s HHEET A o1
—R V<7 (EinFHHE %)
(7e4 « A7V —AR SJlEE 20 mg, 47— R S0 ERHE 100 mg)
~HEMAPR XD N EA~

YRk 2 94E4 H (FRk 3 04F 8 HikzET)
JEA T A
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1. IZL I
IS DN - BEMEOHER DT DIZIT, B SIESFITE SV i B A A R
BND, 6T, IEOREREMOMESRIZ L0 | FUKEIRS 72 & OHH 72 3 1E A%
FFEHRMDPARBENDLHF T, 20 DOEEKNZ BN EF IR 5 2 L PR
ML 0o TR REMBLEE & SO FART #2016 CFRk 28 426 A 2 A B E)
IZBWTYH, EHMNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORE B EIR A, KBRS R AT 0 7 7 A VSBEF O ESR S & B 5 MR
RHZENDD, DD, HER LSBT HIERSHERET 5 £ TORM,
MHEIRMOREZMLZIT 5 2 EnHIFF SN EBFIC LTERT S & & bic, mIfE
RMFEBL L 7B B3t & D 2 & A fE7e— 8 O B il 7= 3 S BE ¢ A
THZENEETHD,

L7 oT, KHA RTA4 Tl BARBEESINE TR LTV D EFEIREN -
BRI EED & | DUT O EIK S O el 70 8 2 HEE S 2 8L b MBI 8k B 2
FROEEFREEZRT,

I, RHA BT A %3 MAZATBAE NEIR M ERESH OHE, NS EEEARAE
BRI s . — AR N B ARERIR NRHE 2 I OVt [ E N B AR IR -2 O 1 7 D
b EER LT,

KGR & IR D EMY, TV — R 20 mg, A7V — R ETEEHE 100 mg (—H%
% =RV~ (s R )

KR ERDMEIRE © FRSUTEEIEDO AR % U LNl

MEERDAERORE - BE, A=A ~T GBiaf#i %) & LT, 18] 240mg
% 2 MR T ST 5,

LUl T AN ST e S S e S




2. AHIOFHE. 1EHEF

7Y — R FIEERE 20 mg M ONFELEEERE 100 mg (— 4 - =~ 7 B
Biz) . LAF. TARALD) &, NG THEMAStE A X Ly 7 24 (87 Y X b -
~A¥—X A7 A7 (BMS) 1) 2BA% L7-t K PD-1 (Programmed cell death-1) Z%}
T5HE MG €/ 7 u—F LHURTH D,

PD-1 1%, I&MAL L7V 88k (T MR, BMIfAL O F 2 7 0% 7 —T M) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & BUSHIEE T 2% 2
THE) BT HZRERTH D, PD-1 IIHURIE R %ﬁﬁépuluﬁyF<HnJ
JOVPD-L2) EfEA L. U U RERICHIEINE Y 7V B AREE L C U Vo RERDTE R L IREE
ﬁm%%LTwéom>1Uﬁy%iﬁﬁ%ﬁw@u%_t%@%ﬁ&@%ﬁﬁ_%ﬁ
LTHY, EMEREAELE LU L EGHEMKICI TS PD-L1 OFRBL L itk DALE
WM & ORI ADOFEREBIRN & 5 2 & A ST % (Cancer 2010; 116: 1757-66)
F 7o R R JE B IR T N EET DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, 5B LSRRI 5 PD-L1 ORBL & ik D
ALEHIR & ORI EDOFBARRR 5 & OHE S & % (Sci Transl Med 2012; 28: 127-37)
S 512, PD-L1 Z 558 7S AT, PURRREA CDS e T Mg o s
TEMEZ 59 S 54, H1 PD-L1 /KT PD-1 & PD-L1 & OfE&EEET 5 &2 OHIN
EEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RERERIL, 23
AKIBA TR R A7 T MM O OBREE A BT 5HFD—>2 L LTEX LT
Do

