B HEET A FT A v
=R~ T7 (GBinHH#Z)
(BR5E4 : 7V —REFEBE 20 mg, 47V —R HEEE 100 mg)
~EBRER XY L E~

A2 944 A (AL 3 04F 8 ARET)
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1. [ZT®IC

IS DOF N - BEVEOHER DT DIZIT, B SCEFICE SV B A A R
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 J R 1E A%
FERMDPEARBENDLHF T, 20 DOEEKNZ FICHLER BT IR 5 2 & PR
ML 0o TR REMBGEE & SO FART #2016 CERk 28 426 A 2 A B E)
IZBWTYH, EHMERNEOMHRAORE(LHEZXS Z L L ShTnd,

BOFVE RS E SR ST, SRS 2 T 1 7 7 A ADRBEE D ES L & B S i
RHZENDD, DD, HEROLZEMEICBET HERNH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIfF SN BT I LTERT S & &bz, mIfE
RMFEBL L 7RIS B 23t % & D 2 & DA fE /e — 8 O B i 7= 3 e BE CfE
THZENEETHD,

L7 oT, KRHA RTA4 Tl BARBEESINE TR LTV D ESEIREN -
R RN EED & | DUT O E IS O it 70 8 2 HEE S 2 B0 b B e ik B 2
F RO EFREE T,

I, RHA BT A 3 MAZATBAE NEI L EREIS O, /IS EEEARAER
BRI s . — AR N B ARERIR NRHE & I OVt E N B AR IR -2 O 1 7 D
b EER LT,

WG & IR D EMY, ATV — R EEEE 20 mg. A7V — R ETEEHE 100 mg (—H%
%o =RV~ T (s R )

R ERDREIE « R SUTEEIEDO AR % U Nl

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

Bl N OE ¥ DB TS




2. AERN DR, 1EREF

A7 — R FIEERE 20 mg M ONFELEEERE 100 mg (— 4 - =R~ 7 Bl
Baz) . LAF. TARALD) &, NS THEMAStE A X Ly 7 24 (87 Y X b -
~A¥Y—X A7 A7 (BMS) 1) 2BA% L7t K PD-1 (Programmed cell death-1) Z%}
T5HE MUIgG4 €/ 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 i BhHIZ IE & AUZHIEE 2 2
THE) BT HZRRTH D, PD-1 IIHURIE R %ﬁﬁépuluﬁyF<HnJ
KLOVPD-L2) EfEA L. U SERICHFINE S 7 VB ARE L T U o REROTEVE(LIRRE
ﬁu%%waéOM}lUﬁy%iﬁ%%ﬁw@u%_t%@%ﬁ&@%ﬁﬁ_%ﬁ
LTHY, EMEREAELE LU L EGHMKEICI TS PD-L1 OFREBL L itk DALF
WM & OFICADOFEREBIRN & 5 2 & 3G ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE B CIRARRTE T M EE T DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, 6B LI EERRICIIT 5 PD-L1 ORI & itk D
ALEHIR & ORI EDOFBARRN 5 & DO#HE S & 2% (Sci Transl Med 2012; 28: 127-37)
S 512, PD-L1 Z 558 7S AMIIT, PURRFEA CDS BHtE T Mg o s
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
HEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RER&IE, 23
AR TURRR A7 T MR O OBWEFEZ BT 2D —2 L LTEX LT
Do

AT, BB OFE LD S PD-1 OIS EIR (PD-1 U W RS HE) 1SRG L.
PD-1 & PD-1 UV REDFEREIET S LICL 0, DATURRERNZ T MRS
PEAL R O AUKBRRN S k9~ 2 ARG BTG M 2 58 5~ 5 & & TRkt e piiE s iR & r 9
DR INTVD

TS OHRN G | AFNTHENENEG 6T 22 G EEIC e 0 ED b0 L IS,
R U ) VONERE B R G L LT A S L, AahtE, et RO
PEDHERS S 4172,

AANOAERBE 25D BB DRIEFUSIZ & HBWEMEDRH bbb, Eﬁﬁgjl‘iﬁEtiﬁ’
£ % HH Fib)ébé ﬁﬁﬂ@&frqj&()\&fﬂ& (T, BEOBRZ 401ATV AR
O BTG EITIE, FEHLTZFRI ELt%W%&ﬁﬁkﬁ%%%OE%k@#LTL
728172 ﬁ%ﬁw W EDGIE UG & D RIE N gD 58121, BIE R E RV
RO GE DY) 7R ALE 21T D %\%373)&’)50



