REERHEETA KT A
=RN=T (RETHEZ)

(RFE4 : A7 P—HREHBE 20 mg, A7V —RRWEE 100 mg, 7 P—
AR ERE 240 mg)

~ERPE XY A~

T2 94K (T3 041 1 A%KED)
LA S
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1. IXUBIC

ERS O - REHOBROZDITIE., B XESCESWRERBARRKD
bid, &6, EEORZEMOESRIC LY | FFERR 2 ¥ OESHL2FIRIERE
FEERSBRARBENDIP T, b OEESEZRICHNERBEICEMRTZ Z LARED
AL o TR REMEOEE L SEOEAF #2016 (ERL 28 46 A 2 BRARRE)
ZBEVWTH, BHNERLREOFERORBEHBELZRA Z L LI TW5,

FHRERBFERS L, EBERPEEM T v 7 r A VBEBRGTOERS EHLMCRE
RBERDHDB, Z0RD, HAIMRCE2HCET SHERA+-2ERT 5 TOM.
WUHEEMOBRBELZBMI T EPEHFEINIBEICH L CTERTS & L b BIE
BARBRULBICLERSSEZ N2 —EOEFERI-TERBE THEA
TAHZLEPEETHD,

LieBoT, AHA FTFA 2Tk, ARBEEPLINETRBOLATWIEFESED -
B Rz S & JATC’DE%W@HWE?‘MEFH%?EJETZD% R b LB EE B X
FRUBEBEEZTRT,

B, AHA KA ik, MTEREAERSERSHERAEE. AREREBEABRER
BEREERS, —REEHEA BABRPIBESR U LAEA B ALRFESOBIIO
b EERE L7,

KB E R AERES AT RN EARHE 20mg, A7V —FRHEHE 100mg, 7Y
— RN ETESE 240 mg (—i% - =ARAA~7 (BirTFHEBRZ))
HRERDPENIIHE « BRXIIEEEOTHINE VX Y A E '
WHBLR3PERCEE  BE. BARE=AA~T (BEFHEL) L LT, 1H240mg
% 2 R CRIBERET 5,
% & DBFELIERSSHT

W& R

3
=




2. FEIOK. ERERF

A7V — R AT 20 mg,  RATFEE 100 mg KU ELAREFE 240 mg (—i%4 - =
A< (BETEEZ), BT, IFAD & MBELLERRSHEAS Ly R
HEETVA I =AY —R A7 47 (BMS) #) XEFE L/t b PD-1 (Programmed
cell death-1) 1242 " IgG4 &/ 7 u—F VK TH S,

PD-1 i, {EHEELEZY 88k (THE, BMRRUYTF27A4% 7Tk RUF
BERMIBIZRIT S CD28 7 7 3 U — (T MRROFEHELZMBAICE & RICHIT 545
FH) KRTZFETH S, PD-1 RFIRTMIRICHE TS PD-1 Y - (PD-LI
BEUPDL2) LEAL. VY BRICMENE S 7T EEZEL TY A BROEE(LREE
AICHE L TWA, PD-1 VU H Yy FEFUER TR B b O R IEEHEEIC R
LTRY, BREAESS IR LSRRI 5 PDLI ORRLITEOLTN
Bl & OMICAOHBEREERH D 2 L BELE I TVWS (Cancer 2010; 116: 1757-66)
¥, B BAEEE CIHEREM T HRAEAT IS VY —T v i< (IFNYy)
W2k o> TCPDLl ORBABRFEIN, BB LREEHREIZHT 5 PD-L1 ORERE LFED
AR E OMICECHRBEBEFRES S 3 L OHWED H S (Sci Transl Med 2012; 28: 127-37),
S BIZ, PD-L1 AR IS AMRIE, USSR CD8 Bt T MlsoMiaEE
EMEZEII ST 528, Hi PD-L1 Hifk T PD-1 & PD-L1 & DEAZMET S & ZOMIR
EEFEEAEET L ZENRENTVWS, FOI 56 PD-1/PD-1 U 7w FEEE, 23
MBI TR T MR ORBEFERTIHFO—2 L LTEZLbATN
Do - :