AFNL, SRR OFE R 6 PD-1 Offfas M E (PD-1 U # o REEAREI) I2R5A L.
PD-1 & PD-1 U REDFEREIET S LICL 0, DATURRERNZ T MRS
PEAL R OV AR BRSS9~ 2 AR ARS I M 2 58 5~ 5 & & TRkt e pLiEs o iR & r 9
DRI TVD

TS OHIRN S | AFNTHENENEG 6T 272 G EERIC e VG b0 L IS,
R U ) VOoNERE B R G L LT A S L, AahE, ZBetER O
PEDSHERR S LTz,

AANDOAERBE 25D BB DRIEFUSIZ & HBEWEMEDRH 5o, Eﬁﬁgjl‘iﬁEtii’
£ % HH ﬁﬁ%@é Zliﬁﬂﬁ)%frtlj&()\&%i?& (T, BEOBRZ 40TV B
NSV gWiek® e tell = NS 1 A O a: =3 ELt%W%&%ﬁkﬁ%%%OE%k@#LTL
72 8RR ﬁ%ﬁw W EDGRIE UG & DRI gD 58121, BIF R E RV
OG- E DY) 7L E 21T D %\%37%3?)50



I OB O i) R O ) LR E O A GBI EM A 4T o 72 AR R R R EBR D
A & R,

[H2hE]

@O HEWF DB (ONO-4538-15 FER)
HEEMEBHREBHEE YT LY v~T XRF v Efnrffiz) IR, 70

VY F = 7)) ATHEGUESUIARMA OFFFESUTEHAMEO H A & 3% 2 U N JERE

(ECOG Performance Status 0 &2 O8N 1) 17 Bl & %512, &K 3 mg/kg 2 2 ¥ ] & T A0
HHE L7, HERHEEH T 5285048 (MET IWG criteria (2007) (235 < Ao E12 &
% complete remission (LA, [CRJ) | partial remission (LA T, [PRJ) DOFEIE) X
75.0% (95%IEHEXH : 47.6~92.7%) Th o7z, 7eds, FANIRE L72FIMEIX 20.0%T
Hol,

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

H 1S M B I T I T L Y ® o~ 7 L D IRIRE 2 - B3 UL G
O R YY) oNEERE (24—~ B, ECOG Performance Status 0 2OV 1) 80 {31
ZXRIGAT, ARA 3 mgkeg & 2 BRIEIRE CARMEHE L7z, REFMHEE ThoHEME (&
FT IWG criteria (2007) (233 < FIfEIZ L D CR UL PR OEIE) 1 66.3% (95%1F
FEX M : 54.8~76.4%) Tholz, 7ok, FANIRE L-BIEIL 20.0%TH > 72,

(2 421E]
@O EWHE THFB (ONO-4538-15 7lER)
AEFZIIEONGZD biv, AH & ORRFEBPEE TERWVAFER L EFIED
T, FERD S%LLEORWERIZITERD LB THhoT,
£ 1 RBEN 5% EORIEM (G2 RIEREHTHRER)
B e

(MedDRA/J ver.18.1) 17 #
4> Grade Grade 3-4 Grade 5

EEIEN 17 (100.0) 2 (11.8) 0
MR LY v RS
g 1(5.9) 1(5.9) 0
U SR E 1(5.9) 1(5.9) 0
HiB OBk EEE
ST 1(5.9) 0 0
aanA e
R IR BEREAR T E 3(17.6) 0 0
B ImhEE
i) 1(5.9) 0 0
i 1(5.9) 0 0
T 1(5.9) 0 0
TS 1(5.9) 0 0



Btk (%)

