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HA RTA U ZERLTWET,

=R~ 7 (B z) WE (k4 o 472 —RafEE 20 mg,
[ S8 100 mg. [GETEETE 120 mg M OVELETE#7E 240 mg) % A dpy
RUF Y oREIZH L THERT2BOREFHIZONTL, =R Lr~vy>
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TR N2TH 1 FEERBEIERE - AEHAERERLFETHBE®EMN) I
X rLCnET,

S, =N~ T (Bia i z) BANCONT, AT Y o
JEIZ T2 HiE - HEO AN AR I NI I EHITHEN, Y4 KT
AVEHHOLBOVKIFENWELELEO T EENOEERE N IR IC%
THEMEBENLET, 2k, WEZOREEHMEET A RT7 14 0%, 3l
WEEODLEBY TY,
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Y= (FRRERIBED) Y= (BHBREBHIER)

2= 1. XU 2= 1. 1ZU®Iic
(%) (%)
B ARKTART A T, MNSATERENEIK N E B ARITA RT A 0%, MNATEGE NESEK M E
PR AR TS . AISAEEIE N B AREG RIS 22 RS AR OIS . AN AFEEIE N B ARERIR IS 72
—MRAEEE AN B AR IRNFHE S, —RfEFE AR — At EIEN B ARERIR NEHE SR — At FE A
KRR 72 f Ot FEAN BA/NRImE « 25 A AARIMIE =DM I106 EER LT,
FEOW DL EAER LT,

2= R HE - HE 2= R &I AL - HE
WE . RACIE=R LT EBIETHBZ) L L WE., RAICIZ=RL~7 (EaFlz) &L
T, 118240 mg % 2 M REIREIFE I3 1 5] 480 mg % 4 T, 1181240 mg % 2 B REIREIRE I 1 7] 480 mg % 4
W [ IR C A T 5, T [ IR C AR BT 5,
W NRICIE=AL~ T B z) L L
C. 13 mg/kg (IREE) % 2 3 [EHIRE C i i
T5, B, KHE 40 kg LLEO/NRIZIE, =40
~7 (BEHHHz) LT, 1[0]240 mg % 238
[l eI ba S0 18] 480 mg % 4 M RNE CAfEiHES
52 EHTED,
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HORBAHEL K D IR D 72y (H ZR36E el A i
DIRFEIEITFFE) . 1 mELE 24 UL T OEHETED

BT Y S OEEIRYE D /) VL T [ 5

BE 2SI, AH 3 me/kg % 2 i ] i & C A

FrE L7, ARBRICEEINZ 26605 5 il

BT F U N lE 1 FlfAAN DI, £ DA

B#A%E (4ET IWG criteria (2007) (253< 1A

BREEEATHE) 1F CR Th o7z,

=

QEWNE 1 FHaAER (NCCH1606 75%)
HEFEGT 2526 ] (96.2%) IZ38H L, AHI L

DREBEBEP B ETERVEESRESIT 2326 #i

(88.5%) T bz, FHEDN 5%LL EOFEIE

HIZFFEOEEBY Thotz, B, 260056,

YR V% ) SRR DN 1L D VR

RS R E N 25 B Th o 77,

#£3 RN 5%LL EOFEIEA NCCH1606 #5R)

(2 EMERRAT R SR L)
(F W)

ks, ATHEREREE 7 B (26.9%) . MPREFETE 4

(15.4%) . FEBUBEMVRIE/ 2 A /3F =3 f] (11.5%) .
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FOR IR BERE S 3 Bl (11.5%) . FEE DR GRS 2
B (7.7%) KROEEERET 2 5l (7.7%) D3FBHH
N7z, F7-. 1 BIBEPRYE. infusion reaction, 5 & 9
lFige, THEREEREREE . AT, BIEATR, A4,
MBI R, ok, Rtk MEREBTERE, ik
PEARAE & . JEES HH i EEE A S ) 0E . EEES A i R P
FEL AR, DEREE, BRI ZEARE . KIB -
/AR - BERE D TR, MR - BERR S . IR AR HE R
IRIFERSE . ALK OCERITERD ben o7z, K
mE BRI BE S (AR A R A&
io) ZE TR E T,

