BRI 0927 1 B
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#wHoE R
| BREFTRE N [ EmAETEER R B OB
kBl X

JEAE ST B IR - AR AR AR SR IR S A AR R R
(& B & &)

=ARN~T7 (B z) WA OFEEHAHEET A KT 14
(HFHAERCF U V) O S EIZ DWW T

BREMBOES & W EDO LA T B 2016 (FAk 28 426 A 2 A BEZERE) 12
BWT, FHMERLOFEHORE#ECHELZR D Z ENEVIAENTZZ &
A C, HEEREIR G 2 B LB B ICHR A3 B 7 oD I e o T HE
A RTAE2ERLTWET,

=R~ 7 (BEETHE#Z) A (RE4 - 47— RERRE 20 mg,
[ ASE S E 100 mg, [FIAFEERE 120 mg K OFEEFEETE 240 mg) 4 fdrdhfy
RYF Y AREIZH LT ABEOEEFHICON TR, T=RLr~e7
GEAx T 2 ) A O el AT A R T4 > GE/ANHIR iR, Bk R
G, SHSHECRE . B, HHAR TR U oS, B, M Rz
i, GHE~A 70774 NRLEME MST1-High) 2HT 548 -
B R OVBIERE) O —EIEIC DWW T (BF 242 11 ] 27 B AT 3-SR
FRN2TF1 FREAFBEER - ERHERERLEEETIREE) (1
X rRrLTuwET,

S, =R~ T (B ) "BAZOWT, HHRAKRT XY N
fERICKHT 2L - AEO—HEEDRN KR EINTZ Z EFITEW, ¥Y3Z A FT
AL RO LBV KEWVWEZLE LT, &EENOEFEER & OEE T2 xt
THEMERBECLET, b, WE%OEKEMERHEEDT 4 K7 4 X, Bl
WEEDLEBY TT,




RS

HHYR D% U O il HEE T A N T A OWETEAT CHrIRX i)

i |5

FER— (MR ERD) Y= (B TH AR HIBR)

2= 1. ZLoic 2= 1. iIZLwic
(%) (%)
B, RKITA KT A 0%, RSATENE N =M E B, ARTA RTA 0T, NIATEE N E R E
IR SRS . A2 FTE N B AR R IES 72 PRI AR A HEAE . DA N B AR RIEE 2
— A EVE N B ARERIRNBHE S, —MRFEEVE AN H — et E N B ARERIR NFE S B — et VA A
A MR T O et AN B AN M - 23 A HARMKFZOWIO G E1ER LT,
ZEOWM 0L EER LT,

2= *Gg Lok - HE 2= wg Lok - HE
WBE . RACIE=ARAL~T GEiE T z) &L WE L. RAIZIF =R L~ (B z) &L
T, 181240 mg 7z 2 B MIHIFRE XX 1 [A] 480 mg & 4 T, 1181240 mg % 2 W EEIFE XX 1 9] 480 mg % 4
P IR TR ERET 5, T T R C AR ERE T b,
W NI =AY BIETHEBLZ) L L
T, 193 mg/kg (RFE) % 2 [ RR Calli i
T5, B, IKE40 kg L Eo/NRICIE, =RL
~7 (Bl rffiz) S LT, 15240 mg & 230
A X 1 [9] 480 mg % 4 W RN CoaEiiEd
HILEHETED,

4 R— QENE 1 FHEAE (NCCH1606 #ER) (@ &m

2 L A UL EOJRIERE 24 L >R F i i i




BRI K D IR RE D 2wy (H S236 ifn i Ao F

DOIREEITFER) . 1 3L 24 BT O#HEYED

R Y% U S OVEEIR PR O /)N VR [T M

BAEZRBIT, AFA 3 mg/kg A 2 I8 [ HFE T xidE

e L 7o, ARBRICEER SN 26 B0 5 B, il
AT Y 8 ET 1 FIRAAN DIV, Z D
Bi#E T (&E] IWG criteria (2007) (Z£3<38
BREATEERTHEE) I CR Thoiz,

=

@ENH T FHEER (NCCH1606 #5R)
BT 2526 #i (96.2%) IZERD B, AKlL

DR EPENEE TERWVWEERELIT 2326 4

(88.5%) TR BTz, FHFEN 5%LL EOFEIE

HIZTERDELEBY Tholz, 2B, 260D L,

[ L= P N WV BP0 < W1 NN ey A

UGB E N 25 B TH -7,

#£3 BIEN 5% EORIVEH NCCH1606 45k)

(2 MERAT R SRR LH)
(& Mg)

ks, MTREBEREE 7 B (26.9%), PHFEFEE 4§

(15.4%) . MR @ifesiE/ X A3 F—3 Bl (11.5%)

(@ &




HOR ARG RERSE 3 (5] (11.5%) . EFEORIEEE 2
Bl (7.7%) KR OVEREREFEE 2 B (7.7%) 235885
Nio, F7-. 1AIFEJRIA. infusion reaction, 5 & 9
g, THEEREEERETE . R, BUEFR, IFA4E,
VB MNP R, k., fiik%, MEKREBTEE, ffk
PERRAE 2% . BEYSE HH ., EESE A I ) 9 . B 7 i R PR
EH DR, UlEREE | FRRAR FEARSE . KRIBK -
/AR - BEE D TR, MR - BERREAE R RERE R T
IRIFERSEE . LN OWERIFRD IR oo, K
EIEAHF BRI B S (B A & &
te) ZHTERHRERE T,