3. BRPRARE
3 ST R O i) R O ) RO A GBI EM A 1T o 72 AR R R R EBR D
fE & R,

[H2hhE]

@O HEWF DR (ONO-4538-15 FER)
HFEEMEBHREBELE YT LY v~T XRF v Earffiz) IR, [7r

Y F = 7)) ATHEGUESUIARMAE OFFFESUTEAMEO H A & 3% 2 U L NJERE

(ECOG Performance Status 0 &2 O8N 1) 17 Bl & %52, AH| 3 mg/kg 2 2 ¥ IR T A0
HHE L7, HERHEHE Th 5285048 (MET IWG criteria (2007) (235 < Ao E12 &
% complete remission (LA T, [CRJ) I partial remission (LA T, [PRJ) DOFEIE) X
75.0% (95%IEHEXH : 47.6~92.7%) Th o7z, 7eds, FANIRE L72FIEIZ 20.0%T
Hol,

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

H & M B G TR T L Y ® o~ 7S K D IRIER A2 - B3 UL G
O MR oNEERE (24— B, ECOG Performance Status 0 208 1) 80 {3
ZXPBIT . AA 3 mg/kg % 2 WRHIFIRE CREFHE L7, FERHMEHEE TH LR (&
FT IWG criteria (2007) (233 < FIfEIZ L D CR UL PR OEIE) 13 66.3% (95%1F
FEX M : 54.8~76.4%) Tholz, 7ok, FANIHE L-BIEIL 20.0%TH > 72,

(24 1]
@O EWNE DERER (ONO-4538-15 #R)
AEFERITIEHNRD B, AHE ORREBERENGE TERWVAEFL L RHIED
HiIVTc, FBLERD 5%LL EORWERII TERD LB ThHoTz,
£ 1 FHE) 5% LOBMER (REMEMATIRER)

B RIR R
FEARGE
(MedDRAV/J ver.18.1)

Btk (%)

AFIE
17 i

4= Grade Grade 3-4 Grade 5

EEIEN 17 (100.0) 2 (11.8) 0
Mg T v REE

#Zifn. 1(5.9) 1(5.9) 0

U o RERIE 1(5.9) 1(5.9) 0
HiB L OBk EE

ST 1(5.9) 0 0
alapA e

R IR B REAR T E 3(17.6) 0 0
Bl

i) 1(5.9) 0 0

i 1(5.9) 0 0

T 1(5.9) 0 0

[ZES 1(5.9) 0 0



B (%)

LRE BRI I

FAsh 17 {31

(MedDRA/J ver.18.1)
4= Grade Grade 3-4 Grade 5
T EL 1(.9) 0 0

—f% - 2EREER L OGN OREE

eI 2 (11.8) 0 0

SN SOS 1(5.9) 0 0

=R 2 (11.8) 0 0

FEEN 7 (41.2) 0 0

REAE 1(5.9) 0 0
JRYLE R K OVF A dUiE

LRNER/S 1(5.9) 0 0

fiti g% 1(5.9) 0 0
BE, PR X OLEA OHE

EAZPE D O 1(5.9) 0 0
Y7 R e

IR Tl Y 1(5.9) 0 0

i MR 1(5.9) 0 0

REIE 1(5.9) 0 0

i ERHR 1(5.9) 0 0
RF LUl

KA Y 7 AlfiE 1(5.9) 0 0

%) b U 7 A e 1(5.9) 1(5.9) 0

FBKIROE 1(5.9) 0 0
AR L OYE A Rk b

BAfR 1(5.9) 0 0

fiREs 1(5.9) 0 0

77 P18 2 (11.8) 0 0
PR R R

FEMED E N 1(5.9) 0 0

SR 1(5.9) 0 0

KM= 2 —m/RF— 1(5.9) 0 0
MR g, MOElEs & OVithRkE S

R M 2 1(5.9) 1(5.9) 0

FRGEDORIE 1(5.9) 0 0
R B X OB PRk

B AE 1(5.9) 0 0

¥ $ENE 1(5.9) 0 0

SUERRRRG 2% 1(5.9) 0 0

& O FEIE 5(29.4) 0 0

FiB 4(23.5) 0 0

ks, HEMENRE 16 (5.9%) | BERUHRARE I A F—2 6 (11.8%) . KRG -
FEEOTH L #H (5.9%) . IFéRERET 11 (5.9%) . FURIMERERES 3 5] (17.6%) .
FfR e 3 51 (17.6%) KON infusion reaction 1 51 (5.9%) 2338&® Hivl=, 7=, HIEM
HEIRE, DR, hide. 1 BUBEPRIG . Stk MR MESRBIENS . TR, BRRREREE
RIS, Mk - BB, EEEORJEEE ., FIRMEZERIE, TS PRk
VDS E IS ERITRD b2 Do 1o, REWEMFEBURIUT S FEROMEFS (R MRA
EREEZET) 2 H0EFRRE R,

