 1 £ C 1 FRm
Karnofsky —fi%{KHE& 80%Alifi

B B A S T IR

WIEH D AN 7 MMED 10 mg/dl 22 5
IFHPERE DS E Y LR 2 2 2

M/ RECDS FEVEE FIR 2 2 %

CISICISICHC)
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[Zz 4E Iz B4 % $H]

D FRICHEST 5 BEICOVTHAROR G IR E SNTVS 2L b, 5 %17

DRV L,

o ARHNDORSTI R UIBBUEDRBEERE D & 5 B

@ BFRATOFHEIZ BT FRRICE Y T D BE IOV TE, AR OFEGIFHELRE S ey
R, ALDOTRFERIRB DS R WGEICIRY | HEICAAZHAT5 2 L 2BETE 5,

o HEMEMREDOESUIBED H 5 BHE
o iR G CRE R 280 D B M ONE B O U SR il 2% <l et i 2
DM RIEMERE N A DI D BH
o HORERBOEPH SUTEMERLH L I3 D B SRR B OBER O

&5 BHE
o EESBAERE (& MBI 25 Te) Db L BHE
. Karnofsky Performance Status 70%Ai5 12 0 Fg
(&2) Karnofsky Performance Status (PS)
Score EFR
100 R, BRICKT 2BEOF AN, BERIER
B L
I=aaY, NEE= 2 SN \ °
80 DRV BEARSEIRD B 2 23, B30 L CIER OiFEh vl hE
B~ LR AE HECAECE T, 70 B BHOMEHITE 528, EWOIGE - HET 5
’ T s ? Z CLIERTATRE
i ] Q7R BRI N o - N : N
éfgég;ﬁggégfgié%@f%é 0 | AU EARC LA CE B, LE CEADILE
- ° 50 PR 2 B IR L TR S L OVERINY e RIRAT A DS L 2
40 B, EORERE LOEENLE
FOEY O & %S TTE v, ik 5o 30 BENT T, ABERSMELERILZE LEE > T
— o =) 1/\
) )’b % G % /‘\ y '%\ N N N >
gfgﬁﬁﬁigﬁgﬁﬁééfzﬁé°ﬁu 20| JFRICHIE, NBh B ORI R o
e : : 10 [ FEHNE- T
0 5
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6. BEICEL THEETREHHE

O WASCEZFITIN 2, MEREEE DR 5 GRS 1T -5 & ARHF O Frit M OV 1Efi
RO DI HLEIMERE T3 ICEM L T oA+ s 2 L,

@ TBRIEBRIAICHENI G, A T Z DFEIETH IR a2 453 L. FE 4215
ThoEEGET5HZ L,

@ FEREWEHDO~RT AL MTOWNT

MEMEMRERD LoD Z ENRH DD T, KFOEKGIZH T2 > Tk, EKIE
AR (PR RIS, Bk, FEEVE) OMEFE R OSSR X f A O %, Bl a 145
AT 2k, Fio, BEIR U THES CT, MiF~— —%DiE %z £ 2
Z &,

AFN DO EILEE D infusion reaction |2z TEEARFIZ 72 %D TE 5 UE
H&AT > 72 ECBt 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
WHHONDZ L bHDLDT, KFERE R OAFEGHHE T HIT A Z A
YEWET 5%, BEOWREBE+H2ICBIET 52 L, 708, infusionreaction &
FEHL LI A I2IE, AT ORI K QYRR ERICIEE S 5 £ TRE L 0Bl
T5Z &,

FURIREREREE 23 oD Z L3 d 5 DT, RAIOF 5B ha T & O 5-H1 1
T EIIRI R BB RE R A (TSH., 028 T3, ibEfE T4 SFORE) 2 FhET 5
Zé&,

AHNOFEEIZ LY | WEORIEFINTERRE T 5 L& 2 BN DER 2 R REHIE
DHLOLNDZENHD, BRENRBOOLNTGAEITIL, BELLEFRIIS L
B R 72 ek & RRBR 2 Rp O Al & i U Cli bl e BRI W 21TV IR o
FOSIT X 2 BWERI AN g0 23551018, AFIDORFES T I K OEIE RE R
WERIORGEEZZET DL, ek, BIBEERLVECOREIZEYAIE
MOUEEDTRD HNRWGEITIE, BT B E A /VE - LIS OS2 1l oo 1B n
HEET D,