11 _—= D-1 TRED (1) ~ (5) OWTNMNITEY T HhE | 93— DO-1 FREd (1) ~ (5) OWTINITiEE T D
mThH L, HTHDHZ L,
(1) JEATHBRE 238 E T 2 203 A g RHEEHL SR (1) BAFERENEE T 5 03 A2 ROa LR
Bess  (ERE T IR 2S AR E EEHL AU e . HiE s A Bess  (ERIE T IR S AR aE SRl i e . e 2 A
PPN SR, BN AR, NEAS A PCHEERL AR, 0N A SRR R &)
LIRS /NS ASEEETR 7 L)

11—y D2 AR ) VRO FIFREL ORI | 93—V D-2 &L ER P F o U B L O]

TEMFEELRF D RF IS 57 72 JnGdk & REBR & Ff DRl

(FROWFINIEZ LT HIEA) 23, Yi%i2 i
B OEFNCBET DIEROEMLE & L TER#E ST
W5,

TR FEELRE D RF IS A-53 72 0wk & 6 BR & Fy O PR

(FROWTNDIIREY T HIERN) 23, HiZi2hk
BORFNCET DI OFMLE L LTERESNT
WhHIZ




#*©

- EROEFEUS% 2 FEOMMIHE A& T L7212
5 LU LD AR DEERHE 21T > T\ D Z &,
26, 2L EIX, BASEYRE A T L LT R IE
BFEOWHEZIT>TWNWDH T &,

- ERRFFEUSE 2 FOMBINHE ZE T L72#&1C
4FED FEOBERREBREA LTS 2L, 9B, 34
DL biE, & mgssErE g5 oo 23 A KWk % 5 o bl
RIMHE - DOWHEZ1T > T\ 5D Z &,

- AR EF IS 2 SEOWMINHE Z(E T L 72141
5 L E o/ N IR OV A% G e/ B G
WEREATHZ &

#

- EERFFIUS% 2 SFOVEIIHE A& T L7-1& I
SAELL ED B AR DERERIHEEZIT > TNDH T &y,
2B, 2L R, BSAIEYREREE L U R
FEOMMEEZIToTNDH Z &,

- ERIGRFTEUS% 2 FOPIWHE ZE T LI
AL EOWRBEREA L TnDH L, 95, 34F
DL B, o i ge s s o0 A3 AL 3RW i 1k & 5 T lily
RIME S DHHEZ1T > TN D 2 &,

12—

@-3 EIEM OZW-Cx B LT

BIVEA (FREMERZERICINA, EEBEE, O
R, gk, BERUMARIE . RIBZ, /DMEZ, BHED
R 1 BBERRIE . BIRERT R AT AN, ATRERERE S
JF2e . BEARPEREAE 2, HUIR IR BRI, T BIRHEEE
s, Rkl BIEE, RIS, Mk, BEEO
g R IMARZERSE . infusion reaction, HFE
7R MR RER MERBEAEMRE, fiEZ. PR, @ED
9% SO AR RLFEME DIRRE S (LG AmED - TR -
O MEHIAMIGHESE) | JRAEERES . JE i, B fL5%)
Wk LT, YL 5 ST B [ i B oD B M %

10 ~N—2

@-3 EIER OZECxI B LT

FIVER (RIEMENR BTN 2. EAEAD M) e, Oafh
R, Mgk, BEBLMARIE, KRIBZK, /DMEk., EHED
IR 1 BEERRIE . BIRERT A, AT ANA, FTRERERRE
JF2 . BEALPENRAE 25, HUIRIRMBERE . T HiRHEE
. PRRAIETE, BREE, BIEEE, MK, EEO
g R IMARZERSE .. infusion reaction, EE
e MRS MERE BIEMRE, f5EZ, PR, MED
a5 SO RAG WL FEME DRSS (L GRS - FRIR -
D MERISMIGHESE) | IES i, JBEFL5) 1TxE LT
Y EZ % ST BB B O F M & A9 2 EEAT

g




A D EAD & EEE L (RIEH OZE-ox S

(ZBAL

THRELA X EEZTONLIR/MCHDH L) H

HIZH O R ALE D T & L R 238

STWNWAHZ &,

CE L (BIWEHOZKoX I L CTHRE &L O
THEAEZTONDRMICHDL L), EBITwE 72
JLE DS TE DRGNS TWDH Z &,

13—

5. BRI HEE

[FH2hitic B3 5 FIE]
QT ROEFITEW TARAOF D R ST
Do

HREMEMRBEE T LY <7
P ST R 2R O FEF ST EEVRME O 1 B
RIOF Y RO N B

2LV AVU EOIREREEZA L o FfE L

AR IS L D IGHRIE D 70y (B Zi i g

HMUISBAR OIGFIRIIFEE) . FFE TR TED

HE AR ) R EO /N BE

11—

5. BEXGLR L RE

[H5EICRE T 5 1]

OB ZEMBMIABAE L N7 LY o~ T I
PUME SE AR 25 0 7138 T EEEME o i B s & &
NAUIVA ¥ SR Sl > F2AD S P AN S S el
e o




B FEETA R T A~
=RA~T GEETHEL)