11 == D-1 FiE2d (1) ~ (5) OWTHPITREYST D0 | 92— O-1 Fed (1) ~ (5) OWTNNIEEHT Dt
RTHDLZ &, RThHDHZ &,
(1) JEATH B RE DR E T 5 23 A2 L S (1) JEATHBRE N E T 5 2 A2 il 9
PesE (EENT RS A2 HCEEEML SR PE . Hlg s A BedE (BB TR DS A2 OB EEHL SR PE . Hulgs A
PR SRS . S AR, ANEAS A BRI RUE . HUE S AR 7R L)
PSRRI AR R &)
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(FROWTINICEE T HERM) 25, L%k
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TERFEBURF DRSNS A 57 70 0k & REBR & Ff D = Al
(FROWTINITEY T DIEAM) 25, HEL2IR

B ORFNCEAT HHEOELEF L L TREINT
WnHZ ek,
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- ERTGFFIUSE 2 FOMMINHE & T L1121
5FELLEDO N AR DERIRIHMEZ1T > T\ bH Z &,
9B 2L RIE, BAEYEEE & U ERRIE
Y OWHEARIT > TNDH Z &,

- ERIRFFERG% 2 FOYHIHEAZE T LT-1&2IC
AL EOBERBREZEAE L CNDZ L, 26, 34
LB, g VR RS 0O )N A SR RTE 2 el
RN FEOWHE# T > T\ D Z &,

- ERIRETERG 2 FOYHIHEAE T L-1%21C
5 AEPL E o/ NR IR K OVNE S A% S de/ R
KA G T 52 &

&

- EATGFFEUS% 2 FOMMIBHEZE T L7-1&I1C
S5ELLEDO R B DOERRIHEZ1T> T\ bH Z &,
25 2L BT BAEYIRIER T & LT RRRE
BFOWHEEIT> TNDH 2 &,

- EEIRFFERG% 2 FOYPHEIHEZE T L7211
4L EOBERBREZAE L CNDZ L, 95, 34F
VL bk, o i gs RS 0 23 A SRIIEE % 8 Tl
R FEDOWHE Z AT > T\ D Z &y,
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@-3 EIEMOZEHCRISIZE LT

BIVER (FRVEMERZE BN 2. EIER IAE, O
K. Dk, HERTRARIE, KGR, /MK, EEOD
TR 1 BUBEIRIE . BISERT 2R PS4, ITEERERE .
FFo% . REALMEARAE 2% . WK IRPERE RS | T HE{AHEEE
PR FRRIEE . BREE, RIRREE., MK, EEO
FefEglEE | fkinfe €4 0E, infusion reaction, HfE
PR MERE RIEMGRE, MR, k. WmED
o RO IRRG R EEE DR (L EHIE) - AR -
NSO SE) | JRIFERSSS | B H i, 8 FL55)
kLT, Y% R Sl M = A B oD B &

10 ~S—

@-3 AIEHDOZWRESICE LT

BIVEF (VMR B 2. BER B AE, (O
R, Wk, BBHRARIE . KGR, /MR, BED
TR 1 BURERR A BIENT 28 PR A, ITRERERE
FFo% . MEALMEARAE 28 . WK IRBERERE S . T HE(AHEEE
PR MRRIEE . BIEE., BIRREE. MK, EEO
g FRIMAR ZERE . infusion reaction, HEEE
PR MR E RIEMGRE, FEEZ. ESe. WD
o SO IRRR VR EE M DI (L EHE) - AR -
O PEIAMIGHE ) | B i, JEEFLEE) (2 LT
YRS AR ST B AR B D S P A A 5 Rl
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EEERHEEST A RFA v
=R~ 7 (B FHE#Z)

(BR7E4 « A7V —ARMFE 20 mg, 7P —RRHFEE 100 mg, A7 P—
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1. (FL®IT P2
2. KFNOKE, 1FHET P3
3. ERARRIHE P4
4. FRRIZHOWT P11
5. XIS EIHBHE P13
6. HHICEL THET REFIH P14



1. iXU®IiC

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%
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
PR & 72 o TR Y RRIFMBGE S & YR O BT EE 2016 CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHHORE(LHEZXS Z L L ShTnd,

BORVERAMSFESR T, KEERASCL 2T 0 7 7 A VDBBEEOEIRSL & B DI
RHZENDD, DD, HMER LSBT HIERNSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RMFEBL L 7B B3t % & D 2 & DA he /e — 8 O B i 7= 3 S BE
THZENEETHD,

L7 oT, KRHA RTA4 Tl BARBEESINE TR LTV D ESEIREN -
R RN EED & | DUT O EIK S O it 70 8 2 HEE S 2810 b MBI Bk B 2
F RO EFREEZ T,