AFNL, EFEARBR O RN S PD-1 OHIIRAGEIE (PD-1 U & o RS IS L.
PD-1 & PD-1 V) Hv FEDBAFMET S LIE D, BAMBISRNZ T MIEOE
HEAL RO AR S 2 MR EEME 25T 5 - & CRENRREES R 2R T
TEDBHRINTNG, : -

IRHDOER L, AFNIEMERIC T A RERECRVELI DO LGS,
BRSO ) N EREERR L LR EERE L, Aot Z2MROEE
HEMRHRB IR,

AFOVEFMERFIZ 55 < BEORERISIC X 5BWERSNH bbh, EEXIHTIC
EL AN DS, AAOBREHRCRER L, BEOBRBREHHTTN., BEAE
®HNIBE I, BR LB U HMRmE L BB o E & 8 LT
R ERIBE 21T\ SBEORERISC L3 RERBEDI 2 BEIE. BIBERESL
LR OB EHEOEE 2B EIT S BHER D B, ‘



3. ERBREAR
BRI i%ﬁ?“ﬁGDﬁEB’JT‘/?\-/ D R EORBRICEME T X REBRARO
AR E N,

[Fzptt]

© BEAFEIHRE (ONO-4538-15 RER)
AFEMBMIEBEE VT L oYX~y REFFy BeFRIEL) OT. 7

Y E T ]) RERERIEIAHEOBRREIEREO R AR F ) ERE

(ECOG Performance Status 0 2T} 1) 17 il & %4, &H] 3 mg/kg % 2 BRI ENRE CAMH
L, TEFMER THHELFE (ET IWG criteria (2007) i2E-I3 < fPRAPEIC L
% complete remission (EA T, [CRJ) I partial remission (LT, [PR)) ©FIE) i
75.0% (95%(ESHIERE : 47.6~92.7%) Th-oTz, 728, BANITRE LBIEIX 20.0%T

ol

@ HEshiE IAER (CA209205 3B%) (Lancet Oncol 2016; 17: 1283-94)

B &M BMABHEMITRIC T LYy~ L3RBT - BRUIEE N
DR DX ) v YEBRFE (22— b B, ECOG Performance Status 0 2 U8 1) 80 1
FRBIT, AH 3mgkg & 2 BEER CAMBELE, FETEEE THEHER (&
T IWG eriteria (2007) 123 < HILIEIZ X5 CR UL PR OFIG) 11 66.3% (95%(5
XM : 54.8~76.4%) Th-ote, 2B, FANIRE LIZBHER 200%TH o7z,

[Z2]
O EAREIIERE (ONO-4538-15 5
HEFZRIR2FRD b, FF & DR RBEREE TERWEEFR O R2FIIRD
B, BEERN SUULOREHRTROEEBY ThoT,

F1 FERER 5% EOBER (Z2AERITHRMEE)

1l 05,
BEBIAE miaj(a;)
Eas 17
(MedDRA/S ver.18.1)
4 Grade Grade 3-4 Grade 5
2RHER 17 {100.0) 2(11.8) 0
TREBLTY SREE e
H 1(3.9) . 1(5.9) 0
Y BWBAE , 169 169 0
THBRUSEBEE
.- B RS I ¢ 1) SR S
PR O P S
*Vﬁﬁﬁ%ﬂﬁr B Lo 3arey 0 o
CEE 1(5.9) 0 0
B 1(5.9) 0 0
T 1(5.9) 0 0
;1543 1(5.9) 0 0



mEBeE ' T %)
K AAIBE
HoAE S
(MedDRA/ ver.18.1)