(BR74 : A7V — AN EEEE 20 mg, 37V — AN REEE 100 mg, 7T —
REFEEHE 120 mg, 7V —REHHHE 240 mg)

~EHHRERD ) UNE~

¥R 2 94 A (Ff 349 AKET)
AT EE
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T UOIZ

KA ORI, BT
fi PR S

MEEX (22U T
Behxtge b e b BE

TEIZER L THET & 31
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P13
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1. IITHIC

RS DA INE - REVEOHELRDT-DIZ1T, B SCEEIZE SV E R AR D
b, DI, ITFEOREHFOESRIC LV | FUREIRN 72 & OHH 7 BRI
FFERLPABIND T T, IO OERNZ BICLERBE RS 2 2 L B3RO
AU L 7o TR Y RFEIMBGEE & EOFEART #2016 CFEL 28 4F 6 H 2 H MG E)
IZBWThH, EFHMERLEOHERAOREIHEEEZND Z & LS Tn5,

BRI ER T, S ERRO RN T 0 7 7 A VDO E I & S R
RHZENDD, ZOD, ARMERONZEMICET 2ERN ST 5 E TORM.
YHERGOBREZBRZT 252 RSN BFICH L TERT 2 & & bic, BE
R LB LB ekt g & D 2 & ANARe e — E D B % Ji 72 97 R A% RS i
THZENREETHD,

L7eRoT RATA RT A TlE, BFBEBEPLZNE TITHE LN TV D EFFE T -
BRI S & | LUF O RGO S 708 2 T 280 b B e ik B 2
WD AON = T E T

¥, KITA BT A %, MSIATBOE N KRR R AR, ARAEEAN B AR
ERRMES e . — A ENE AN B ARERIRNERIE . — B ERTE A B AR MR Y2 B Ot
FVEN BA/NRIME « DAEROW IO LERR LT,

%G & T DRI, « ATV — R IR 20 mg, A 7Y — R AR EHE 100mg, AT
— R R EE 120 mg, A7 T — R R ERE 240 mg (—%4 - =
P~ GEIBTHEHEZ))

R ERDHMENINGE © R UTEIRMEO AR % ) o E

RELRAMEROAE  @H, RAIZ=Rr~T (#fx 7 z) & LT, 1E 240mg
Z 2 ARG XL 1 (0] 480 mg % 4 MR CATMEHET D,
W NI =AL~ T (B z) & LT, 1 E 3 mgkg
(RHE) % 2 EMMRCREFHTET 2, 2B, IRE40kg UL ED
INRIZIE, =RV~ 7 (BEHEfz) & LT, 11F240mg % 2
FFMFE S 1B 480 mg & 4 B CAREEHET AL BT
x5

Bk AR e ¥ NEERE TS




2. FFNDORE. 1EREF

F 7RIS ERE 20 mg,  FELSTEEE 100 mg. FLSEEE 120 mg K& ONF AL E
240 mg (—f4 : =R~ T7 GBEHHE#BZ) . LT, TRAL &vo,) %, /N
THEMABIEAX Ly I 24 BT VAL s~ Y —X A7 A7 (BMS) #5) 23
BA%E L7zt k PD-1 (Programmed cell death-1) (239 % & MMl [gG4 £/ 7 v —F LUK
ThoD,

PD-1 %, {&MEAL L72 Y "8k (T MR, BAfEL OV F 2 7 0% 7 —T M) LOVE

BE-RMARIZ 3BT 2 CD28 7 7 X U — (T MR OIEE L &2 fBINIC IE & BUZHIET 5 4
FHE) BT OB/ TH D, PD-1 IFHuURfE M@l Z 3845 PD-1 U 7 K (PD-LI
JONPD-L2) EHEA L. U SERICHIHME Y 7 v B frE L C U o REROIEPE(IRAE &
BIZHHEI LT\ 5, PD-1 U A Y RIIPUREERHIELIAMI & b Ofk & 7o SRRk (2 55T
LCHY, EMRANEEE D OUER L EEEMEICIS T 5 PD-L1 OFRBL L% OE L7
I & ORICAOMHBERGNH 5 2 &L BAHE SN T2 (Cancer 2010; 116: 1757-66) ,
F 7o EERENERE TR T RN EAET DA v 2 —T = v~ (IFN-y)
\Z& > T PD-L1 OFRBNFHEE I L, 668 U EEMAKICE T 5 PD-L1 OFHL L ik
AT & ORI IEOFBIRR A H 5 & D5 % (Sci Transl Med 2012; 28: 127-37),
& 5|2, PD-L1 ZHIFEE S 7208 AUHIIIE, PURSEFA CDS Btk T Ml oMaEE
IEM 2GS SE 528, §LPD-L1 KT PD-1 & PD-LI & OfEAZHET S & oMl
GEEMENREE T2 Z ERNRENTND, D Z &5 PD-1/PD-1 U v RiREEIE, 23
AR PR 72 T MO OIS A BT 270 —2 L LTEZ LT
Do

AL, SEPEABR DGR D5 PD-1 OAMARSMEIK (PD-1 U > REAHEIR) ISR A L.
PD-1 & PD-1 U REDREGEMET S Z LI2XLD, BDATURFERNZ: T MEOE
PEAL R O AR k9~ 5 M S E M 2 sk 5 2 2 & TR 2 TUiEB R R % /R 9
ZENERSINTWD,