BRI, RKHA BT A 3 MAZATBAE NEIR G ERES O, NS EHEARR
BRI o . —AFEETE N B AR IRNBHE S, —MRAEE AN B AR MR T2 Rk O—fiktt
FVEN B A/NRIE « BDAFROWMIIOH LVERR LT,

S &R HERS ¢ ATV — R L 20 mg, A7 Y — R AL 100mg, ATV
— AR 120 mg, A7 Y — R RUEFRE 240 mg (—%4 0 =
R~ 7 (BAaFHEHZ))

RELRDPRUIIR - R UTERME O H AR % ) Vi

MEERDMEROAE  @HE, A=A L~T GBI z) & LT, 18 240mg
% 2 JEEIRIFE ST 1 [ 480 mg % 4 38 [ERE C A ETET D,
WE . PNRICE=RA v~ T (B Z) & LT, 1 [E 3mgkg
(RE) % 2 EFRRECREEET 5, 7ed, KE40kg L ED
INRIZIE, =R~ T (B HE#z) & LT, 1[\240mg % 2
W IR ST 1 [ 480 mg % 4 R MMR CAfFFET 22 L BT
& D,

B 3E IR 5e ¥ NP TS




2. AARN DR, 1EREF

7R IR ERE 20 mg,  [FATEERE 100 mg,  FAEETE 120 mg K OV A §RE
240 mg (—f%4 : =R~ GEBE ML), LT, TARJ) Evd,) 1, /MRS
TEMKSLEAZ Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BA7 L7t K PD-1 (Programmed cell death-1) (Z%}9 % & Nl 1gG4 & / 7 v —F )Lk
Th b,

PD-1 1%, &M L L2 38k (T A, B ML N F 2 T % 7 —T fifn) LKOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & BUZHIET 2% 2
T ICBRT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v i LT U v SERoiEAIREE
BIZFREI L CTWd, PD-1 U H v RIFHUREE RSB B b Ok & 72 IR 7B
LTHY, EMEREAELE LU L EGHERICI TS PD-L1 OFREBL L itk DALE
WM & OFICADOFEREBIRN & 5 2 & 3G ST % (Cancer 2010; 116: 1757-66)
F 7o R R JE A CIRARRE T N EE T DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFE SN, 5B LI EERRICIIT 5 PD-L1 ORI & itk D
ALEHIR & ORI EDOFBEARRN 5 & DHE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, PURRRA CDS BHPE T Miia o Hifa &
TIPS S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERE&IE, 23
AR TURRF A 72 T ML OWEBEEZ BT 58 FD—> L LTEX LT
Do

AFNT, FEHEBR OFE RS PD-1 OIS EIR (PD-1 U > RG-S HE) ITHEG L.
PD-1 & PD-1 U Y REDEEEET DI LICL Y, DAFURERRNZ T Mok
PEAL R O AABRRNZ k9~ 2 MRS IS M 2 #9587 5 2 & CRefei e ptiigsh R 4~ 9
ZEDER SN TN D,

TS OHRNG | ARFNTHENENEG 5T 2 72 G EEIC e 0 ED b0 L IS,
R U ) VOoNERE B R G L LT ERARER A S L, A, et ROEE
PEDMFERS S ATz,

AFNONE AT IS < E O SOSIZ L DEIERER & b oi, B XIFETIZ
BOWREMD 5, AFNORGH KR OREGHRIZIT, BEOBIEL ToI2ATV, RE DR
O BTG EITIE, FEH LT F RIS U REPIR 2 ik & REBR & RO Rl & L Tl
BI72 8RR 24TV B DO SIERIRT K D RIER 2 e 2 55 i3, B RE AL
RO GFEDWE) IR ALE 24T 9 MER D D,



3. BRPRARE
3 T EEBTE D H LAY AR % U RO KGRI G 2 1T - 72 72 iR iR
RS 2T,

[ 2]
O ENE DR (ONO-4538-15 #ER)

HFEEMBMRBHE T LY Ry ~T XREFU GEla#z) CLF, 7L
YR T T L)) ITIRPUE IR D 20 sk L B O SUZERME O & A AR
Uk oREBFE (ECOG Performance Status 0 &2 O8N 1) 17 il & %512, AA| 3 mg/kg
Z 2 JA RN CRIEEE Lz, FEMEEE Th 52820% (ET IWG criteria (2007)
IZHD < FYHIEIZ K B complete remission (UL R, TCRJ &9 ,) X partial remission