£ Grade Grade 3-4 Grade 5
RILE ) IR S

2(11.8) 0 0
EREAR RS 1(5.9) 0 0
EE 2 (11.8) 0 0
I 7@1.2) 0 0
B 159 0 0
BREBEUFERE o T
hE# 1(5.9) 0
R 15.9) 0 L0
EE. TEBLCREAINE i B
L BEACHIRE R 57 R 0
RERRBRTE 0 .o B, e
FgmEERE 169 0 0
i ARSI 1(5.9) 0 0
{EEEM 1(59) 0 0
RmmivEEEE T e e o e
4V o LffiE 1.9 0
&+ b Y 7 AdE 1(5.9) 1(5.9) 0
= s R & ¢/ B, 0
WEEABLURSHEEE 0 o
BIETE 159 0 0
B AR 1(5.9) 0 0
L 2(118) 0. 0
EEEDEN 1(5.9) 0 0
i 1(5.9) 0 . 0
| AffE=a—psF— e 0 0
R, BB LUWORREE B L
T RN B, 1(5.9) 0
kFodE 169 [ 0
RIEB LU TS e e
BEsE 1(5.9) 0 0
BN . ' 1(5.9) 0 0
%7 5 i £ 1(5.9) 0 0
Z 5 EEAE : 5(29.4) 0 0
e 4(23.5) 0 0

feds. RIEMERRE LF (5.9%) . SEUEERMARE/ X A7 —2 40 (11.8%) | REBK -
BEOTH 1LF (5.9%) . FFERERTE 1 8] (5.9%) . FIRERERERES 3 41 (17.6%) .
iR 3 ) (17.6%) KUY infusion reaction 1 ] (5.9%) #33B& bhiz, iz, EER
B, DR, BR. 1 BERMA. REEL/IMRBOEREER, BT, Bk,
RIBEE, Mgk - Blde, EEOBEIESE., BIRMLERIE, TRAEMERE, Bk
OB LI BRI b2 do fe, AEHEARZRILILEEFR (REMABERTEEE
) R ETERERETT.

@ HESLEHERE (CA209205 FBR)
HEEHIT 238/243 ) (97.9%) LD LN, FECORREBRPBFTETERNVEE
HH1T 185243 A (76.1%) W bhiz, BIREN SUHLL LORBERAR TERDOLEBY T



Hot,
F2 RIEH 5% EOBIHER (ANl Treated Subjects)

BEIKSE )
iy AT

{MedDRA/J ver.18.1) 243 B
£ Grade Grade 3-4 Grade 5
2REIER 185(76.1)  48(19.8) 0
RIS XY oSKEE 0 e i i
L EHEHRPE ' 1363) _¢6@n» 0
 WRbMSeEETE o 1468 0 0
=3 14(5.8) 2(0.8) 0

Fil 34 (14.0) 2(0.8) 0
0
(]

=i 24(9.9) 0
L : S RTS  A ) SIS L () SSOUOI S
TR ARSI URSEMORE

wH 50 (20.6) 2{0.8)

F , . Y > .2 S
E, PEBIOMBEHE
L EACHIREE e 233 (136) 1004
SRERIRIE e e

FTZ=wF 2/ bFra7os—FHm 13(5.3) 7(2.9) 0

FARGEXUBT I/ b 7w A7 = F—FiH 14 (5.8) 5.0 ]
VSR “eEy o 86 0
BEERRSL USRS e
COBIERE , ey 0 ¢

B ooy 0@
B LU T RS e e - R

F B 21(8.6) 0 0

BB . 28(11.5) 2(0.8)