IO G ARFNTEMRESE S 2 Bi- IR 2 0 155 b O L BifF S,
HHA AR YR U N xS & LT ERRERER A S L, AOE, et L OEE
PEDFERR S 4T,

AR OVEHETFI IS BEDORERINC K 2BENERH &b, BEEUIFLLTIC
EDAREMEN B D, ARIOEG PR OEGHRITIT, BEOBRE TIATV, BE D
D HATZHEITIE, FEHL L ERITIE Uz REFIRY e knak & Bk & FF-O Rl & i L Tl
G2 EERR2 I 2 ATV IR D RIERISIC K D RIER R BN 2 5812, RIBRE RV
T UHNOEGEEOEY R AE AT 9 BB D,



3. ERERGE
BB THEERTE O AR U U N EO KRR R IR &2 1T o 72 B 2R BRI R
[0

(G5t
O ENF LFERE (ONO-4538-15 3)

HFE BB L T L oYXy ~7 NEFr (BEEEZ) OIF, 70
VYR T ] B9 ) IHRPUE ST D 20 7% LA D B3 ST ERAYED LAY A
VXY UNERFE (ECOG Performance Status 0 XN 1) 17 il &2 %512, AHl 3 mg/kg

2 MR CREEE L, FEFHMIEE Th 5 E%E (KET IWG criteria (2007)
WZEED < HREIC K 5 complete remission (LT, [CRJ &9, ) X partial remission

(LLF, TPRJ v 9,) OFIG) 1575.0% (95%EHEXM : 47.6~92.7%) Th o7, 7
B, FANIERE LZEMfIX 20.0% TH o 72,

@ MEHNE MFEEAER (CA209205 #Bk) (Lancet Oncol 2016; 17: 1283-94)

H 5 & MR TR T L Y o~ T2 X AR A =172 18 mLL E O3
SOTEHEMEO AR % U U oNERE (24— F B, BCOG Performance Status 0
OV 1) 80 fil % X4, AAl 3 mgke % 2 BFIMRECREHE Lz, RZHEFMHEA CTHD
F&5hA# (4ET IWG criteria (2007) (253 < HRAHEIZ K 5 CR XX PR OFEIE) 13 66.3%

(95%(E X [H] : 54.8~76.4%) T 7=, 7o, FANIEE L7ZBEfEIX 20.0% TH > 72,

@ ENE 1 HHRER (NCCH1606 #X5R)

2 LU AL EDOIREREEG L, oS MR IZ X DIEEEO v (HFE
Y& I AR AR O VBRI LR ZS) . 1kl B 24 UL FOEHEM DR Y X U SRR Y
VR O/ N REME RS B 2 K5 AR 3 mg/kg % 2 MR CAREETE L,
ARABRI BB S NTZ 26 IO 5 6 EE&E’JT\ xRV UNEIL L FRAANLDIL, EO
B EBAZE (KET IWG criteria (2007) 125 < JEBRE(TEREIE) 1L CR Th o7,

[Ze 41k
O EWNHFTFEEE (ONO-4538-15 #ER)

AEFEGIIRHNED biv, AHF & OREBEFENEE TERWVAEFER AR
Hivic, BN 5% EOEWERHIZ TR LB THoTe,



#F1 FEHRH 5% LOBIER (ON0-4538-15 R (LM RER)

FERIR B (%)