(LR, TPR) &9H,) DOFEIE) 1275.0% (95%EHEKM] : 47.6~92.7%) Th o7z, 72
B, FAMNIEHE L7CBIEIL 20.0% TH o7z,

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

H F & MBI T I T L Y o~ T I K DR E =T 72 18 UL LD F3E
SOFEHRMEOH IR U ) UNEEE (24— F B, ECOG Performance Status 0 5
V1) 80 Bl x4z, AAl 3 mgkg & 2 MBI CAMEERE L7z, ETEHMAEEE TH 5
ZEh# (LRT IWG criteria (2007) (2353 < HIREEIZ X %5 CR XX PR OFIE) 13 66.3%

(95%IEHEIX[H] : 54.8~76.4%) T o7, 72ds, FANIHE L7-BIEIX 20.0% TH - 72,

@ EWHE THHE (NCCH1606 75k

2 LY A L EOREREEA L, o[RS MRS X DIRFEEO W (AR
T M AT BAE O TG ER L) 1L L 24 UL FOFEHRMED R V% ) VSR O
AT /N M [ TS BB 2 e BT, A 3 mg/kg & 2 JH R R C R L,
ARBIORGEESNTZ 26 Bl 5 B, HHAGR DU DOoEIL 1 BIHAAN DL, T D
e BARAZN R (ET IWG criteria (2007) (235 < JRBRE(LERTHIE) X CR ThoTo,

[ 41]
O EWNE DERER (ONO-4538-15 #R)
AEFERIIRHNRD B, AHE ORREBERENGE TERWVAEFL L RHIRED
BT, FEBLHEN 5%, EORIERIZT TEREDO LB ThoTe,



#1 FEBERN 50 EORWER (ONO-4538-15 RER) (REMMEITSER)

BRI H B (%)

FEARGE 17

(MedDRA/J ver.18.1) 4> Grade Grade3-4  Grade5

2RIEA 17 (100.0) 2 (11.8) 0
Mg KOV > RbEE

2y ifn. 1(5.9) 1(5.9) 0

U BRI E 1(5.9) 1(5.9) 0
HE L ORkEKESE

HEI 1(5.9) 0 0
PG AR 5

FOPR BRFS REA T 3(17.6) 0 0
B Ik E

280 1(5.9) 0 0

(T 1(5.9) 0 0

T 1(5.9) 0 0

iZES 1(5.9) 0 0

G 1(5.9) 0 0
— % - EFEER OGO

95 2(11.8) 0 0

TSN 1(5.9) 0 0

i5)=NR 2(11.8) 0 0

FEEN 7 (41.2) 0 0

il 1(5.9) 0 0
JEYSER K OVFE HRUE

PHR 1(5.9) 0 0

fitige 1(5.9) 0 0
BE, PHEB X OWES IHE

HEAIZLE S RS 1(5.9) 0 0
R AR AR AT

JH R REAR A 2 1(5.9) 0 0

LIIRANY 8l % 1(5.9) 0 0

RSN 1(5.9) 0 0

P i Bk At ) 1(5.9) 0 0
R L OveakhEE

KV v AlffE 1(5.9) 0 0

KT R Y 7 A dE 1(5.9) 1(5.9) 0

BRRE 1(5.9) 0 0
B R B L OFE A Rk E

RA i 1(5.9) 0 0

HRER 1(5.9) 0 0

il I RR 2(11.8) 0 0
PR E

FEWED 1(5.9) 0 0

SR 1(5.9) 0 0

K= 2 —m RF— 1(5.9) 0 0
MR as . MEREs X OEhm ks

e M o 1(5.9) 1(5.9) 0

FEGEORIE 1(5.9) 0 0
B R KOV TR

JHEE 1(5.9) 0 0

B2 ¥ &R 1(5.9) 0 0

SIERRE R 2% 1(5.9) 0 0

% ) FENE 5(29.4) 0 0

Bt 4(23.5) 0 0




ks, MEMEMRE 16 (5.9%) | BERUH@ARIE/ I A <F—2 61 (11.8%) . K% -
FEEOTH L H (5.9%) . IFHéRERED 141 (5.9%) . FURIEREREE 3 1] (17.6%) .
FefR e 3 51 (17.6%) KON infusion reaction 1 51 (5.9%) 72338® Hivl=, 7=, HIEM
HESE, OAR. Fige. 1 BUBERRIN . SeEMEf RIS PESR R . PR, B HEREREE
R IR, MM - BEMRZE, EEEO RIS, FiRMieZEmRiE, TR E . MR KL
OSESERITRD b2 hoTe, REWEHREBLURIUIEER S BAREERY 25
o) ZBUEERETRT,