@ WESNVE TAEERER (CA209205 #ER)
HEFLRIT 238/243 ] (97.9%) (2D LI, AFIE OREBEGBAEE T RWAE
HET 185243 ] (76.1%) IZFRD HiTZ, FEEN 5% LORIERHIZTERD LB T

5



ol

# 2 FEBIRY 5%LL EOREIER (All Treated Subjects)
B (%)

oo A 1
Rt AR
- 243 fl
(MedDRAV/J ver.18.1)
4= Grade Grade 3-4 Grade 5

2RITEH 185 (76.1) 48 (19.8) 0
MR LY > REE

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

FR R REAR T IE 14 (5.8) 0 0
B I

20 14 (5.8) 2 (0.8) 0

T 34 (14.0) 2(0.8) 0

LTI 24(9.9) 0 0

M - 19 (7.8) 1(0.4) 0
—fk - 2EEER L OGN OREE

I F 50 (20.6) 2(0.8) 0

FEEN 21 (8.6) 0 0
BE, hER L OLEA OHE

HEAITPE D B 33 (13.6) 1(0.4) 0
AR AR AT

TI=rT R MT AT =T —BHN 13 (5.3) 7(2.9) 0

TARGX BT I ) b 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

RAfR 19 (7.8) 0 0
PR R IEE

SR 14 (5.8) 0 0
R B KO ik

& D FEIE 21 (8.6) 0 0

Bl 28 (11.5) 2(0.8) 0

ek, EMEZE 15 61 (6.2%) . BRBUHRAMEIE X A/ 3F—19 fl (7.8%) . K5
S - TAED FHIG ) (25%) | WFHEAERE 22 ] (9.1%) . FF% 561 (21%) . FUHRIR
PRAEFRE 28 15 (11.5%) | #hikEFEE 40 B (16.5%) | BIHRAEREE 4 61 (1.6%) . %k -
BEIEZE 101 (0.4%) . BEEOMRGHEE 3 61 (1.2%) . WIRMASIERIE 1 61 (0.4%)
infusion reaction 38 5 (15.6%) . W4 2 5l (0.8%) M ONSE S 2 5] (0.8%) 2358
SHivi, Fio, WEEMEEE, OFk. 2. 1ABERE, Sofe i MRS MEERBER
B P 2 N OV N IR REFE B 15RO B 72 dn o T2, AREIWEHRBBIRIUIL Y% F S 0 HE
£5 (ERREHREEED) 2EUEINERERT,



[k - ]
AR OREMIEDBEET NV EZFIH L2 I 2 b—a AR Y K3 mgke (K
) Xi¥ 240 mg % 2 HFEMNE TR G L2 BROARF O MG FIRES G Sz, Z0hk
. AHAI 240 mg 2 x5 LZBROBRER R, AH] 3 mgkg & 505 LIZERORE R & ik
LTmEZRT & TPRSNZbOD, AAANEREICEWTEAENI R SN TV D
% - & (10mg/kg % 2 B TR G) TARIZ&RG LIZBROREE & & ik L CTRE
T ETHShE (FR) AT EBEOREEICR T 527 — 212 H3E | A 3 mgkg
(RE) X% 240 mg % 2 WEIFIFE THR G L 7ZBROARA| OIREE & & A 20 XL e &
DEE A FT T D REELUS T T VDR S L, UEBIEIC OV TRRE DT DAL RER,
EREOME - HEOH THRME R O AZR TRV E THRIS U,
K3 FAOEYBE T 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 O die i L5 R EE . Crminara A 5-2 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

B



4. HERRIZOWVT

AR E LTl ASERE (AR DAL TN Z ennn, YAt 4
NS E TE Dk THOLMEND D, TD LT, AKFN OGN @Y BE 220 -
E L, AANOBRGIZ I BEEZAEHAZRBEL LRI T 2 2 ERnEE /oo, BITF
DDO~@DT X T &I IZBWTHEHAT & TH D,

