EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4 « A7V — A RFEFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
A AT ERE 240mg)

~ P R P B R~

ER 3 048 A (4Fn 248 9 AET)
BT BE



ER/N

1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4. FFZIZOWT P7
5. H&EGXREMDEE P9
6. WHIZEL THETNEHH P10



1. IILBIC

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, RIA BT A 3, MSIATBAE N EIE N EREIR OIS, A4 HENRR
BRI o, —AFEENE N A ARBRIRNBHE S FEdR B FTEENE A B AR P2 &k O
—MRFEETEN B AR ER 2 D/ 0 b LR LT,

RG L I BEIRS, - A VR ERE 20 mg, A U — R SEETE 100mg, 4
— R AEERE 240 mg (— %% - =R~ T GEfs## %))

WG ERDIMREIIAE D3 A LFIRIER ITHEIIE U 72 UIBRAR RE 70 64T - FRo8 O TR Mg s b B2
i

WG ERAMERORE @E, RAICIZ=Ar~7 (BIETH# %) & LT, 1[240mg
Z 2 JEMIRINE S 1 0] 480 mg & 4 3 W RI6E C AT 5,

f3E IR 5E ¥ F N IRG TEEASH




2. AHN DR, VERBF

A7V — R S 20 mg, [FEASTEERE 100 mg K OVR S ERE 240 mg (— k4 - =
R~7 (B z), LT, TRAL Evo,) 1d, AN T¥ERASEE 2 &
Ly 7 2% BT YA -~ ¥ —X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxt9 5t MU 1gG4 €/ 7 a—F LAHETH 5,

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
TR AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & 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,

IO OFENS | AFNTEMEIERE I 2 B 2R EIC 20 55 Lo & MifF S,
TR M B IR At e & L T2 BRIRRRBR 2 S0 U . A2, 2 atE e VR A MED e 7R
iz,

ARANDVEFIRERAC IS < M O Sy RIS & 5 BHEM %238 5 b, TE I
EDFREMEDN & Do AAIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L HUTIE U B 2 ik & B8R & FF o R Afl & L Col
BI7RERIZ I 21T\, B ORIERRIC K D RWER R DIL DA, IR AR L
U FI OB GO YR ILE AT 5 BERD D,



3. BB
DAY FPRIERR (S U 7= UIBR AN BE 72 A T « F3-28 D S i e v B2 B 0D 7K GRRF L 2 A &
1Fo - BRSO %2 7T,

[H20hE]
[N AHERER  (ONO-4538-417357)

FIFFRHN LR N LUFE RPN LKk & ORI AR O )
PRANBEZ2 ST « PR OB R E fE RS (ECOG Performance Status 0 2 TN 1) 34 f5il %
KIGT  AH 240 mg % 2 FAF B TR Y Uiz, EEFHEEE Th 2 203 (Modified
RECIST criteria (2004)(Z3&-25 < i) 12 L D CR UL PR) 1£29.4% (95%(E#EX [ -
16.8~46.2) Tholz, ¥, FANIHE LIBEEIX5.0%TH -7,

[Z41E]
N I FEFAER (ONO-4538-417:45R)
BEFGILI2B3M5] (94.1%) [ZiBD BV, AH & DRPBERNEE TERVEFER
1323/34%1 (67.6%) IZF8& LT, FBEENEWLL LORWEHIZ TERO LB ThoTz,
#1 FEHBHS5%LLEORIMER (ONO-4538-4138R) (L MMEATXIREM)

o =YIPNGE | B (%)
FEAGE 34 15
(MedDRA/J ver.19.0) 4 Grade Grade 3-4 Grade 5
EIEM 23 (67.6) 7 (20.6) 0
N 3 i B
FRIR BB REAK T 2 (5.9) 0 0
IR
T 4 (11.8) 2 (5.9) 0
A% 3 (8.8) 1 (2.9) 0
L 2 (5.9) 0 0
Mg - 2 (5.9) 0 0
—% - &FEER X OB 50K
TR 3 (8.8) 0 0
95 97 2 (5.9) 0 0
FEEL 2 (5.9) 0 0
BRI A
Y =B 4 (11.8) 2 (5.9) 0
7 7B 3 (8.8) 1 (2.9) 0
U o ERERD 2 (5.9) 0 0
R L Ok hEE
BRI 2 (5.9) 1 (2.9) 0
B RS R d6 X UG A R Rk
RA A 3 (8.8) 0 0
B ¥ KOV T AR kR
B 4 (11.8) 0 0
BEIR B KRB 2 (5.9) 0 0

IRk PREREE 2 B (5.9%) | ATHEREREE 161 (2.9%) . FRIEREREE 4 61 (11.8%) .
VMR 2 651 (5.9%) . KIGZK - EEO THI2 4] (5.9%) . 1 AUBERF 1 41 (2.9%)

