I FHHEE T A KT A
=HRn~<7 (B HHz)

(BR7E4 « 472 —RAHEE 20 mg, 472 — R AUHHE 100 mg, +7'2—
R A ERE 240mg)

~ S i 5 o B i~

TRk 3 0458 ] (41 248 9 1 KET)
AR B
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1. 1ZLHIC

G OF N - BEMEOMRDT-DIZI1T, Y SIESICES W @ e 2 kK
BND, S5, IHEOREEMOMEAIC L0 | FURESR S 72 & OFHH 72 5 LA E R
FPEZRBDAREIND T T, 2O OERMNZ EIZHNERBFIRMLT 5 2 L BBEO
FRRE L 2o TR Y RFEMBOER & O AT EE 2016 O3 28 42 6 A 2 H M#EIE)
IZBWTYH, EHMNERNEOHRAORE(LHEZXS Z L L ShTnd,

BORVE RS ESR T, KB ERASCL 2T 0 7 7 A VSBEE D ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HIERSHERET 5 £ TORM,
MHEIRMOREZMLZIT 5 2 EnHIFF SN EBFIC LTERT S & & bic, mIfE
RSB L 7B B 2t 2 & D 2 & N AHE e — 8 O B 2 7= 3 R S BE O
THZEREHEETHD,

L7eDio> T, KA RT4 Tl BRBEESLZNE TILELN TV A EFIFR -
BEE RN S & | LT O ER GO il 72 5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARITA BT A A%, SIATBOE N ESE S R A A, AmEEAN R AR
BRI 7o, —AFEENE N A ARRIRNBHE S FoEdREFTEENE A B AR 22 &k O
—MRFEETEN B AR ZR 2 DO 0 b EER LT,

RfG L I B EINL L ATV — R AR 20 mg, A7 Y — R T 100 mg, A
— RS EE 240 mg (—#%4 =R~ T GEfs 7R Z))

KRR DMREUIAE: © DSAALFZIFRIEL (THEE U 7 YIRS RE 7R AT » T8 oD BN b S o iz
i

MEERDMEROAE  BH, A=A ~T GBI z) & LT, 18 240mg
Z 2 TG ST 1 1E] 480 mg & 4 F8 IR C A ssiE a5,

LUl T AN ST e S S e S




2. KRHNIOFHE. 1ERET

F 7V — R I ERE 20 mg, [FLSIEEE 100 mg K ONELSEEHTE 240 mg (— %4 - =
R~7 (B ffz), UF, TRAL Evo,) 1d, AN T RS L 2 &
Ly 7 2% BT YU ZARL - ~vA¥—X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxt9 5t MU IgG4 £/ 7 a—F LHETH 5,

PD-1 1%, &M L L2 38k (T A, B AR N F 2 T % 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & BUZHIEE T2 2
1) IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFELT 2 PD-1 U K (PD-LI1
FOVPD-L2) EAEA L. U o SERICHHIM: Y 7 v niE LT U v EROEMALIREE &
BIZHRET L TW5, PD-1 U W NIFHUREE SN B b O & 22 IRk 5B
LTk, BMERAMEEE) LU LB T 5 PD-L1 OFEBLLIEDELF
HIM & OMICADHBEBRN & 5 Z & AHE I TW% (Cancer 2010; 116: 1757-66)
F o EMR AR IR T Milas AT 24 X —7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEE I N, BB L EEMAHRIZI T D PD-L1 ORI LD
AALEHIR & ORNCEDOFBIRRE N & 5 & DHiE S # 2 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 H S E -8 AMiiE, PUsRFER CDS Btk T M o il fafs
TEMEZ 59 S 545, H1 PD-L1 14K T PD-1 & PD-L1 & D& EET S &2 OHIN
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 7
AR TR R A7 T MM O OB A BT 5HFD—2 L LTEX LT
Do