@ WA AHRER (CA209205 FER)

HEFELIT 238/243 1 (97.9%) 2O L, AFIE OREBEGHREE T RWEAE
HHT 185243 B3] (76.1%) IZFRD BT, FELEN 5% LORERIZTERD LD T
o7,

F2 RBIEN 5% EDOBWEA (CA209205 38)  (All Treated Subjects)

RERIR A B (%)

BAGH 243 fil

(MedDRA/J ver.18.1) 4> Grade  Grade 3-4  Grade 5

2RIEA 185(76.1)  48(19.8) 0
MR LY v 3R EE

Uit BRI E 13 (5.3) 6 (2.5) 0
oy WAk

FOPR IR REA T 14 (5.8) 0 0
B IGhEE

i:20 14 (5.8) 2 (0.8) 0

T 34 (14.0) 2(0.8) 0

B 24 (9.9) 0 0

/PR 19 (7.8) 1(0.4) 0
—f% - EHEER L OGO REE

957 50 (20.6) 2(0.8) 0

FEEL 21 (8.6) 0 0
BE, PHERB X OWLESIHE

HENITAE D RO 33 (13.6) 1(0.4) 0
PR AR AL

ALT 50 13 (5.3) 7(2.9) 0

AST #4n 14 (5.8) 5(2.1) 0

U x—EHN 14 (5.8) 9 (3.7) 0
B R B L OFE A Rk E

RE A 19 (7.8) 0 0
AR IEE

SR 14 (5.8) 0 0
R X OV T A RRRE

% O FEIE 21 (8.6) 0 0

W5 28 (11.5) 2(0.8) 0

ek, MIEVERERE 15 61 (6.2%) | BREUFHBARIE/ X A 3F—19 #l (7.8%) . K5
K- WEOTHI6 B (25%) | FPHERERRETE 22 6] (9.1%) . FF& 546 (21%) . FRIRE



BEREREE 28 B (11.5%) | Fh#RkED 40 5] (16.5%) . EHEREREE 4 6] (1.6%) . Kz -
BEEZ 1451 (0.4%) . FEEDZERESE 3 #1 (1.2%) . FlRmAeZERAE 161 (0.4%) |
infusion reaction 38 51 (15.6%) . 4% 2 5l (0.8%) KNS E S 2 5] (0.8%) 7538

bivic, £, EIEMEE, LR, Bk, 1 REERE . et Mis D MESRBER |
BB 55 K OV F AR RERE 13380 S e o T2, AREWERARBLRDLIEE SRS (K
RAERE 2 5T) 2B 0EERE =T,

@ ENE [ fHRE (NCCH1606 #5R)

HEFEGIL 25126 B (96.2%) TR HIL, AH L OREBMENEE TERWVEESR
5203 23/26 1] (88.5%) (278 Tz, FEBLHEMN 5%, LORWERILZTRD LBV Tho
Too 728, 261D 5 B, WHIAGAR T U DOoRIERE S 1, /N E AR R
25 B CTo o 1=,

#£ 3 FEBIEHN 5%LL EORITEA (NCCH1606 BER) (ZEMMATXIREM)

BRI H B (%)

FEAGE 26 13l

(MedDRA/J ver.22.1) 4 Grade Grade 3-4*

2RIVEA 23 (88.5) 10 (38.5)
R AR AR AT

U o SEREGED 14 (53.8)  6(23.1)

AST B4 6(23.1) 1(3.8)

I I ERE e 8 (30.8) 1(3.8)

s IR $3a A 8 (30.8) 0

U HRER B 6 (23.1) 2(7.7)

A e Y L e N 2(7.7) 1(3.8)

Y= NE IV NT AT =T — BN 2(7.7) 1(3.8)

ALT 0 3(11.5) 0

M7 L7 = BN 2(7.7) 0
— % - EFEER X OGO

FEEN 5(19.2) 1(3.8)
BB KOV T AR &

IS YNITRZ N2 2 6(23.1) 2(7.7)

% 9O PEIE 3(11.5) 0
MiEFR E VY o REEE

2 if. 12(46.2)  4(15.4)
R L Ok EE

K7 V7 2 IfgE 5(19.2) 1(3.8)

BRRE 2(7.7) 0
B IBhEE

il2ni) 2(7.7) 0
B L ORI RRE

BHHIR 3 (11.5) 0
ERNE N IS SRR ]