4



NRD O, £i2, BHEREREE, EEOKLERE, TERAKERSE, BIEHER
e . EFEMEESINE, MMJE - BERZ. infusionreaction, 5 & 9 R, Dbk, fhsk.
BB RARIE/ X A 3T — PRI B PESR B . IF2E . SR AR ZERRE & O L
PR RITFRD BV D o T, ARWEAZFEBURBUIEEFS (FRRRAEE R 25 T)
E DR R 2R

I



(ML - HE]
AFNOREMARYEEET LV EZFIHA L2V I 2b—2 g 2k, AH 480 mg % 4
T EI R TR 5 U BEAGR O ik - RS TR LT BROARF oI iR E S RET S
7o EORER. ARHAI 480 mg & 4 IR TG LB OEFIRIEIZ BT 2 FiE 4
BHE (LLF, [Cags] &V 9,) 1E, AHKI 240 mg % 2 FFEFIE TG L7ZEED Cugs &
BT 5 L THlEan (F#£), £z, A4 480mg % 4 HMMR TR G LiZEEo @k
BICB T DR MIETIRE (LU, [Craxs] EVV9. ) 1E, AHI 240 mg % 2 JH [HH IR
TG LTZBED Craxss & L CREREZ R T & FHISNZH OO, HARANBZIZENT
DEVENHER SN TWA AV - & (10mgkg % 2 B THKY) TAAIZ#S5 L7
BRD Craxss & HEE L TIKEZ /R & Pl e (FFR) . M T, EEOmEICEIT 5
F A& KK 3mglkg (KE) F7-1%240mg & 2 BRBIRNE. 35 L < 13A%K 480
mg % 4 JE MR TG U2 BROARF OuRidE & & AT 22 & OB Z a2
B SOSTE T U S, YR W TR TON SR, oMk A&
O THME R LBV R 22 BT 70 & PRl STz,

K2 FAOEWBE T A—F

- B Comax 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?§0.3) (21.321 '4(1)3.9) (75.1){3171) (27,612,'107) (42.717,'?27)

240 me Q2W 61.712,?03) (23-33?'29-0) (30.‘;670.9) (10;,5254) (41?57,'51;58) (62.11(,)91 87)

480 mg QAW (10%07) (15?}7.4) (37.?)3,.;)4.8) (14?,1 236) (27.751,?37) (62.11(,)91 87)

10 me/kg Q2W (142,9322) (86.959,.?32) (101,1 ?48) (323??25) (18421,1 §03) (23@,7;77)

ol (5%, 95%5) . Q2W : 2 ERIMIFGE. QAW : 4 EIRING. Cumax @ PIEHR 544 0 focim LT R |
Cringzs : 142 5% 28 H BIZH1T 2 IARIMIE L, Cavgozs @ HIMEI42 5% 28 H B £ TOFH Ml iF ik

FE. Crmaxss 1 EFIRIEIZIS U 2 e @ ML IR EE . Cinss © EHRBIZ 51T 2 BARIMLIE PIEE, Cavgss : EHR
HEIZ 51T 2 A5 My Hh il



4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AHI D EFE M2 MR BIE B~ i 1 A
N HHER TH > T, AR OEENEE) 72 BE Z2W - FrE L, AFOFGICL D BHE
7REWER Z 3B LT BRICXIS T 5 2 & BB R 7o D LU DO~@D 3T Al 72 i
RIZBWTHEHAT 2 ETH D,

O mEFITHOWVT

D1 FiEo (1) ~ 5) OWTIMNTEY T D% THDHIL,

(1) EAEFBREDEET D05 A BEEERLS RS (BRE RS A SR BE L SR
HiE 23 ARSI SRS, HUES AU )

(2) FEEHEREIFRRE

(3) HBEIFRAE T ET D03 AU HEEEHRRE (D AR B, 23 AR
W 1REBE, DA R R R e &)

(4) IRACFRIER 2 3% 8 L, SSRMEFREINE 1 ISR FHEINE 2 Olifiak FLYE
2% D 21T > TV D%

(5) PUENMEREE AL E BN O fii 5% L UEICAR D R A 1T > TV D fiak

O-2  GEMERRE BRI O A SRR K OVRIE 38 B O St G 57 70 Jae & 8B & 5 >
Rl (FROWTINITEYS T HERM) 25, L2 WP OAFNBE T DIBROBEEHE &
LTRESNLTWD Z L,

*

o [ERIGFFESE 2 EOHAHME ZE T L2121 5 FELLED D ATRIED BERAHE &
[THoTWBZ &, Hbh, 28D R, RARMIRELE T L LI BREEZOHHE 2
{ToTWVWBHZ &,

o [ERNEFFESH 2 FFOPMIIHEZIE T L7-%I1C 4 L EORERRBRZ A L T\ 5D
Z &, b 3FELL T, EMEMIRE T R IE O DS A SRR A G T e REL g S O B IR
HHEZIT-> T WA Z &,

© BtADERMEREBEOEKHIZONT

RIS I A B FE T D BMEA NI E S, BERSE S OfFmE 0 A - %
IR OB B ONERISE IR 5 et A FFRNELE LG E OWE
. FRESDITT DN DIEHINE > TN D Z &,