O MEFRITHOWT

®-1 T%@(Dﬂv6)®w¢Mﬂ_&éﬁé% X THDH L,

(1) EAFEKEDNEET 20 AFEERLSURRESE (BB R 23 A2 RaE SRR
Hitd s %@#mﬁfh;%Wﬂhﬂﬁfhﬁk)ﬂ%00$4ﬂla%ﬁAﬂ
%)

(2) FrEkkrEsbe (AR 294 6 A 1 HEFAS - 85 fiiak)

() BT A FENIEET 203 B EEFPT (23 AR EWPL, 3 A2
W19, 23 ARSI EEHEE R 72 &)

(4) HRALFRIEE AR %L/%%M%$%Mﬁlli%%ﬁ%%ﬁm%2®m X L
(AR DI 21T > T Dfiax (AL 28 427 A 1 AR 1 2540 figk

(5) #ﬁﬁﬁifﬁlﬁ&ﬁﬁfﬁmﬁwﬁm RILEITR D M AT > TV Dtk CEEk 28 4F 7
A1 BEER ;1290 gk

DO-2 HEAKR T XU X EOAL SRR E R ORIVE R BLRE O %S 50 7o Jnidk & 1
Bra FEOERT (FROWTICES T DIERM) 25, Y% BER OAANCEE 4 5 1BED
EEHEE L TRHEINTND I &y

#

o [EEMEFFESE 2 FOUMIMHEZ K T L7221 5 FFELL O D AUTBE DB IRIHE 2
{ToTCWAHZ &, 95, 2L R, BAREMIRIELS I & LIZBRRIERE T ONHME %
IToTCWVWBHZ L,

o [ERIMEFFEUSHE 2 FOYHEZE T L72RIC 4 FLL ELOEKRERZ A L T\ b
k. 96, 34EDL R, AR O 23 A S IETE & A el R i S OHE
BIToTWNWH I L,

@ BADERMLFREHOEHIZONT

PRI IERE BT T 5 LA O A E S, BEREEN D OFRE D, Ao - &
EMEIENE R OB IR CERSE R DR, AEEFSENRE LGS 0®RE
EH . SRHECMITITONDIEEHINE S TN D 2k,




® BHER~DORRZOWT
Q-1 fEFR AHIC B3 5 2

WV MERR B O EE AR BITERA R AE L-BRIC, 24 BRRIR2IRIKHIO T, ik X
EEE R 123 T, B L 72 BIEANCS U CABRE E L O CT O EIEH ORI 24
ERMRAEOR RIS Y AFIE O, BEHITRISATREZRARI N E > TnDd Z &,

@-2 EERNEFEFICLAFBLNNICETLEH

N ASIRICHE D D B A itk e OB RE 2 AT D EREFE DNEIERAT =2V v/
EEDHERDOA T ) —= T HTOERE L IF#ME LA TE D F— LERIRH 2
SN TWDHZ L, B, BIIAHICOWT, DABE L ZFOFBEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

BIVER (FRYE MR BTN 2 | EAEMEE JAE, O R, Mk, B RARE . RIBAK.
HEO TR, 1 RBERA, ITHERERETE . HURIRESRERRE S, MRitbas . BEE (BFAe
PRAEFRVEMER R 2B Te) . RIB RS, Mok, BEEEORFEEE, §RiMI2ZE2SE, infusion
reaction, SoPENE ML/ MIGBDPESEBER (ITP) | 8B DS SO, MR R 3, Dl (o
i) « ZRAR - ODEVEIAMGHESE) | iR ) (2xf LT, Makhitiak )T B e
BRI DO H ML G 5 AN & EEE U (BEH OZB-CRIGIZBE L CRER R 2321
ODNOEHICH D Z L), EHITHEEIRENTE KGN ESTNDL 2 L,



5. 5B LI BE

(%

@

@

EPEIZET 5 3]