AN 2(7.7) 0
B R d6 K UG A FL R

i 2(7.7) 0
AR IR

SEYR 2(7.7) 0
A s



an BRI IR Bi%k (%)

FEAGE 26 13l
(MedDRA/J ver.22.1) 4 Grade Grade 3-4°
PR IR FR RE T L e 2(7.7) 0
FOPR IR REAR T E 2(7.7) 0
* . KBTI Grade 5 DA HH4T Grade 4 & L THEBIHGE (CRF) (250
SRSz,

Ik, ITHERERRTE 761 (26.9%) . MHiRtfaE 4 61 (15.4%) . MSUTHEMELE < A4/ F—
361 (11.5%) . FRBREERERRE S 3 1 (11.5%) . HEE O RJEREDE 2 6 (7.7%) KOV
R 2 6] (7.7%) PR iz, F7-. 1 BUPERIHE, infusion reaction, 5 & 9 K, T
AR RERE R Tk, BIUE 25, IFAA, MUEMERE, ik, iz, mEREREpERE,
MEALPERRAE 28, RS, BEEM B E, BEE R MAERESE . Ok, OIEREE . R
FRIZERRIE, KIBK - /DNGZE - BEO TR, K - BEER. RIBHRERRE, JREFkEs, B
LI OERITFR D AR D~ 1o o ARRIVERFEBURDLI LB 5 (REIR R A R H 25 T)
E R R T T,



[k - ]

AR OREMIEDBEET NV EZFIH L2 I 2 b— 2 AZE D A3 mgke (K
) Xi¥ 240 mg % 2 HFEMHNE TR G L2 BROARF O MG FIRES G SNz, Z0hk
R AHAN 240 mg 2 x5 LZBROBRER R, AH] 3 mgkg & 505 LIZERORE & & i
LTmEZrd & PRSNZbOD, AANEREICEWTEAENN R SN TS
% - A& (10mg/kg % 2 WG TR G) TARIZ#KG LIZBRORE & & ik L CTRE
ZRTETHShE (FR) AT BEOREEICR T 527 — 212 H3E | AH 3 mgkg

(RHE) X3 240 mg % 2 WFEIFIFE THR G L 7ZBROARA OIREE & & A 0 3L e &
DEE A RFT T DRI LUS T T VR S L, UEBIEIC OV TRRES DM T DAL RER
EREOME - HEOH THRME R O IR AZR TRV E THIS U,

K3 FAOEYBENT 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 OO di i L5 HREE . Crminara  HI[EIFE 52 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
TR

Fo AR ORENEYBEET LV EZFIH LIz I 2 b— a3 2L 0 AFH| 480 mg
Z 4 W TG SUIBERGE O L - B TG U 72BROARH O fih I B 23 it
INic, EORER., KAl 480 mg # 4 HEFME TG LIZBEOEFIREBIZI T 58 m
EHIRE (LT, TCags) &V, ) 1%, AKI240mg % 2 F IR THEG L72BED Cavgss
EHUT D E TSN (THR) o Fo. 441480 mg # 4 AN TG L72EROE
FOAREEICBIT D emImiETIRE (LU, [Craxss) EVMD. ) 1, AKI 240 mg % 2 i
[FlR TG LTZBRD Craxss & I L THEIfEZ R T & PHlSL2 b 0D, HANEBEICE
WTARMENHER S TWD i - & (10mglkg % 2 BRI TG TAF 25
L72BRD Craxss & HHE L TIRMEZ 7R3 & PRI (FFR) . M T, HEOEEICEK
FHT—HIZHAD X AAI3mgkg (KE) F721% 240mg % 2 BHRIMRE. & L < IIAH
480 mg % 4 FMIRINE TR G LB OAR| OBRTE 8 & A0 T e et & o B &2
THBRBONTE T VPR SN, YEBEEICOW THRE M Thh iR, Bito Ak -
HEDF TH MR OV Z VIR ZR T2V E PRl T,



R4 AFOEYELNT A —F

v - B Crnax Chmind28 Cavgd2s Cimax.ss Crnin.ss Cavess
(pg/mL) (pg/mL) (pg/mL) (ng/mL) (ug/mL) (pg/mL)

S meke Q2W (352 '760-8) <16-25750-3) (21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)

240 me Q2W (51-712’203) <23-33?'539-0) (30.‘5'670.9) (102,5354) (41?57,'%1358) (62.11(,)9187)