EEE%IJQ%E I
Ak 17 61
(MedDRA/J ver.18.1)
4 Grade Grade 3-4 Grade 5
T ELD 1(5.9) 0 0
—f% - BEREER L OGN OREE
eI 2(11.8) 0 0
AL SOS 1(5.9) 0 0
Rk 2(11.8) 0 0
FEEN 7 (41.2) 0 0
REAE 1(5.9) 0 0
JRYSE R K OVF A dUiE
LRNER/S 1(5.9) 0 0
fiti g% 1(5.9) 0 0
BE, PR X OLEA OHE
TEANTHE D SO 1(5.9) 0 0
Y7 R e
SR RE I A S 1(5.9) 0 0
i MR 1(5.9) 0 0
REIE 1(5.9) 0 0
F i ERHR 1(5.9) 0 0
R L Ol
KA Y 7 AlfiE 1(5.9) 0 0
%) b U 7 A 1(5.9) 1(5.9) 0
BKROE 1(5.9) 0 0
R L OYE A Rk b
RAfR 1(5.9) 0 0
iREs 1(5.9) 0 0
77 P18 2 (11.8) 0 0
AR R R E
FEMED E 1(5.9) 0 0
SR 1(5.9) 0 0
KM= 2 —m/RF— 1(5.9) 0 0
MRk g, MElEs & OVithRRE S
R M 2 1(5.9) 1(5.9) 0
FRGEDORSE 1(5.9) 0 0
B X OB Pk
M B9 1(5.9) 0 0
¥ $EHE 1(5.9) 0 0
SUERRRRG 2% 1(5.9) 0 0
& O PEIE 5(29.4) 0 0
B 4(23.5) 0 0

¥, FVEMERTZRE 1B (5.9%) . BREUHREARE/ X A xF—2 1] (11.8%) . KEFK -
HED TR (5.9%) . IFREREREE 1 1 (5.9%) . HREERERED 3 61 (17.6%) .
RS 3 5] (17.6%) KON infusion reaction 1 5] (5.9%) 3ilked HiL7-, F7-. FEIEW
HESIE, OARR. Fhge. 1 BUBEIRIN, St MRS ESRBER . PR, B HEREREE
RIS, MM - BB, B OGRS, FIRMEIERIE, TS PRk
VDS EIERITRD bR Do 1o, REWEMFEBURIUT S FEROMEFES (R
R EZET) 2 H0EFRERE R,

@ WESNVE TAEERBR (CA209205 #ER)
HEFLRIT 238/243 ] (97.9%) 12D L, AFE OREBEBAEE T RWAE
HET 185243 ] (76.1%) IZFRD HTZ, FEEMN 5% EORIERIZTERD LB T



HoT,

# 2 FEHLERD 5% EORIPEM (Al Treated Subjects)
B (%)

oo e VA 1
ﬁgi”g;” H KA

(MedDRA/J ver.18.1) 243

4= Grade Grade 3-4 Grade 5

RITEH 185 (76.1) 48 (19.8) 0
MiEER LY > GREE

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

FOR R REAR T E 14 (5.8) 0 0
Bl

20 14 (5.8) 2 (0.8) 0
T 34 (14.0) 2(0.8) 0
LTI 24 (9.9) 0 0
/A 19 (7.8) 1(0.4) 0
—fi% - REEER L OGN OREE

T 50 (20.6) 2(0.8) 0
FEEN 21 (8.6) 0 0
BE, hEB L OWLEA OHE

HEAIZPE S B 33 (13.6) 1(0.4) 0
FR AR AR AT

TI=T ) FIRT =T — BN 13 (5.3) 7(2.9) 0
TARTGX BT ) M T AT 2T —EHM 14 (5.8) 5(2.1) 0
Y R—E N 14 (5.8) 9(3.7) 0
R R K OV A Mk