FEAGE 17 51

(MedDRA/J ver.18.1) 4 Grade Grade3-4  Grade 5

2FIVEH 17 (100.0)  2(11.8) 0
MR LY > GREE

2 1(5.9) 1(5.9) 0

U o NERJ R 1(5.9) 1(5.9) 0
R X Ok

I 1(5.9) 0 0
A s

FR ARHE REAR T 3(17.6) 0 0
Bl

iz 1(5.9) 0 0

a0 1(5.9) 0 0

T 1(5.9) 0 0

(2 1(5.9) 0 0

L 1(5.9) 0 0
— % - RHFEES L O OREE

7 2(11.8) 0 0

TESHEAL Bt 1(5.9) 0 0

PR 2 (11.8) 0 0

FEEN 7(41.2) 0 0

TR 1(5.9) 0 0
JRYIER & OV tRE

BANEE/ 1(5.9) 0 0

fiti & 1(5.9) 0 0
BE, BPHER X OLEASHHE

HEATHE D KOs 1(5.9) 0 0
LY R

HTHERERR AL 54 5 1(5.9) 0 0

RN % el % 1(5.9) 0 0

{REHE N 1(5.9) 0 0

SNz el 1(5.9) 0 0
Rt KL O EREE

AV 7 A e 1(5.9) 0 0

KF R Y 7 A E 1(5.9) 1(5.9) 0

AR 1(5.9) 0 0
B H R B L OFE ARk

RE&i 1(5.9) 0 0

IpES 1(5.9) 0 0

A 2(11.8) 0 0
TR R REE

HEMED £ 1(5.9) 0 0

et 1(5.9) 0 0

K= 2 —m RF— 1(5.9) 0 0
IR, MElds K OMtiRkEE

MR PR R 1(5.9) 1(5.9) 0

RE D RAE 1(5.9) 0 0
FEE R X O TRk

Jit B 1(5.9) 0 0

S REFENE 1(5.9) 0 0

SIBRRR G % 1(5.9) 0 0

Z D PHIE 5(29.4) 0 0

5 4(23.5) 0 0




7eds, FVEMERIZEE 161 (5.9%) . BERUHRARIE X A/ F—2 61 (11.8%) . KM% -
HEOTH 1] (5.9%) . AFHEEERETE 1 61 (5.9%) . FRRIEERERES 3 61 (17.6%) .
fife PR 3 1 (17.6%) KON infusion reaction 1 5 (5.9%) 2F8H Lz, Fiz. FTIEM
IETIRE, O Ze. gk, 1 BUBERRIG . SR OB TESREE . TS, B REREE
RIS PEE, Mok - Bk, BEOKEREE, fFIkmeZERE, FEEEREEE . AL
VU5 8 RRITFRO bR o 1o, REWEHFEBLRDUIREEF SR (FRAREERY 23
te) ZEUEIHERETRT,

@ WA THERER (CA209205 #X5R)

AEFGUT 238/243 B (97.9%) IZRD BV, AF & ORERBEBENRETE RWAEE
FHUT 185243 il (76.1%) (23D bz, FBEN 5% LORIERIZTRO LB T
ol

2 FEER 5% EOBIEA (CA209205 3BR) (Al Treated Subjects)

DR R e A B% (%)

FEAGE 243 44l

(MedDRA/J ver.18.1) 4 Grade Grade3-4  Grade 5

ERIEH 185(76.1) 48 (19.8) 0
MigFR LY > GRS

L ERIBAE 13 (5.3) 6(2.5) 0
PRl e

FLIR AR BE REAL T iE 14 (5.8) 0 0
ElCle

RE) 14 (5.8) 2(0.8) 0

T 34 (14.0) 2(0.8) 0

I 24 (9.9) 0 0

s - 19 (7.8) 1(0.4) 0
— ik - R EES LU G OREE

W7 50 (20.6) 2(0.8) 0

HEEL 21 (8.6) 0 0
B, HEE L OWE A JHE

AR D Bt 33 (13.6) 1(0.4) 0
BRIR ety

ALT #4701 13(5.3) 7(2.9) 0

AST #in 14 (5.8) 52.1) 0

U X —EHIn 14 (5.8) 9(3.7) 0
B R KON Ak p

FAfR 19 (7.8) 0 0
AR R E

TR 14 (5.8) 0 0
FEE ¥ KOV T Bk e

Z 9 T 21 (8.6) 0 0

W5 28 (11.5) 2(0.8) 0

k. FVEMERRE 15 B (6.2%) . BRRUGEMARIE/ S 4 3F—19 #i (7.8%) . K
KBEOTHI6F (2.5%) . ITHERERE 22 1 (9.1%) . TR 56 (2.1%) . HURIER



FERERESE 28 Bl (11.5%) . FPEFEEE 40 5] (16.5%) . EFEAEREE 4 B (1.6%) . 6k -
BERSE 11 (0.4%) . HEEORERE 3 6] (1.2%) . BARieZERE 146 (0.4%) |
infusion reaction 38 1l (15.6%) . &S 2 5] (0.8%) KLKNSE S BEZ 2 1] (0.8%) 23789
Hivie, £7o, HEIEMBEIRE, O, k. | BBEIR, a2 il MR M 2R |
Bl [ R OV F H AR 1 35R D DR o 1o, AREIER BRI ES (R
REMRE 2 5T) 2ETEFFREE T,

@ EWE RS (NCCH1606 #5k)

BEEGIL 2526 B (96.2%) TR HIL, KK & OREREENEE TE WA FES
513 23/26 i (88.5%) IZ#RD HivTc, FHIHEN 5% LORWEMIZTTRDO LB ThH-
T2 728, 2600 55, PR D U LoRMERE DS 1], /NI E S
25 TH o T,

#3 RERN 5% EOBWER (NCCH1606 3RBR)  (REMEMHT e 5REH)

SRR KA B (%)
FEAGE 26 il
(MedDRA/J ver.22.1) 4 Grade  Grade 3-4"
2RIEA 23(88.5) 10 (38.5)
i R A A
U 2 SEREO D 14 (53.8)  6(23.1)
AST #4 6(23.1) 1(3.8)
i Bk 8 (30.8) 1(3.8)
i/ SRR 8 (30.8) 0
i ER AR 6(23.1) 2(7.7)
M ey e i 2(7.7) 1(3.8)
Y= NEZ IV RNTRT =T —P N 2(7.7) 1(3.8)
ALT #4)n 3(11.5) 0
M7 v =8 2(7.7) 0
— % - 2HEER L OGO REE
FEEN 5(19.2) 1(3.8)
JETE B X O ARk
R INITRZ N2 6(23.1) 2(7.7)
% 9 FERE 3(11.5) 0
MEER LY o RIEE
2 i 12 (46.2)  4(15.4)
R L OvRERE
BT L7 v iE 5(19.2) 1(3.8)
BARIRE 2(7.7) 0
B ks
R 2(7.7) 0
Bk L OURKESE
HHR 3(11.5) 0
MR s, RERds K OYERRlE =
NG 2(7.7) 0
R R R B X O Ak S
i3 2(7.7) 0
R RS
SEIF 2(7.7) 0
I FaRlA e