50 mg QAW (103307) (15.25?17.4) (37.?)?34.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)

10 mg/kg Q2W (142,9322) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 gos) (232,7277)

HFRfE (5%, 95%%) . Q2W :

2AMFERE, Q4W : ARG, Cumax 1 HIEIF 514 0D f ) MLIE IR EE
Crmina2s : PN 51428 A HIZF51T 2 SR PR, Cavears : I G-1%28 A H & T O FH i i EE |
Crnaxss * EFARAEIZIS T 2 B ML FHEE . Crninss  EWIRRBIZ I D S ARILIE PIEE, Cavess : EHIRAE
(Z35\T 2 SR R
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4. HERRIZOWT

AR E LTl ERE (2FRE) Ao TNnD 2 enn, YRt 4
UNCEf T Dk THOLMEND D, TDO LT, KFI OGN @Y7 BFH 220 -
E L, AANOBREGIZ I EEZAEHZRBEL LRI T 2 2 ER3nEE oo, BITF
DDO~@DT X T &R IZBWTHEHAT & TH D,

O MEFRITHOWVT

D1 Fid (1) ~ (5) OVWTIIEYT IR THD Z &,

(1) JEAEFBREDEET 503 A BHEEEILS RS ERE RS AR EE L SRR,
HiE A3 A RSB RUR e . B S AV BRI . /NS AUBLRRE, NI AS AL
e )

(2) FEEREHEFPL

(3) HBENFIRAEDIEE T 2 B ABHEIEEHE (03 ARSI b, 23 A B
Ik, YA IR R &)

(4) I RALFIEE A FRE U, ARG 1 U SRAL RN 2 O fii gk FL e
AR D AT > TV B itk

(5) PR A AL 7 B BRI OO fif 5% FE L2 AR B il HY 21T o T B Jiiak

O-2 AR T F U N RO FPRIE K ORI S B OO SIS 47 7 sk & %
Rz FoEM (FROWTNNIIEE T DHEM) 25, SR OARFNEE T 5 a0
HfEAE L LTRESATHD Z L,

*

o [ERIGFFHUSHR 2 FFOPNHEZE T L7212 5 HFLLED D ARIE O EFIRIHE %
{ToTWAHZ &, 96, 29 EIF, BPAEYREEE I & UIZBRRIESGFONHE %
ITHoTWBHZ &,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKEREZAG LT\ 5D
Z L, 9B, 3FEL T, EMmAREMENEL O 2 A SEY L A B TR IR MR S OAHE
BITHoTCWNAZ L,

o [ERIRFFISER 2 FOPMNHEZE T L7cRIC 5 2L Eo/NRImE & OVNER A
ra i/ NERERRREZ AT 5 Z &,

© BENDERLFREEDOEH|IZONT

I HRE B IE S 2 BMEE L E S, BRSO OB D . A2 - 2
IR I OB P ORISR 5 E iRt AFFRNELE LB E OWE
. FRESNITT DN DIEHINE > TN D Z &,
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® BHWEH~DXRIZOWT
@-1 MRk AHIICBEd 5Bl

EVE MR B O BB R BIEM AT LB, 24 FERIZIRIEHIO T, Y% X
ISR 12T, B L2 BIERNIZIS U CABRE B R O CT O RIWEH ORI &4
LWRMAEORKERENY ARG Lh, BHICHGTRERIEHINE - T Z b,

@-2 EENEFEFICLAFBRNNICETL2EH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DNEER =4 Y v
EEDTHERDOA T ) —= T HATOERE L IE#ME LA TE DT — LERIRH 2
SN TWDHZ L, B, BRI OWT, DABRE L ZOFEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

BIVER (RVE MR BTN 2 | EAEMEEDAE, DR, Mk, B RARE . RIBXK.
NBS, BEO TR, | BBERE, BUEATIR. TR, IS TR, mifbrEiase
%, HURMRBEREREE . MRS, MhRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7R MRS, MEKE RIEMRE, F5EZ.
BEdk . DR, IR RENE, DlEbEE (OEHE) - IR - O MEEIAMGES) |
AREFERES . IS, EEALE) (T LT, Yaghiax B ERERE O FMMEEZ A 5
il EEE L (BIERORZKOXISICE L THRER O EEZZ T ON &M h D =
E) L EBITET) R AE N TE HEHINE S TND Z &,
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5. ‘#EXRLRDHBE
[Hxhiiz B3 % 31E]
O TROBFIZBWTAFOEEN RSN TND,