BAfR 19 (7.8) 0 0
PR R IR E

SEIR 14 (5.8) 0 0
R B X O kb=

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

¥, MRS 15 6] (6.2%) | BREUHREARIE/ X 43T —19 # (7.8%) . K
K-BEOTH 6B (2.5%) . AFHERERE 22 61 (9.1%) . PR SHI (2.1%) . HRIR
FEREFE T 28 5] (11.5%) . FREERETE 40 il (16.5%) . B RElE 4 61 (1.6%) | MKk -
BEEEZ 1 B (0.4%) . BHEEORERES 3 6 (1.2%) . FFIREIERE 1 6] (0.4%) |
infusion reaction 38 {31 (15.6%) . W% 2 31 (0.8%) MRS E 9 K 2 i (0.8%) 7D
bivlo, E£io, EIEMEDIE, O, gk, | BUREIRIE ., Sy M i MR P 2R |
BB e OV FEAARSAERR 11380 D e o 7o, AEIVER S BLRILIT Y 3% F5 o0 B
#=4 (RRAMEERTZE0) 25 0EFRERELRT,



[k - ]
AR OREMIEDBREET NV EZFIH L2 I 2 b—a A2 E D KHI3 mgke (K
H) 33240 mg %z 2 ARHFIE TG LIZEROARA O Mg HiEARE Sz, € oORs
R KA 240 mg 2 x5 LIZBROBREREIT, AH] 3 mgkg & 55 LIZEROREE R & ik
LTmEZrd & TRSNZbOD, AAANBREICEWTEAENI R S TS H
%« & (10mg/kg % 2 A TR G) TARIZ&KG LIZBROREE & & ik L CTRE
ZRTETHShE (FR) AT BEOEEICIS T 527 — 2125 E | AH 3 mgkg
(RE) X% 240 mg % 2 WFEIFIRE THR G L 7ZBROARA| OIREE & & A 20 3L e &
DB AR DRI LS T 7T VPR S L, UEBIEIC OV TRRES DT DAL T RER
EREOME - HEOH THRME R O AZR TRV ETHRIS U,
£3 AAOEYEE T A —F

M B Crmax Chind14 Cavedl4 Cmax,ss Chin,ss Cavgss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
S mefke Q2W (352 7608) <10-;?§4-5) (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 QaW (14;,9;19) (51.6; '739.2) (79.9(?,'51;14) (33?,9232) (18421,1 ;13) (23$,7§86)

AR (5%4%,95%40)  Q2W = 2B MIIFAE, Conax : HIIEIHE 522 O fic i L5 R EE . Crinara @ A 5-2 14
HH ﬁ:j—,\;”—é%{ﬁm{%ﬁup{%};f\ Cavgdl4 : %ﬂ@*&’%‘?ﬁl“' HH iT@qug[ﬁl{%iEP/%fg\ Cmax,ss : %ﬁ%fﬁ@:iﬁ
ajé%%m?%iqj/%};f\ Cmin,ss : ﬁﬁ%ﬁﬁéi%ﬁé%ﬁm(%qﬂﬁ%ﬁ\ Cavg,ss . iﬁ%ﬁéczﬁff%ii@m{%l:'j

i3S



. JEERIZOWT

KRG & U TR (BOFA) 2AE o TS Z &b, Uikl & 2
YN Ef CT& Diisk THOLMEND D, TDO LT, KFI OGN @Y BFE 220 -
E L, AFIOREIC XD BEEZREWEMN 2B LIZERICRIGT 2 2 L AnE i, LI
DO~@DFT N T AT HIZBWTHHAT 2 XETH D,

O {4 1ANE

D-1 T%@(Uﬂvs)@w?Mﬂ_&éﬁéﬁ X THDH L,

(1) JEAETEBRENEET 503 A2 OB ILSRBTSE (GBRE A S A2 EHE L SR B
HiE A3 ARSI PR %Wﬁh*%f&ﬁk)ﬂ%ﬁoi4ﬂlﬁﬁ5 437
Jii5%)

(2) FrErgREmbt CERL29 4 6 H 1 HEEA © 85 fitiak)

(3) HAENFRENFDEE T D 03 USRS (D3 ARSI BT, 3 A2
W I19PBE. D3 ARSI EEHEE R 72 &)

(4) IRACTFIFRIEE A %L/%%M%$&Mﬁlli%%ﬁ%%ﬁm%2®m X L
(AR DR 21T > T Dfiax (R 28 427 A 1 AR 1 2540 fiak