L=

k. FEMNMERS 15 6 (6.2%) . BREUHRERE/ I A3 —19 il (7.8%) . KB
% - MEDOTH 6] (2.5%) . FeEmEE 2241 (0.1%) . FF# 56 (21%) . FIRER
HEAEREE 28 ] (11.5%) . #REE 4061 (16.5%) . FHEEF 4 /) (1.6%) . MKk -
BEmsLe 161 (0.4%) . EECKEEE 34 (12%) . FIRMLIERE 1 # (04%) .
infusion reaction 38 ] (15.6%) . BEZs 2 Bl (0.8%) BRUSH & 3[4 2 4 (0.8%) #5582
b, £z, EEGEE, LFzE. Bz, 1 TUERR. St i/ MR SRR
BISEER U TEEBEEEIRD b ofz, FEWEARBRRRIEETS (BHE
REEEEZ80) 2R0EHERETRT,



(R - A&]

AR OBLERAEHBEETAEZRBLEV I 2 L— a2 XY, AF3 mgkg (F
W) X% 240 mg % 2 HHIBE CRE Lt BEoAMomERRENRN Shi, 206
B, FHF 240 mg #H 5 LEBEOBREERIX, FH 3 mgkg ZRE LI-IEOREFEE L Lk
LTREZRTEFH IGO0, HAABBFZBWTIAFHERERAILTHWESA
- & (10mgke % 2 BEBABTRE) THAZRE LICIROREER & bl L CTE{E
AT TS (FH), MA T EROBBIIT 57 —FIcES5%  AH| 3mgkg -
(fRHE) Xik 240 mg % 2 BRIBR RS LEBEOFFORER E FiME IRt L
OEEZ R T IBRERIGETANBE I, SFEEEIC DWW TRFS{Thh iR,
EROBE - RECOHTHIMERCEMHICAR2ERIT VW ETRIS N,

#£3 AFOEYHBAT 2 —F

ik - AR Crnax Cruind14 Cavgdl4 Cunaxss Chrin,ss Cavgss
(pg/mL) (ug/mL) {(pg/ml) (pg/mL) {pg/mL) (pg/mL)
3 mefkg QW (35.523 .‘?0.8) (10.17?'264.5) (17.2:'333.9) (75.1)33171) (27.612,';07) (42?1??27)
20 me B2W (51?’12;:’03) (15-???;4-6) (25-33:7.8) (10;,5254) (41?57:.?1358) (62.11?9187)
10 mgkg Q2W (14;?;19) (5133?92) (%9i2§14) (33??232) (182}213) (23§?§86)

gl (5%, 95%/2) . Q2W : 2BRIRRE. Cmx : TEREROEEMBEPIRE, Coas : FIERE#14
A BB BEAEMmME FRE, Cupas: WEHFE%148 B TOEHMBRRE. Cus - EFREICE
FABEMETRE, Cuns : EEREBIZET2REMEPEE, Cogs: EXRBICET 52 EHLETR
A



4. m&p:owc

REME LTHAKERE (&FFE) PBELA WA Z LG, UERAEEE
’@JL%}E’@*@% HIERTHIMNERS D, TOLET, FRORGEHED BT L2 - &
EL, ARAOBEIC L VEBRAERZHRE LEIBICHET 5 Z L BNERED UT -
DO~QDT AT EFHTHRIZBWTHERT & TH S,

@ HERicoVnT

@1 TFTEo () ~ 5) DWTFNPICEETIMRTHD Z &,

() EEFEKEIEET 208 ABFELI SRS (%ﬁlﬁﬁﬁﬁw%%@%m)ﬁr 17
Hugk 2% A2 EREE LA IRRE, MRS AURSIRRIER &) (CERK 30474 A 1 BRFA 1 437
HERR)

(2) HeEHaERly (ER294E6 A 1 BERA : 85 fEaY)

(3) #ENRABFNIEET IBABTEEER (B ABRESRE TR, 75 ARHEEE
b, A ARREEEHEER 2 L)

(4) P EREFEREEERE L., SR EERRENE | USSR EINE 2 O ESE
KRB REEITo T 5EER (FRRK 2847 H 1 HIFRA @ 2540 fEgt)