B E BRI Bl (%)

HAREE 26 14
(MedDRA/J ver.22.1) 4 Grade Grade 3-4"
PR TR R 7L T 2077 0
HOR RS REAL T E 2(7.7) 0
* . AR TIE Grade 5 DA E LT Graded & L TR # (CRF) 1ZiE
Rz,

¥, NTHEREREE 761 (26.9%) . FHERFETE 4 61 (15.4%) . BRI MARIE/ X A3 F—
361 (11.5%) . HUIRARBEREREE 3 1 (11.5%) . HEEED L&D 2 6 (7.7%) K OVEEERE
FEE 26 (7.7%) DNRD LT, £7o, 1| BFERHS, infusion reaction, 5 & 9K, T
MERREEREE . IFoe. BIUERT &, ITFAAE, MEMHEMRE, figk, #if%, EREBIEMRE,
MEALMEARAE 28 TSR i, BREREE /e, B R MMKIEE, Ok, OIEE. FRkin
FREERRAE, KMGZ% - /NIBIE - HEEO TR, Wk - Bk, RIBHREREE . JREFekes, 3
LI OWERITFRD DR » 7o, ARIERFBUIRMIIBIEF S (AR EEREE 25T)
TR R T,



[k - HE]

KA O RHEMZEHENREE T L AFIH LY 2 2 b— a2k v, AHI 3 mgkg (K
) NIE 240 mg % 2 EREIERE TG LEBEOARF O MG FIRENSRG SN, Ok
. AKH240 mg x5 LT-BROREREIL, AH 3 mgkg &5 L-BRORER & g
LCEfEZRTETFRISNZH DD, HAANBEIZEBOD TEREDRHER SN TS H]
% HE (10mgkg % 2 HEAFRTEL) TARFZ &G LI-BRORE & & ik U IRl
ZaRTEFHIENT (R, AT, OB 57 — X I2H-3% | AH| 3 mgkg
((RHE) XX 240 mg % 2 BRI CTH& G L2 BEOARK OMREGE & & Ao T2 er b
OB A T DIEE ST T VPG S, MBI OV TRF DM T AL 7o fE R
RO - HEOM THINELR O Z MR 2RI T v e Pl T,

£3 FRORYEHE NI A—F

By - Cumax Chnind14 Cavgdla Crnax,ss Cnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ng/mL) (ng/mL) (ng/mL)
3 mgfkg Q2W (35.523 fo.s) (10.17?;54.5) (17.214,‘;3.9) (75.1){3170 (27.612,‘107) (42.717,‘?27)
240 mg Q2W (51.712,'103> (15.22? ?4.6) (25.314,‘27.8) (10&?354) (41?57,.51;58) (62.11(,)91 87)
10 mg/kg Q2W (14%19) (51.623 '739.2) (79.900,'?14) (33??232) (18421,1 213) (23?,7286)

PRI (5%, 95% 0 . Q2W : 2[RI, Cunax : HIFIREAER O ILIEFIRE, Cuinas : HIFIFRE% 14
H BIZH1T 2 BARMIE P IRE . Cavears : MIEHRG%14H B £ TORMIEFIRE . Crnaxss 1 EFIRIEICE
1T D Eem MIE TR Cuings @ L FIRABIZIST 2 FHARMIGF TIRIEE . Cavess 1 TEHIRIBITI T 2 T i
l-3ES

F o, KAIOREREYEREET NV EZFH LZv I 2 b —2 3 280 KAl 480 mg
% 4 R TR X IBEARRR O AL - &% TEG- U7 BROAAN O (i 1F H i B 23 it
ST, ZOREF. AH 480 mg % 4 EE MR TR LIZBEoEEIRIBIZI T 2 4 i
TEHIRE (LLT. [Cagss) &I ) 1T, AHKI 240 mg % 2 HHEHNE CTEE L7ZBED Cavgss
LT D Tl (FR) o £72. AAI480 mg % 4 AR TR G L72ERDE
FARBE ISR T D@ MG IR (LAT. [Cros) &V 9, ) 1%, AHKI 240mg & 2 #H[H
IR TG LT2BED Chanss £ L TR Z R T & THISN - L OO, BARABEICE
WTEAMENHER SN TV D HE - HE (10mgkg % 2 BRMETRE) TRAIZ#&YS
L72BED Chaxss & WG LU TR 2R3 & PRISNE (FR) . Mx T, #EomEcEs
FHT—HIZESE KAl 3mgkg (KHE) £7-1X240mg % 2 WRHIFRE, & L < IEAA
480 mg % 4 W CTHE L I2BRO RS OuE & & A e T2 2t & oo B A st
THMBERIGET VPR S, YZEEICOW TR Th R, ERo s -
A EORTHNE R OISR/ 28T 20 & Tlll ST,