BeER&T %, BOEM O ARGE L T O RIERBR BB T2 2 8355720,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUBE RSP (BE | AUBEIR 2 5 de) b bbi, BERWES 7Y R—2 &
ICEL T ENDHLOT, NG, Bl IRILSEORER O FEBLC B ED E57- 12+
SEETAZ &, 1 BRI SE TR GE2HIEL, 4R 8
I OF 5 E DY L EZITH Z &,

@ AHNOEFRHERIZ I T, AL FPHERERRBF BT 5 ARG Tl 550
S 1AERIT 8 M I L, LA RIREEFICB T 24 VY A~ 7 AL TIX
BeGBRAE O VAR 6 I Z & (WIENT 12 #E%) ([CAIEOFEM 21T > TV
722 L BB BIT, ARG PILEMICEGRE CHROMREITH Z L,
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BEERMEEST A RF A4 v
=R~ 7 (B FHE#Z)

(BR5E4 « A7V — A REFHE 20 mg, 7P —RRHFEHE 100 mg, 7P —
A REFE 240 mg)

~HHARSF ) VN E~

YRR 2 94 A (ER3 041 1 AkED)
B4 EE



B &

XU ®IC

AFN DR, ERBEST

A IR AR

el ANE

EECD O B AN )
BHICER L THEET N EHH

IR O

P2
P3
P4
P8
P10
P11



1. [ZT®IC

IS DOF N - BEVEOHER DT DIZIT, B SCEFICE SV B A A R
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 J R 1E A%
FERMDPEARBENDLHF T, 20 DOEEKNZ FICHLER BT IR 5 2 & PR
ML 0o TR REMBGEE & SO FART #2016 CERk 28 426 A 2 A B E)
IZBWTYH, EHMERNEOMHRAORE(LHEZXS Z L L ShTnd,

BOFVE RS E SR ST, SRS 2 T 1 7 7 A ADRBEE D ES L & B S i
RHZENDD, DD, HEROLZEMEICBET HERNH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIfF SN BT I LTERT S & &bz, mIfE
RMFEBL L 7RIS B 23t % & D 2 & DA fE /e — 8 O B i 7= 3 e BE CfE
THZENEETHD,

L7 oT, KRHA RTA4 Tl BARBEESINE TR LTV D ESEIREN -
R RN EED & | DUT O E IS O it 70 8 2 HEE S 2 B0 b B e ik B 2
F RO EFREE T,

I, RHA BT A 3 MAZATBAE NEI L EREIS O, /IS EEEARAER
BRI s . — AR N B ARERIR NRHE & I OVt E N B AR IR -2 O 1 7 D
b EER LT,

KIG L IR HEIEN - ATV — AR AT 20mg, A7 Y — ARG EHE 100 mg, A Y
— AR EE 240 mg (—ikA =R~ T GBI FHHIRR))

R ERDMENIAR « FFFESUTERPE DO H MY AR V% 2 U v oSl

REERDMEROHE - BH, lRAIZIZ=AL~7 (a7 x) & LT, 18240 mg
% 2 W IR TR EET 2,

BE Wk 72 2 E L /NERER AL TEERRA A




2. AERN DR, 1EREF

A7V — AR R 20 mg, R ATEERE 100 mg K OVR SEERE 240 mg (— 4 - =
R~ 7 (BIEHE#Z) . LIT. TARANL) 1, AR TERAStE A X Ly 7 X
f BEZTV AL e<w A Y —RX 2747 (BMS) t1) 2388 L7= & k PD-1 (Programmed
cell death-1) (Zxf9 %5t MM IgG4 €/ 7 v —F LHUKRTH 5,