ARFNL, SRR OFE R 6 PD-1 OFMAESMEK (PD-1 U F o RFEAREI) IS/ A L.
PD-1 & PD-1 U T REDFEEZEILET S Z EI2X 0, BATURFFRNZ: T kDI
PEAL K O AABIRNE k9~ 2 MBS TG M 2 58 5~ 5 2 & CRefc e PuiEgsh R 4~ 9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 Bl 2R EIC R0 55 Lo MifF S,
TR M B2 IR At e & L T2 BRIRRRBR 2 S0 U . A2ME, 2 atE ) OV AN 7R
iz,

AFIOVEFRFFIC 3 < BE O GIERURIC X 2 BIER SN & &b, BEXIEL I
BB RS B D AAOB G RO G%IIE, BHOBEE HHITV. BESR
D BTG AITIE, BB L HGUTIE U B 2 ik & B8 & FE o R Afl & i L Col
LI2REERIB M 21T\, B OSRERIGIC L DRIER A SN 5 5A121E, BB R E AL
LRI OB EEDHYRLE 21T O VERDH D,



3. FEIR RS
D AL FIRIERR (TS U 7= UIBR AN BE 7 A T « F3-258 D FEL: i e v B2 fEE oD 7K GR IR L Z A &
1T > = ER IR O 2=,

[ 2]

E PN AHRRER (ONO-4538-417857)

FIFFRHN LR ML FE RPN LKk & ORI AR O )
BRAREZ2EST - PR BNy R i £ (ECOG Performance Status 0 &2 OV 1) 34 il %
KIGT  AA 240 mg % 2 B F R TR Ulc, EEFHEE B Th 2 203 (Modified
RECIST criteria (2004)(23&-5 < Y EIZ L D CR UL PR) 1529.4% (95%(SHEX ] -
16.8~46.2) Th-olz, 72¥, FANIHE LIZBEEITX 5.0%TH -7,

[Z4tE]
EINEE DARRER (ONO-4538-417-0%)
BEFLII32345] (94.1%) [ZRDO B, AH & DRRBERENEE TERVEFER
1323/34451] (67.6%) (258D BTz, FEFENS% U EORWERIZ TERO EBD THoT-,
#1 FRERN5%LULEOFRIER (ONO-4538-415888) (VMR S4EM])

ZRERIR SR B (%)
FEAGE 34
(MedDRA/J ver.19.0) 4= Grade Grade 3-4 Grade 5
EIEH 23 (67.6) 7 (20.6) 0
Rl e
FRIR BB REAK T 2 (5.9) 0 0
B IR
T 4 (11.8) 2 (5.9) 0
A4 3 (8.8) 1 (2.9) 0
L 2 (5.9) 0 0
Mg - 2 (5.9) 0 0
—% - &FEER L OB 50K
PR 3 (8.8) 0 0
95 97 2 (5.9) 0 0
FEEL 2 (5.9) 0 0
BRI AL
Y R—E N 4 (11.8) 2 (5.9) 0
7 7B 3 (8.8) 1 (2.9) 0
U o ERER D 2 (5.9) 0 0
R L Ok hEE
BRI 2 (5.9) 1 (2.9) 0
B RS R 36 X OV A R Rk
RA A 3 (8.8) 0 0
B ¥ KOV T AR kR
B 4 (11.8) 0 0
BEIR BB 2 (5.9) 0 0

7RE . MREREE 2 B (5.9%) | ATHEREREE 1 61 (2.9%) . R REREE 4 61 (11.8%) |
VR MENGZE AR 2 6] (5.9%) « RIGK - EEO THI2 6 (5.9%) . 1 BBERPF 161 (2.9%)