@ 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

ARSI 5 BEFTR 72 50 M O\ RE 2 A 2 BIRIERE D ElfEl =2 ) v 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.
NS, EEDO TR, 1 ANEIRIE, e, IFlRelEE, R, mrEiRgE L, FRmR
BeREREE . THERMAREERES, MREE, BEE, AIEEE. MK, BEORERE, §
RIMAEZEFEIE, infusionreaction, FEFEZR MK, MEKERIEMRE, M. PER, WE
DORIEROG, PRIE R mNE, OElESE (OIS - tRIR - = VEIAMGHS) | JEEE HA i
JEFLSE) (T3P LCL Yaghiiax ST BRI Z A3 2 EM & EE L (RIEH
DOZWrPKHSIZB L THRER OB EZ T oNL5MICHH Z L) EHIZHEY) e dlE
N TEDHIRFPESTNDH T L,



5. REMBRLLRDBE
(AL B9 % F ]

@

@

TROEH BN TAAOFIMEI RS TV D,
o ALERIERO & D UIBRAREZEEAT « AR Ol b R AR

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

o —WRIBREZIT TV W RS

o MOPUEMEEEAI L OFH L TG SN D B

| 7S e hllE S pRAR )|

@

TRICHY T 2BREIZOVWTIAFIORE N L INTWDEZ b, BH 21T
DN &,
o AHNDOESTIT KR LIRHUE DO BEAERE D & 5 BH

TRIERT ORI B W T FRRICEE S T 2 B 12OV TR, AAlO R EIFHERE <y

DS, AMOTEPRRPTUE D R WIGEITRY | HEICAFRZETNT 52 L 2B TE D,

o MEMMEEOAI IO H 5 BE

o JRoE I R AR A CRRVE R 2 58 6D D B K ONE BN 0 JUH T i 2 <0l Yt il 2%
LEOICRIEMEA DD EE

o HORERBOED, UHEMERZE L < IEZFERMEO B i i B OB TR D
o 5B

o g A GEMmEtMaBREZ ETe) Db 5 BE

o OB A AT 5B

»  ECOG Performance Status 3-4"V 0 3

(ED  ECOG 0 Performance Status (PS)

Score | EFE
0 | &<MERIEHTE 5, B CHEAEESIHIRZE ITx 5,
| AARIICEL LUVEENIHIR SN DS, SITATRE T, BB > TOEEIIITO 2 LN TE D,
B BNFE, EEEE
2 BTREECHGDOH DRI O Z L 13T N THEELEDERILTE W, HHD 50%LL BiZ~<y FACiE I,
3 RONTZHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O el TERY, BECy R KBTI d,

9




6. BEZELTHEETREFIH

O  IRFASCEREIIIN A, BEEIR B D IRAET 2 ERFE 2D & AR O FeE K& OV Ef#
RO 7= DI B w2 o B L Co bR« 2 L,

@ JHREBIAICENL D . BE T F OFRICE MR EREZ oA L, FEE25
ThoEETHZ L,

@ EREWEHO~XT AL MZDOWT

MR EN D oD ZENH DD T, AFOEEIZH 1= > Tld, BKRE
W (REWR ARIEE, ik, FEEVE) OREFE M O X Sl d o FEhnd, Bz +5
IZATH 2 &, Fo, MBS U THE CT, i~ — I —FDMm&%Z T+ 5
Z &,

AFN O EILEE D infusion reaction (i 2 CERARI 32kt D T 5 U
faAT > 72 EChtAT 2 2 &, £72.2 [8] H LABE O A 5-FFIZ infusion reaction
BHHLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIT A Z A
CERET H%, BEHEOREBE+SICBIEET 52 L, 70, infusionreaction &
L LG E 12, R TOBELOERAERIZEIE T 2 £ ChEE 2 +o8ls
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B hERT M O G-I I3 E IR N0 i rE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY BEORERISIZERT 5 &5 2 bildikx IR B e
DHLOLNDZENHDH, BENRDOONTHGEITIEL, BERLLEFRITL U
B 72 ek & R 2 e Al & i U Cli bl e BRI W 21TV, IR D
FOGIT X 2 BWER DN g0 23551 21E, AR ORFES T I, R ORIE BE A
WEVRIOBRGEEZZBETHZ L, 2k, BIBREFRLVEYOEEIZ X0 EIE
M OYEEDRFRD B WA TR, BB RE ARV LIS O Sz il Fl o8
HEET D,

BeGAET %, ARS8 ARE L T LEWERADNBELT 2 Enb 571290,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUOBE R (BIE 1 BUBEIR WS 2 & de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRH-FEOER ORI MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN -G ICIEREEZRIE L, AR 8l
I OF 5 E DY L EZITH Z &,

@ AFNOEGRAERICIBNT, 6 BT EICHIMEDOFHLZIT-> T\ Z L 2B,
AR G-I ER BB CHROMREITH Z &,

10