PD-1 1%, I&MAL L7V 88k (T MR, BMIfAL O F 2 7 0% 7 —T M) KOVE

R R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIE T 2 4
%Ei) LRI HZEETH D, PD-1 IIPURIETHIRIZ BT 2 PD-1 U o K (PD-Ll
KLOVPD-L2) EfEA L. U SERICHFINE S 7 VB (REL T U o REROTEVE(LIRRE
BAIZHEI L TW5b, PD-1 U H Y RIZFURR RIS B N DRk & 22 g F % _%Efﬁ
LTHY, EMEREAELE LU L EGHMKEICI TS PD-L1 OFREBL L itk DALF
WM & OFICADOFEREBIRN & 5 2 & 3G ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE B CIRARRTE T M EE T DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, 6B LI EERRICIIT 5 PD-L1 ORI & itk D
ALEHIR & ORI EDOFBARRN 5 & DO#HE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 H S E 728 AMiaiE, PUsRFER CDS Btk T Hiia ol fafs
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GSEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RERERIE, 23
AR R A 72 T ML OWEBEEZ BT 58FD—> L LTEX LT
Do

AT, BB OFE LD S PD-1 OIS EIR (PD-1 U W RS HE) 1SRG L.
PD-1 & PD-1 UV REDFEREIET S LICL 0, DATURRERNZ T MRS
PEAL R O AUKBRRN S k9~ 2 ARG BTG M 2 58 5~ 5 & & TRkt e piiE s iR & r 9
DR INTVD

TS OHRN G | AFNTHENENEG 6T 22 G EEIC e 0 ED b0 L IS,
PR T U UoRERE B xR b U iR R 2 i L, A, etk OEE
PEDHERS S 4172,

AANOIERBEFIZ D BB DRIEFUSIC X D RIEMENH bbb, HEX ;WEEV
£ % HH Fib)ébé ﬁﬁﬂ@&frqj&()\&fﬂ& (T, BEOBRZ 401ATV AR
O BTG EITIE, FEHLTZFRI ﬂ?L?’:%‘—F‘%’Jéﬁ%ﬂﬁk1‘%%}%75:%30!:%&@#LTL
728172 Lﬁ%ﬁb\ W EDGIE UG & D RIE N gD 58121, BIE R E RV
T R OB G E DY R ILE ZAT 9 BN 3@ Do



3. BRPRARE
3 ST R O i) R O ) RO A GBI EM A 1T o 72 AR R R R EBR D
fE & R,

[H2hhE]

@O HEWF DR (ONO-4538-15 FER)
HFEEMEBHREBELE YT LY v~T XRF v Earffiz) IR, [7r

Y F = 7)) ATHEGUESUIARMAE OFFFESUTEAMEO H A & 3% 2 U L NJERE

(ECOG Performance Status 0 &2 O8N 1) 17 Bl & %52, AH| 3 mg/kg 2 2 ¥ IR T A0
HHE L7, EERHEHH Th 5285048 (MET IWG criteria (2007) (235 < Ao E12 &
% complete remission (LA T, [CRJ) I partial remission (LA T, [PRJ) DOFEIE) X
75.0% (95%IEHEXH : 47.6~92.7%) Th o7z, 7eds, FANIRE L72FIEIZ 20.0%T
Hol,

© MWpshaE MARRER (CA209205 #%%) (Lancet Oncol 2016; 17: 1283-94)

H & M B G TR T L Y ® o~ 7S K D IRIER A2 - B3 UL G
OEHE ) oNEERE (24— | B, ECOG Performance Status 0 2O 1) 80 {31
ZXPBIT . AA 3 mg/kg % 2 WRHIFIRE CREFHE L7, FERHMEHEE TH LR (&
FT IWG criteria (2007) (233 < FIfEIZ L D CR UL PR OEIE) 13 66.3% (95%1F
FEX M : 54.8~76.4%) Tholz, 7ok, FANIHE L-BIEIL 20.0%TH > 72,