(5) #ﬁ@ayﬁ@ﬁ@mu%m@ HHME AR D I AT > TV D litiax Rk 28 4 7
A1 BEER ;1290 gk

D-2 HHMAR T U o EO TR R R ORIE AR BLEE O XIS+ 50 72 0k & 1%
Bra R oEAT (FEOWT IS T DIERN) 2, YE2EROARRIZE T 5 1HED
ETEHEE L TRHEINTND I &y

#

o [EEMFFESE 2 FOUIMIMHEZ K T L7212 5 FELL LD D AUIBE DR IRIHE 2
{ToTCWAHZ &, 95, 2L R, BAREMIRIELS I & LIZBRRIEREFONHME %
IToTCWVWHZ L,

o [ERIMEFFEUSHE 2 FOYIHEZE T L72RIC 4 FLL ELOEKRERZ AL Tnb
k. 96, 34EDL R, M asENERES O 23 A S IEE & A el R i S O HE
BIToTWAH I L,

© BENOEEMIGFHE B OKHIZ DN T

IS PUCEE T 2 5 EE AR E S, REEAEN O OFWRED ., A2 - &2
PSP RE RO E I CERE IS 215 WL, AEFSRNRE LG oMWmE
B, EDRERMNATONDIERHINE S TWnWD Z L,




@ BEHA~DHIEIZHONT
-1 Sz Al B9~ 5 2

VR MR R D BB 7R BIE R 3 3842 LT2BRIC. 24 BEREISIRIAHIO T, Mi%hiak X
IR AR 23 T FEBL L2 BIPERNICIS U CABE B KON CT ZOFIVER ORI 4
BRRADORERIY BRI LI, BEHICRHSTRERAR 2 E > Tnhs 2 &,

-2 EFEMEEFICL DA EFRISITET 2 21

AR 2 M2 i L OB e 2 AT 2 EREFEEDNEERT=2 1 7
HEOIERD ATV —=0 T fTWEIRE LE R LA TE 5 F — AERES
SN TWBZ L, B, BEEHICHOWT, DAERE L ZTOFRICHSICEmEnT
WnHZ &,

@-3 BEHOZWr=oxH B LT

RIVER (FRVE MR BTN 2 | EAEMEE DRE, O R, Mk, B RARE . RIBXK.
HEO TR, 1 RBERA, ITHEREFETE . HURIRS e, MRitbas . BiEE (BFre
PRADE MEMEB R 2 ETe) . RIS, MK, BEEOLERS, FIRMLEIERAE, infusion
reaction, S ME M/ MR PESREENR (ITP) | W8 O %% KOG, IR EME, OlEE (O
o) « ZRAR « DS PEIAMIGHESE) | iR ) (2xf LT, Makhiiak )T B e
BRI DO EMEZ G 5 AN & EEE U (BIEH OZB-CRIGIZEE L CTRER R 2321
LRORMICH D Z L), EHITHEYRLEN TE SEHRE-TWD Z L,



5. BREARELDEE

(%

@

EPEIZET 5 FH]

TRLUC Y T HRBEF IOV TIEIARAOTR G LR SN TWD Z b 51T
bz &,

o KAIDRST IR LI BEUE OBEEIED & 2 B3

IERATORHMIC BV T FRRISHZYE T 2B IOV TR, AR OHREITHER I g

D, AOIREERPIUL A 2 NG EITIRY | HEREICAFZEH T2 2L 2BETE D,

o [FEMMREOEHIITEEDOH 2 BHE

o B E g THE R 258 0 D BE M OTE B D JUH B il 28 0 i G it 2%
LEOICRIEME A DI D B

o HORERBOED, UHEMRZE L < IEZHERMEO B i R B OB TR D
b5 BE

o EERBAEE (GE RSB A 5 Te) O HERE

*  ECOG Performance Status 3-4 "V 0B

(A5 Bd % $1H]