o AFEMBABHE L T L Y L~ TITHGE USRS O P38 38
BYEOE AR F U B A BE

o 2V VAU LOIREREEZA L, MooREE MR X D RREO 20
(H Z28& M A A A OV IR ILFF2) . B TR TE O i A o )
A RVINIGY:: e

@ TREIZEZNY T 2 BE AT 2 AR O PG K O A TR OV T AFIOAZED

MESLSNTELT, AFIDEREGIR LB,
o ALTFRIERIGROBA
o MOTUEMESA L O L TR Sh o B

[ 2z B9 5 ]
D FRICHEYT 2 BFIHOVTIEAR OB G AR L SNTVD T &b, 52T

bz &,
o AHNOREIT R UIBBUEDORBEERE D & 5 BFE

TRIERTOFHMIZ BV T FRRICEE S 2 B 12OV T, AAlOREFHERE Sy

B, MOTEPRIUEL DS NG EITRY | HRICAHZENT 52 L 2BETE D,

o MEMMEEOAI IO H 5 BE

o M AR A CRHVE R 2 58 6O D A K ONEENME OO H BRI g 2 <o G it ¢
FEDONNZRIEMEZRA LN DD B

o HCORERBOED, XUHEMA7ZRE L < IEXFERMEO B O R B OB TR D
bR

o eI (EMmEaBEZ 5Te) Ob DB

o OB IIBEE A AT DR

*  ECOG Performance Status 3-4 "V 0 B

(ED  ECOG & Performance Status (PS)

Score EFe
0 | &<MERIEHTE 5, e CHEAEESHIRZE ITx 5,
| AARIICEL LUVEENTIHIR SN DS, SITATRE T, BB > TOEEIIITO 2 LN TE D,
B NFE, EEEE
2 BTRIEECHSDOH DRI O Z L 13T N THEEEDERILTE W, HHD 50%LL EiZ~<y FACiE I,
3 ROENTZHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O LiFael TERY, BECy R BT Tild,
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6. HEICERL THETNEFH

O B SCEFITIN A ROERGEER SR D ERME 1T D & A D Fre M OV 1E A
O DIZLE R ERE I L ThBEERT 52 &,

@ JREBIRAICIEN D BE NI ZE OFIRICAE DR OEREE o3 L, AR5
ThobETLHZ &,

@ EREWEHO~XT AL MZDOWT

WEMEEEN D oD ZENH DD T, AFOEEIZH 1= > Tid, BKRE
W (REWR IARIEE, ik, FEEVE) OREFE M O X S A o FEhnd, #leiz+5
ZATH 2 &, Fo, MBS U THE CT, miF~— T —FDMm&%Z T+ 5
Z &,

AFNOFEILEE D infusion reaction (2 2. CEARHI 43 %D T 5 U
i ZAT>7c L CRRMET 5 2 & £72.2 B B LR O A 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIEGH K OARA G T #IT A Z A
ERRET 5%, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHRE - 08l
T5HZ &,

FORIBRREIRE . T ERAERERET R ORIBREENRH 5o 2 & 03H 5D T,
AFN D ¥ 5B hERT M O G- B T E IR N0 sk RE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &5 2 bildikx IR BOW e
DHLLNDZENDDH, BENRDONTHGEIIL, BELEFRIIS UL
R 72 05k & BRBR 2 Rf D[RRl & g U Cal bl 2 B ne W 217V 18R D5
FOSIT X 2 BWER 2 o 2355 1id, AFNORIE T I, R ORIE E A
NEHOBRGELBET DL, B, BIERERLVE L OFREGIZEVEIE
HOYGERFRD IV WA TR, BB RE AV LISt o Sz il Fl o8 in
bEETDZ L

BT %, ORI S8 AR L T LEWERDBET 2 Enb D129,
AR OBEHETHRIZHRWEMORBBUCH2ITHEET D 2 &,

1 RUOBE R (BIE 1 BUEIR W 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRH-FEOER DR B MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN ICiEREEZPIE L, AR 8l
H OB EEOBEE RAEZITH Z L,

BIERF I, BFARE, IFERERES . TR, B{LMERE RPN LD Z 03 D
DT, EHHIITHERRREZITV., BEOREL +2I2BET 2 &,

@ AA|OFFEARRERICINT, &EHANG 6 7 HUNIT 8 B T L1z, TR,
GBS TR E TIX128M 2 S ITHIMEORHET 21T > TWe Z L 22|,
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