4



DRBD NI, Tz, BHERERE, BEEORERE, TEAKERE, BB KRR
e, BAEMIES)AE, ANZE - BEMFZ, infusionreaction, 5 & 9[RS, OHd. Ahse. M
BB RARIE/ X A /3T — PRI OB PESR B . 28, SR AR ZERRE & O b
PR RITFRD BV Do T, ARWEAFEBURBUIEEFS (RRRAEE R 235 T)
TR R T,

i



(ML - HE]
AFNOREMARYEEET LV EZFIHA L2V I 2b—2 3 2k, AH 480 mg % 4
T IR T 5 U BEAGR O ik - RS TR LT BROARF oI PR E SRS
7o TORER. AAI 480 mg & 4 IR TG LB O EFIRIBIZ BT 2 FiE 4
BHE (LAF, [Cagss] &V 9,) 1E, AHKI 240 mg % 2 HFEIFIIE TG L7ZERD Cugs &
BRIT 5 L THlEn (F#£R), £z, A4 480mg % 4 HMMR TG LiZEEo @ ik
RRICBIT D &mmiEHIRE (BLTF, [Chxs! &I, ) &, AH240mg % 2 BEFMRE
TG LTEBED Chaxss &I L CRIEZ T & THISHIZH OO, HRANBFITBWT
DEMVENHER SN TWA AV - & (10mgkg % 2 B THKY) TAAIZ#S5 L7
BROD Craxss & B LTI 2789 & FRIS 2 (FHR) . AT, #EOBEICE T 5
TR ZHSE A 3mgkg (KE) F 7213 240mg % 2 BEMMME. 2 L < 344 480
mg % 4 WA HIFIE TG L IZBROARA OMREE & & A 20 T L et & OREL BRET 5
BSOS TE T U S, YHEEIC O W TR TON SR, ok A&
D[ THME KR LBV R 22 RT3 & PRl STz,
%2 AAOEMBRE T A —F

M - R Cmax Chnind2s Cavgd2s Comax.ss Cmin.ss Cavgss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)

S meke Q2W (352 '760-8) (16.25?50.3) (21.32T '23.9) (75.1){3171) (27,612,'107) (42.717,'?27)

240 me Q2W 61.712,?03) <23-33?'539-0) (30.‘;670.9) (10;,5254) (41?57,'51;58) (62.11(,)91 87)

480 mg QAW (10?207) (15?}7.4) (37.?)3,.;)4.8) (14?,1 236) (27.751,?37) (62.11(,)91 87)

10 mg'ke Q2W (142,9222) (86.959,.?32) (101,1 ?48) (323??25) (18421,1 §o3) (23@,7;77)

RAE (5%, 95%/7) « Q2W : 2 HHMIFE. Q4W : 4 NG, Cumax @ FIEIHR 512 0D ficim LT TR
Cminazs = WA 5-4% 28 H BIZF5U 2 SR i PR, Cavears @ #IEIFR G2 28 H H & TOFEI M i

FE. Ciaxss @ EFIRIEICI T 2 Hom MUE THRE, Cinss 1 EFIRBIZI T 2 BARMIBEFIRE . Cavgss : EFAR
REIZH1T 2 3 M ke



4. fEFXIZHOUWT

IS U A 7 EEETE (RMP) (ZHED & | AHI D E I 22 MR B~ i 1 AT
Mo HHER T > T, AR OGN #EE) 72 BE Z2W - FrE L, AFOEGICL D HE
7REWER 2B LT BRITIS T 5 2 & BB R 7o D LU DO~@DF T A 72 7 i
RIZBWTHEHT & ThH D,

O {4 1ANE

D1 Fieo (1) ~ (5) OWTNNIIEY TR THDHIE,

(1) BEAETBREDEET D03 V2 REEEHLEIRPE S (BRIE TR S A2 B HEIL Rw P
N AR POEEEBL RR T, HUIES A2 IRIREE e &)

(2) FrEHEREIRPT

(3) HARENTERENFDGE T D S VB ROEEERRT (D3 AR EIRbT, 23 A2
W IEBE, 3 AR EEHERE T e &)