(24 1]
@O EWNE DERER (ONO-4538-15 #R)
BEFERITIEHNRD B, AHE ORREBERENGE TERWVAEFL L RHIED
HiIVTc, FBLERD 5%LL EORWERII TERD LB ThHoTz,
£ 1 RHRP 5% LOBIER (REMMBIARER)

B RIR R
FEARGE
(MedDRAV/J ver.18.1)

Btk (%)

AFIE
17 i

4= Grade Grade 3-4 Grade 5

EEIEN 17 (100.0) 2 (11.8) 0
Mg T v REE

#Zifn. 1(5.9) 1(5.9) 0

U o RERIE 1(5.9) 1(5.9) 0
HiB L OBk EE

ST 1(5.9) 0 0
alapA e

R IR B REAR T E 3(17.6) 0 0
Bl

i) 1(5.9) 0 0

i 1(5.9) 0 0

T 1(5.9) 0 0

[ZES 1(5.9) 0 0



B (%)

LRE BRI I

FAsh 17 {31

(MedDRA/J ver.18.1)
4= Grade Grade 3-4 Grade 5
T EL 1(.9) 0 0

—f% - 2EREER L OGN OREE

eI 2 (11.8) 0 0

SN SOS 1(5.9) 0 0

=R 2 (11.8) 0 0

FEEN 7 (41.2) 0 0

REAE 1(5.9) 0 0
JRYLE R K OVF A dUiE

LRNER/S 1(5.9) 0 0

fiti g% 1(5.9) 0 0
BE, PR X OLEA OHE

EAZPE D O 1(5.9) 0 0
Y7 R e

IR Tl Y 1(5.9) 0 0

i MR 1(5.9) 0 0

REIE 1(5.9) 0 0

i ERHR 1(5.9) 0 0
RF LUl

KA Y 7 AlfiE 1(5.9) 0 0

%) b U 7 A e 1(5.9) 1(5.9) 0

FBKIROE 1(5.9) 0 0
AR L OYE A Rk b

BAfR 1(5.9) 0 0

fiREs 1(5.9) 0 0

77 P18 2 (11.8) 0 0
PR R R

FEMED E N 1(5.9) 0 0

SR 1(5.9) 0 0

KM= 2 —m/RF— 1(5.9) 0 0
MR g, MOElEs & OVithRkE S

R M 2 1(5.9) 1(5.9) 0

FRGEDORIE 1(5.9) 0 0
R B X OB PRk

B AE 1(5.9) 0 0

¥ $ENE 1(5.9) 0 0

SUERRRRG 2% 1(5.9) 0 0

& O FEIE 5(29.4) 0 0

FiB 4(23.5) 0 0

ks, HEMENRE 16 (5.9%) | BERUHRARE I A F—2 6 (11.8%) . KRG -
FEEOTH L #H (5.9%) . IFéRERET 11 (5.9%) . FURIMERERES 3 5] (17.6%) .
FfR e 3 51 (17.6%) KON infusion reaction 1 51 (5.9%) 2338&® Hivl=, 7=, HIEM
HEJE, OAR. Fhigk. 1 BUBEIRIN ., St MRS PESRBER . TR, B HEREREE
RIS, Mk - BB, EEEORJEEE ., FIRMEZERIE, TS PRk
VDS EIERITRD b2 Do 1o, REWEMFEBURIUIEEERS (AREEERE +5
te) ZETEFHHERZ R,

@ WESNVE TAEERER (CA209205 #ER)
HEFLRIT 238/243 ] (97.9%) (2D LI, AFIE OREBEGBAEE T RWAE
HET 185243 ] (76.1%) IZFRD HiTZ, FEEN 5% LORIERHIZ TERD LB T