@

@

HZ & M OV 7 L oy % o~ 7 HRPUTE SUT RIS O B3 T G
DOEIPA D F ) U ERE BV TAAIOFIMEN RS TV D,

FREICRENE T 2 BB T D AR OG- J O ITHEIZ SV TR, AFIOAF R
PHESLSNTE LT, AFOTREHR LRI,

o ALFERIERIGROBE

o MOTUEMEESA L O L TRE Sh o B

GED  ECOG o Performance Status (PS)

Score EF

0 | &<MERIEBTE 5, e U HEATESHIRZ <1725,

1 PRAGIC IS LVEENIHIIR S A 23, BITATHE T, BIEESM - TOMERIITHI 2N TE 5,
S NE IS

5 BATRRECTH O OE ORI O Z L3¢ X CTHREEDERIZTE 2V, HH O 50%LL Bid~xy FATET
7

3 RONTZEHSOEDED DZ L LnTE7R0, HHO 50%LL EE2 Xy R Tl 2,

4 2LENT RV, BOOHFORD OZ LiF3e TERY, BEIy KBTI d,

10




6. WHIIBEL THET X FHH

O WACEFIIN A, REREER B TRALT D GRS 1T D & AH D Frie M ONiE 1EA#
DT DIZLE R ERE B L ThBEERT 52 &,

@ JREBALAIZIEN D BE UL OFIEICHIMER OfERMEZ ot L, FE x4
ThobETHZ &,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD ZENRNH DD T, RFOEKGIZH T2 - Tk, BKIE
AR (PR RIS, ik, REVE) ORI OISR X A O =%, Bla 145
1795 2 &, Fo, BEISUTHEE CT, Mg~ —F —%50ORELET 5
Z &,

AFNOP 5L EE D infusion reaction (2 2 CEAMFIZ 572D TE 5 Y
%477 L ChT 5 2 &, £72.2 [ B LB OAFHI % 5-FFIZ infusion reaction
NHLOLNDZ L HHDHDT, KAE M OARAFE G TRIT AL Z YA
CERET 5%, BEOWREBE IR T 52 L, 723, infusionreaction &
FHLLT2E 121, B TOMEE R OYERA ERICEE T 5 ThREZ +o#ls
T5Z &,

ORI REREE 23 oD 2 L3 d 5 DT, RAIOF 5B haHT & O 5-H1fH
T EIIRI ORI P RE MY (TSH., 028 T3, ifEfE T4 SFORE) 2 FEhET 5
Z&,

AHNOEEIZ LY | WEOREFINTRRE T 5 L& X BN DER 2 R EEHIE
DHOLOLNDZENHD, BRENRBOOLNTGAEITIL, BELEFERIIS L
B 72 058k & RRBR 2 FF D[R Al & g U Cal bl 2 B nie W 21TV il o
FOSIT X 2 BWER 2 o 2 35511, AFIORIE T I, K OEIE RE AR
NEHOBRGEEZBET DI L, 2B, BBRERLVEOREIZEYETE
R OYGEERFRD B WIGEIZIL, B BB AR VE - USO gz Bl BN
LEETDZ L

B TR, BOAM N OH I ARE L CHORIERREBLT A2 Z B3 H 5720,
AR OBEHETHRIZBRWEMORBUCH2ITHEET D 2 &,

1 BUBEPR IS (BIE 1 BRI 2 5 de) 23 Hiodu, FERWMES R 7Y R—v &
ICED T ENHLOT, NG, B, RIS O FEBC M FEED E57- 12+
DERETAHZ &, 1 RN LN SGE TR G2 HIEL, 4R H
HlOF 5 E DY L EZITH Z &,

@ AHOFRRFABRIZINT, BE5BGNO 6 U H LML 8 MM Z &1, ZALARERIT.
GBS AERE T 128/ Z & IO 21T > TWe Z L 2B BT,
AT E IR BRI E TR OMERZ1T O Z &

11