(4) ARACTFIHIEE ZFRE L, SRAETFRIENR 1 ISR FHEENINE 2 Ol 5L 7E
R D 21T - TV D ik

(5) DUEMEREZAIAL )7 & BN Ok B EITAR D Jm H 21T > TV D gk

-2 AL B RE DAL SR K ONRIE 8 LI O SIS 5y 70 Jake & 8B & 5 >
Ehl (FROWTNNIEEE T HERM) 25, LR OAANCE T DI6ROBEE &
LTRESNLTWD Z L,

*

o [EAIRFFESE 2 FOMMINME ZE T L721RIZ 5 LU LD AR OERIRIHE 2
ToTWHZ &, 26, 28U LT PARYREL L LEERRIESZOIHME %2
ToTWHZ &,

o [EEMEFFESE 2 FOUMMHEZE T L72&IC 4 FFLLEOBREREZ A L T D
ZL, ob 34ELL T, MR R E D A3 A SRR A B e IR BRI S O i R
HHEZIT->TCWAHZ &,

@ BENOEIEMLE %&Hﬁfﬁﬂi@ﬁiﬁ% ZDOWNT

PSR BRI CAE T 2 BTEE DR E S v, RSN OFRE D, Aok - &2
el i%ﬁ’]fﬁ?&@”@ﬁ&@l:ﬁﬂﬁ# I D IE IR, AEESDNRAE LG OWE
EH, ENHESCHIATONDIRHINESTNDE Z L,




@ EHEHA~DX I HONT
@-1 Hii ez R BE 3 2 A

[V MM B O HEE R BIE 2N AE L72BRIT, 24 FFRIRZIERIRTHI O T, ik X
IREEE ST VT, FEEL L2 RITERNTIE U CABRE B O CT S D RIER Q@I 24
HAMRADRERD Y H PGS, EBISIS A RER AR 8-> T\ Dd 2 L,

@-2 EFRIEFHIZ L DA FFGNISITET % 2t

S ABIRHE D D BT 72 5 e O\ Re 2 A 2 BIRIERE D EltE =2 ) v 7
EEDITEROA Y ) == T ZATOWERE L FME A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAHNZOWT, DABE L ZDOFEEIZHHIHm ST
WnHZ &,

-3 BRHEHOZMxIIZ B LT

RIVEA (MEMEMEEIZIN 2 BREAREDRE, OIdk. Tk, BT RAREE ., KX,
NS, EEDO TR, 1 ANERIE, e, IRl E . R, gL, FRR
BeRERE S THRMAREERE, MREE, BEE, AEEE. MK, BEORERE, §
JRIMAEZEFEIE, infusionreaction, FEFEZR MK, MEKERIEMRE, M. PFER, WE
DORIEROG, PIE R ENE, OEfESE (OIS - tRIR - = PEIAMGHS) | M5 HA i
JEFLSE) (T3 LCL Yaghiiax ST B R ORI 2 A3 2 EM & EEE L (RIEH
DOZWrPKHSIZB L THRER OB EZ T oNLGMICHH 2 L) EHIZHEY) el
N TEDHIRFPRESTNDH T L,