5



HoT,

#2 FEBRHN 5% EDOBIER (All Treated Subjects)
B (%)

oo A 1
*‘Egijgﬁf’ = KA

(MedDRAV/J ver.18.1) 243 1

4= Grade Grade 3-4 Grade 5

2RITEH 185 (76.1) 48 (19.8) 0
MR LY > REE

I HRERIBE 13 (5.3) 6(2.5) 0
aanA

FR R REAR T IE 14 (5.8) 0 0
B I

20 14 (5.8) 2 (0.8) 0
T 34 (14.0) 2(0.8) 0
LTI 24(9.9) 0 0
M - 19 (7.8) 1(0.4) 0
—fk - 2EEER L OGN OREE

T 50 (20.6) 2(0.8) 0
FEEN 21 (8.6) 0 0
BE, hER L OLEA OHE

HEAITPE D B 33 (13.6) 1(0.4) 0
AR AR AT

TI=T ) NIRRT =T — N 13 (5.3) 7(2.9) 0
TANRTGXUET I ) N T AT =T —BHN 14 (5.8) 5(2.1) 0
Y R—E N 14 (5.8) 9(3.7) 0
R R K OV A Mk

RAfR 19 (7.8) 0 0
PR R R

SER 14 (5.8) 0 0
R B KO ik

& D FEIE 21 (8.6) 0 0
b 28 (11.5) 2(0.8) 0

k. FEMMMZRE 15 F] (6.2%) . BERUBEAIRE/ X A/ 3F—19 f (7.8%) . KE
% HEOTHI6H (25%) . IFHREREE 22 1 (9.1%) . FFL 54 (2.1%) . HIRIER
FEREFEE 28 5] (11.5%) . FR#EEMEE 40 il (16.5%) . EH&RElE 4 1] (1.6%) . Mok -
BEfEEZ 1 B (0.4%) . BHEEOREREDS 341 (1.2%) . FFlREIERE 1 6] (0.4%) |
infusion reaction 38 5 (15.6%) . F#4¢ 2 il (0.8%) M ONSE H A 2 45 (0.8%) 23588
bivle, Eio. BEIEMENIE, Ok, ik, LRUFEIRIE ., Sos M i/ MR 2R |
RIS e OV F IAARSRERE F 1XR8 0 D e o 7o, AREIWERR BRI IXBE S (R
RAERE 2 5T) 2B DEERE =T,



[k - ]
AR OREMIEDBEET NV EZFIH L2 I 2 b—a AR Y K3 mgke (K
) Xi¥ 240 mg % 2 HFEMNE TR G L2 BROARF O MG FIRES G Sz, Z0hk
. AHAI 240 mg 2 x5 LZBROBRER R, AH] 3 mgkg & 505 LIZERORE R & ik
LTmEZRT & TPRSNZbOD, AAANEREICEWTEAENI R SN TV D
% - & (10mg/kg % 2 B TR G) TARIZ&RG LIZBROREE & & ik L CTRE
T ETHShE (FR) AT EBEOREEICR T 527 — 212 H3E | A 3 mgkg
(RE) X% 240 mg % 2 WEIFIFE THR G L 7ZBROARA| OIREE & & A 20 XL e &
DEE A FT T D REELUS T T VDR S L, UEBIEIC OV TRRE DT DAL RER,
EREOME - HEOH THRME R O AZR TRV E THRIS U,
K3 FAOEYBE T A —F

- R Crax Chind14 Cavedi4 Cmax,ss Chin,ss Cavgss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mglkg Q2W (14;,9;19) (51.621 '739.2) (79.9(;),'?14) (33?,9232) (18421,1 ;13) (23$,7§86)

AR (5%4%,95%40) . Q2W @ 2B MIHIFE, Conax : HIIEIHE 522 O die i L5 R EE . Crminara A 5-2 14
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
LT%%%E?‘%E‘:{%E@\ Cmin,ss : ﬁﬁ%ﬁﬁéiﬁﬁé%ﬁm(%qﬂﬁﬁ\ Cavg,ss . ﬁﬁiﬂi,ﬁﬁﬂiﬁﬁéqzi@mlﬁqj

B



4. HERRIZOWVT

AR E U CTHEARERE (2FRE) NN TNnD Z enn, YRt 4
UNCE TE Diisk THOLMEND D, TDO LT, KB OEG @Y BFE 220 - 5
E L, AANOBRGIZ I BEEZAEHAZRBEL LRI T 2 2 ERnEE /oo, BITF
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