K4 FRORYEENTF A —F

R - R Cmax Crnind2s Cavgd2s Crnax.ss Cnin,ss Cavg,ss
(pg/mL) (ng/mL) (ug/mL) (pg/mL) (ug/mL) (ug/mL)
3 meke Q2W <35~52§ .7608) (16.25?20.3) <21.323 ?(1)3,9) (75.10{3171) (27.612,'107) (42.717,'?27)
2@0me QW | (" Ton | (0000 | Gos60s) | (102250 | 1S5 | (62l 187
480 mg Q4W (105207) (15.25??477.4) <37i>? ?4.8) (14:23,1 §36) (27.751,'i37) (62.11(,)9187)
10 me/ke Q2W (142322) (86?59,'?32) (10 il ?48) (323??25) (18421,1 §03> (23@7277)

ol (5%47, 95%4) . Q2W :

ARG, QAW : 4EMIRING, Cmax : FIEHE 514 0 fic i M35 R
Cinind2s : @@&5?&28 H E &l:}’o‘ﬁ 6%1&[&1{% EF'/);%}E\ Cavgd28 : *}JE&%‘?&28 H E i T@qzi@[ﬁl{%qj/r%&‘\
Cmax.ss . Eﬁ%?ﬁ&l%ﬁéﬁi%‘m{%qﬂ{%fﬁ‘ Chnin,ss : ﬁ#%?éblﬁbjéﬁ%{&m(%q:{%g\ Cavg,ss : H/:Eﬂﬁﬁ(ﬁ?\‘
(Z30T 2 ) i i iR
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4. HERIZOWT

AR L Ul A EGERAE (BFIRE) 2NEE O TnD 2 b, Yikiih 4
UNCEMECE DM CHOIVNER D H, =D LT, KEIOEG DY) 7 B8 22 W - §F
E L, AANOHEGIZ LY BEERBWEM 2B LIRSS T 5 2 LBz, LI
DO~@DFTRTE&TH =T M ICB W THERT2R&ETH D,

O MHEFRIZOWVT

D-1 FiEo (1) ~ (5) OWTFNNITHYTIMBETHD Z &,

() JEAEFEREDIEET 20 ADFEEILRFRRS (EE RS A RE LSRR,
Mk 7)S /RS EE L R BT U AS /USRI . /NS AL IR, NS A
JpE7e &)

(2) FEEHBEREE

(3) HBENFIRENFEDIEE T 2 N ADHREEEPT (03 AR BT, 23 A2 HEE
B IEbE. 03 AR HEE e 7 &)

(4) A RACFFRERE T E L, A RAEREING 1 SUIAAATFHRIEINE 2 O ff i 5 e
(AR D R AT - T D sk

(5) PUEME MRS A AL 7 BRI O il ik LB AR 2 i A 1T > T D ik

O-2 HHER D F U o EOALRRIE N ORIVE I FE B OIS 53 22 ik & #%
BRaFroEM (FROWTNNITEY T HEM) 25, %SRBI OARFNZE T D18 O
HIEH L LTERBEShTWD Z L,

*

o [ERNREFEUSE 2 FFOWUMMHE ZE T L1122 5 FLLED N AR OEEIRIHE %
THoTWHZ L, 96, 24D RIT. DAEYFRERZ L LERRESESOME %2
IToTWAZ &,

o [EMieiFESE 2 EOVBINHEZE T LT21%I1C 4 L EOKRRBREZA L T\ 5
ol OB 3ELLEE, B IREMEEEE O 28 A SR RRE A & o iR IR S O HHE
EIToTWH I &,

o [ERIRFFIUSHE 2 FEOMBPINHELET L7ciRIZ 5 FLL LNk K OVNRDS A
Ea /NIRRT D Z L,

@ BEHNOERMLEREEDOMERICONT

L E A FICE T A EEE AR E Sh, SRS OfFRE A, A - %2
EMEFIRTIEROE L NERS T 2 Wit 5 FRNBE LGS ORE
EH, HRESOIITON D EHINESTWND T L,
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® BIER~D®RNZDONT
@-1 HERRAHIC BT 5B

MR RSO EERBITERANIAE L-BIC, 24 R HEEHI O T, Mikifiax X
R SRR I C RN T, REL L2 BWENCIG U CABRE L O CT O RINEH ORI
FIR A OFERAY B IE DA, B HICRISATRERAHI N > T\ D Z &,

@2 ERUEEZFICLIAEFRAINICET 5B H

I3 AR HE D D PR I R K OBRE 2 A3 2 BIRIE A DR E T =2 U v 7
EEDITEROA Y ) == T 2ATOEIRE L IE WA A TE 5 F — L EREH 2R
SN TND Z &, b, BIHEHIZOWT, BABE L ZOFECHIITEMINT
W5 &,

@-3 BIfEAH OZEr-ox R icB LT

RIER (MR, EAEMIEE, (O 2, ok, BB EARE ., KK,
/IS, BEO TR, 1 RBERIE, BIEATR, ITAE, ITRERERRE . NTJc. M btEAeE
K. HRIRERERE S . TERAEREEE ., MRREEE . BEE, IR, MK, HEOK
JElEE . FARIMAE ZERIE . infusion reaction, EEEE7pIMRFEEE . MERE RIEMERE, Fik%.
WESR . B DPE RS, G RENE, DIEREE (DFEME) « ARR - D= M ZMGHESE) |
IREFERES, MEGFH M, AL 1Tk L C. Yakhak U ERERE O MM A2H T 5
PERf B L (RBIVER OB IGIcBE L THRE R O EEZ 2T ORI H D 2
&)L EHICHEE R AE N T X DIREH DS TWVWDH T &,
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5. BREXRLERHBEE
(G 2hEIC B % 1]
O TROBEFIZBWTAAOHEZIENRRINTND,
o HFREMEMIABM L T Loy X~ ZITHETE U AR O 36 38
BEOH AR XU RO N BE
o 2LV VAL EDOBREREER L, pooRfEE MBI L DR 0
(A F & MR ORI ITFFR) . 5 UIEHREO IR % Y
VRED /N B