5. BGXIBL B EHE
[ B ZhiEIc B4 % $H]

@

@

TROBFIZEBWDTERF DA MR R I TND,
o ALFERIERED B DYIFRAGE/LMEIT - P8 O Mg fsirh fz i R

TREIZEZ Y T 5 B IR D AF OB L OME A FIEIZ DN T, RFIOH %
MHELINTELT, AFOEE[IR LR LI,

o —KIREEZITTOZRWEE

o MOPUEMEEEAI L OFH L TG SN D B

(7S et S pRAR )|

@

TRICEHY T 2BEIZOWVWTIAFIOR E N LI NTWDEZ b, fH 21T
DN &,
o AHNOESTIT KR LIRHUE DO BEAERE D & 5 BH

TEFRATOREIZ IV T NRLIZRE S ¥ 2 BF IOV TE, AFOFGIFHERE S g

DS, A OIREERIUL A 2 WG EITIRY | HEICAFZEH T2 2L 2BETE 5,

o HEMEMZEROEH I EDH 5 B

o HaEE AR A CHE R 2580 D B K ONE M O HUH Bt 2% R0 Gy M it 2%
EORIZRIEMEZELN A BN D BE

o HOMEEBOAD, XUXEMERZE L IIHFREMEO B O REEDOBHERE D
boEE

o EERBHE (GEMEEBHEEEZ ET) Ob D EE

o MO IIBEE AT LR

e ECOG Performance Status 3-4 "V D g

GED  ECOG @ Performance Status (PS)

Score | EF
0 | &<MERIEHTE 5, BFaiE U HEAEESHIRZE <1725,
: AARIICEL LUVEENIHIR S DS, SITATHE T, BIEERIE > TOEEITITO Z LN TE D,
B BNFE, EEEE
2 BTRIEECHSDOH DRI O Z L 13T N THEELEDERIZTE W, HHD 50%LL EiZ~<y FACiE I,
3 RONTZEHSOEDED DZ L LnTE7R0, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD OZ LiF3e TERY, BEIy KBTI d,

9




6. HHICEL CTHET & HE

O  USHSCEZEION %, MEIRGEER DR 5 GRS 12 -5 & ARHF O Frit M OV 1Efil
RO DI LB IRMERZ T3 ICE L T oA+ s 2 L,

@ RIRBAMBICHESI G BE T T OFBRIAER OfEtE 2 58 L, RE 215
ThroEEGT5HZ L,

@ FREWEHO~RT AL MIOWNT

FWEMEREN D oD ZENH DD T, AFOEEIZH 1= > TiE, BRE
W (REWL ARIEE, ik, FEEVE) OREFE M O X S A o FEhnd, Btz -+
ZATH Z &, Fl, HLEIDS U T CT. Mg~ —h —F 02 £+ 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CERARFI 3 2%kt D T 5 U
faAT > 72 EChtaT 2 Z &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
BHHLOLNDZEHHDDT, KFIEGH R OKRAGHE T HRIZ A Z A
YEWET %, BEFEOREBE+SICBIEET 52 L, /0B, infusionreaction &
FHL LG E 2R, B TORELOERPERIZEIE T 2 £ ChEE 2 +ogls
T5HZ &,

ORI BRI E . TRAERT R ORIBREERH 6O Z R HDH DT,
AFN D ¥ 5B haRT M O G- B I E IR NIt rE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) £+ 52 &,
AHNOFEEIT LY BEORERISIZERT 5 &3 2 bl dkx IR B0 e
DHLOLNDZENHD, BENRDOONTHGEITIL, BERLLEFRITL U
B 72 ek & R & Re O R Ail & i U Cl bl A RIS W 2 ATV IR DS
FOSIZ X 2 BWER 2N g0 23551 21E, AR ORFES T Ik, R ORIE BUE &
NWEHIOBRGEEZZBETDHZ L, 2k, BIBEREFRLVEYOELIZ X0 EIE
M OYEEDRFRD B WA TR, BB RE ARV - LIS o Sz il Fl o8
HEET D,

BeEAET %, BB S8 AR L T LEWERDNBELT 2 Enb D729,
AR OEEHETHIZHRWEM ORI 2ITEET D,

1 BUBEPRIS  (BE 1 BUBEIRS 2 & de) Db bbiv, BERFES 7V F—T &
IZEDZENRHLOT, Hig, ol NRH-FOER ORI MBEE O LA 12+
SEETLHZ L, VREREN DN ICITEG 2L, AR ) H
FlOF 5 E DY L EZITH Z &,

@ AFIOEGRAERICIBNT, 6 BT EICHIMEDOFHLZIT-> T\ Z L 2B,
AR G-I ER BB TR OMREITH Z &,
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