TRLC Y T HRBEFICOVWTIEIARAOTRE N LR SN TWD Z b 51T
brpnz &,

o KAIORSTITxE LI BUE OBEEIED & 2 B3

TRIERT ORI I W T RIS S T 2 B IOV TR AAlOREITHELE S e

D, A OIRERPTUL A 2 NG EITIRY | HEREICAFIZEHT 22 2BETE D,

o MEMMEEDOAH IO H 5 BE

o JRE I AR A CRRVE R 2 58 6D D B M ONE BN O JUH B T i 2 <0l Yt il 2%
LEORICRIEMEA DD EE

o HORERBOED, UEMERZE L < IEZFERMEO B i R B OB TR D
oo BE

o EESBMEE (&R A 5 Te) O b D ERE

*  ECOG Performance Status 3-4 "V 0B

(G5B 5 4 1H]

@

@

H X & M N7 L oy % o~ 7\ HRPUTE SU T RIS O B3 T Gk
OEMIPAE D F ) B E BV TAAIOFIMEN RS TV D,

FREIZRENE T 2 BB T D AR OG- J O ITHEIZ SV TR, AFIOAF R0
PHESLSNTE LT, AFOREAR LR LR,

o ALFERIERIGROBAE

o OTUEMEESA & O L TG Sh o B

(ED  ECOG @ Performance Status (PS)

Score EF

0 | &<MERIEBTE 5, e U HEATESHIRZ <172 5,

1 PRAGIC IS LUVEENIHIIR S A 23, BITATHET, BIEERM - TOMEEIITHI Z &N TE 5,
IS NE S

5 BATRRECTH O OE DR O Z L3¢ X CTHREEDERIZTE 2V, HH O 50%LL Eid~<y FATED
7

3 RONTZHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,

4 2LENT RV, BOOHFORD O el TERY, BECy R KBTI d,

10




6. HEICERL THETNEFH

O WACEFIIN A, REREER B TRAET D GRS 1T D & AH D Frie M ONiE 1E A
O DIZ LB R ERE B L ThBEERT 52 &,

@ 1REBRLAIZIENL D BE UL OFIEICHINER OfERMEZ ot L, FE x2S
ThobETLHZ &,

@ ERRBEHO~RT AL MIDONT

MEMEMRERD LoD ZERH DD T, KFOEKGIZH T - Tk, BKIE
AR (PR RIS, Bk, EVE) OMEFE R OISR X A O %, Bla 145
175 2 &, Fo, BEIZSUTHEE CT, Mg~ —F —%50ORELET 5
Z&,

AFN O 5L EE O infusion reaction (2 2 CEEAMFIZ 72D TE 5 Y
%177 L ChRMT 5 2 &, £72.2 [ B LI OAHI % 5-FFIZ infusion reaction
DHHLOLNDZ LB HDHDT, KAE M OARAE G TRIT AL Z YA
CERET 5%, BEOWREBELH2ICBIET 52 L, 723, infusionreaction &
FHLLI2E 121, B TOMEE R OYERA ERICEE T 5 ThREZ il
T5HZ &,

ORI RERE S 23 DD 2 L3 d 5 DT, RAIOF 5B haHT & O 5-H1 1
T EIIRI R BB RE M A (TSH., 28 T3, ifEfE T4 SFORE) 2 FEhEd 5
Zé&,

AHNOEEIZ LY | WEOREFINTERRE T 5 L& X BN DHER 2 R EEHIE
DHLOLNDZENHD, BRENRBOOLNTGAEITIL, BELEFERIIS L
B 72 05k & RRBR 2 FF D[RRl &g U Cal bl 2 B nis W 21TV il o %
FOSIT X 2 BWER AN g0 2 355113, AFIDORIE T I, K ORI BE AR
NEHOBRGEEZBET DI L, 2B, BBRERLVEOREIZEYETE
R OYGEENRFRD IR WIGEITIL, B BB AR VE LSO gz Bl o8 0
bEETD L

BHR& TR, BOAM N OH I ARE L CHORIERREBLT A2 Z XD 570D,
AR OBEHETHRIZHRWEMORBBUCH2ITHEET D 2 &,

1 RUBEIRIP (BE | AUBEIR 2 5 de) b bbb, BERWES 7Y R—2 &
ICEL T ENDHLOT, NG, Bl IRILSEORER O FEBLC B ED E57- 12+
SERTAHZ &, VBRI SE TG E2HIEL, 4R H
I OF 5 E DY L EZITH Z &,

@ AFNOEEFRRBRIZBWN T, BB 6 7 HLUMNIE 8 BB Z &0, FHLIEIT,
BEBRME S 1EME I R2ER L ICAEIMEOFMAZIT> T2 25 E (I,
AR G TERRIC R CHROMREITH Z &,
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