@ TR T 2 BB KT AR ORE KO I IEIC OV TIE, AFIOAZED
N ENTE LT, AAIORGHRLERBR,
o AEFRRIERIGIROBE
o MOPUEMEELA & 0P L TRE Sh D E

[ZEc BT % ]
O TRICEYETHBEFIZOWTIEIARROERGNEEZE SN TWHZ e, BEHEET
Dipnz &,
o ARFNDORIT KR LIRBUE DB D & 5 8HE

@ TRFEATOFIIZ IV T FRRICHE Y T 2 BE T OV T AR OFEIFHELE S v 72

D, MOIRFERIE A R WIGEIZIRY | HEICARZMEN T2 2L 2B/ TE D,

o HIEMEMEROGOIEDH 5 BFE

o JEBEG R A C RV R 2 R D BE K ONEENM: D U BRIM I JE R0 RGL M T 2%
LD IIEMZEAN I DD B

o HOMEEBOEGIE XITEBMEMNE L IXHEREEO B AREREBOBEERED
b5 HE

o JEmBE (GRS EE L ETe) Ob D EE

o OB IEE A AT LB

*  ECOG Performance Status 3-4 “* 0 B3

UED BCOG 0 Performance Status (PS)

Score TET

0 | &<MERIEHTE D, EHALFE U HHARSIHIRR T2 5,

PHAIICE LUVEENEHIBR S D23, TR T, BAFESHE - TOMERIIITH 2R TE D,
7l - S, FBIEE

RONTZHOHEOEY O & LN TERY, BHFO S0%LL L&y R Fy -T2,

ES SR )

LT, BODOHDEY DZ L3 TERY, BRIy RO+ Id,
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6. BEIZBEL THEITREHFH

O  BASCGEEITIN 2, SR 5EEE DRAET D BRI LD & A O R K OVl IE A
RO DI a2+ B L T BT 2 2 &,

@ JBREBRRICHNL D BE I OFEICH MR et A2 i L, REE2E
ThbEGTHZ L,

@ FEREWERO~RT AL MZONT

WEMREBRNRD S5bNd ZE08H DD T, KEDEGIZHT--> L. BHEIE
e (PR IREE, gk, FEEE) ORER KL O X SRE OIS, BlEx2 1+
WZATH 2 &, Fio, EIS U THE CT, Mg~ — 0 —%DOMmE%Z Ehid 5
Z &,

AKHEN O EILEE O infusion reaction |Zfi x CEARCTS7axtinn Tx B i
i zAT o7 L CBRLAT 5 Z &, 72,2 [0l H LABE O ARAIF 5-F¢1Z infusion reaction
BHHLONDZEEHDLDT, AFIEEG T M OFRAN G T HRITASA Z A
YERET %, BEOREL H5IC8l523 2 2 &, /235, infusion reaction %
FEL LTSI, R TOBELERPERICEIE T 5 & TREZ o8l
THZ L,

FORIREERERRE S . T RAAEERF R ORIBEEERNH LoD 2 0N H 5D T,
AN O - B a il K O G-I F I3 SIS N b sE R A& (TSH., 0#RE T3,
WEHE T4, ACTH, Ifiif VT — VEORE) 2FEMT 52 &,
AFNOFHAZ L0 EEORE NIRRT 5 & & 2 b Dk~ RRESCHRE
DHOLLNDZENDD, BRENBEDLNTGEIIE, BB LZERIIL U
B 22 sk & RRBR & Fp O Al & E U CE bl 2 BRI T 21TVl D E
FOSIZ XD BIERD SO D5E101E, AAIORES I IR, K ORI RE R
NVEVRIOERGSEZETH L, B, BIBEEFRLVE S O®REIZX Y EIE
M OURENTED SN2 WA, BIR BB ASLE & DS O il A o8
LBERTLH &,

BT 12, BRI SE T AR L COLEWERNEIRT L2 0" H 57120,
AFNOEGAE T ZICOREMORIUCH2IEET D2 &,

1 BUBERRI (BIE 1 S IRIE &2 2 ) 23 bbbk, HERFEMES F T v F—3 &
WZEDLZLBHDHDOT, Big, Fl, MEHEZFOIER OB MAEE O L5712+
PEETH L, 1V BERBEN DS AICITEEETIEL, AR ) 3l
F OB EEDEY)RMEEITH Z &,

BIEIFS . A2, HHREREE ., R, BLMIEE RPN H OO D Z L3 D
DT, EHEIHFEREREZITV, BEOREZH0ICBlET 52 &,

@ AR OBRHABRIZIBN T, KGR D 6 7 ALIWIL 8 HWE Z L2, T LRI,
GBI VR E T 12 B8M Z L ICAIMEDOFM 21T > TV Z L2 BEIT,
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ARAN G-I E IR B R A TR OMERZ1T O 2 &,
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