(5) MEMBHALTEENEOEREEICRE I BHET > TOEHR (Fl 28 £ 7
A 1 BEES ;1290 MagR

@2 HHRF TR ) LB ERERCRERERRORMITIC 025058 & &
BEFOEM (TROWTANTHEATHIEM) 5, URLEROFFNET DR
REEL L TRHRESN TSI L,

x®

v  ERRTEER 2 EOMPIHEER KT L2%IC 5 FULOPAREOREKRIHMES:
ToTWaZt, 55, 260 ik, BAEYEEY & LEERBESOIES
ToTWAZ &,

o [EENGREHEGHE 2 EOMMIHEER KT LI-&IC 4 Eutmﬁu’%ﬁﬁﬁgﬁ%ﬁb‘fwé
., 9, 3EUEE, EMEFEEIEE O AR & TR K MR FEOHHE
EiFoTndI L, '

@ BREHNOERRFEREFROFHIZONT

EESEREBI AT, 2 HEENRE S L, NELENLOFRED, - 2
SHSEREOFROFER CEMSICE T 2 HRRE, SEFEBEE LLBAORE
£, SRECHIITONBEHRE->THE T,




@ BHER~ORBILONT
@-1 mRAERIC BT DB

REMIE B OEEREIERNREAE UicBic, 24 BEDREROT, LR
O IERRIC RV T BB LBWERICE U TABREER O CT S ORIEA OHEBII 4
BLRREOHENY BPIELN, EHICHIETRERERHSE-TNE L,

@2 EREEHIC L 5EEFRARICHE T 5B

RABRC b 5 MM RMRE KR AT 5 EREEE SMFERT=F V7
EEOEEROAY )= VRTOERE L HRELA TE 5T — AEREHSE
HENTOBZ &, 2B, BREFICOVT, BABE L ZORKIHHCAMENT
WhHIk,

®-3 BlfeRo2hrexiicB LT
BEIVER (RIEMMRBCM A, BEEGHEE. OFhsk. fidk. BEERRATE. RBK.

EEOTH. | BUERF. IFEEREE, PRIGHERES, mkEE, BRE Bre -
RAEEBHEREET), BIREE, Bk, EEOKREES. BIRMARERIE, infusion
reaction., $IEHEM/MRIFA SRR (ITP) , BEORERG. RIBREFEE. LEREE (U
B - B8R - DRSS . BROAELS) LT, YUEERULERKER
BEOEMMZH T 5 EM & EE L EHEAORESxHRICE L THRERUSHEEXIT
ENARCHB L), ELIKETRNMERTE 2EHAE-THDI L,



5. REMNBLBDOBE

[Fahkic B+ 2 5E]

O HRELHMRBEECT VY F <7 Il IR E O TR T #a T
OEMIEPF Y o AEBEICRBWTAROEMERRIN TS,

@ TRICHEYT D EBHICHTAIEFORE R UERAFTEZOWTIE, ARloFRiE
PR INLTRLT., FHORERNFLRLRV,
o (LEERIERBROBE
o fEOPEMEEAEFHL TRESN DSBS

 [Eetc BT 3EE)

© TREWSTDBECOVTHAAORERIRE SNTND I L5, REXAT
binz
. Kﬂ@ﬁﬁkﬁbﬁ@ﬁ@%&@obéﬁﬁ

@ %ﬁﬁﬁﬂﬁ CBWT FRIEYT 3 BHICoVW T, AFoR SRS ARy

. MOEFERIBE B2 WESIZRY . HEICAREERTHI L 2BETE 5,

. ﬁgﬁﬁrﬁwﬁﬁlﬁ%&®%6§%

o fAREZRRAETCHERZ Y bé%%&@%@ﬁ@ﬂ%ﬁ%ﬁﬁ%@%ﬁfﬁ
FEOMMZRENELR A LN BE

s HOREEBROAH, XTBMRLE L IXEREO B CAeREBOMERED
hoHBE

. ﬁ%@ﬁE(Lmﬁﬁﬁ@ﬁE%aﬁ)wbé$%

«  ECOG Performance Status 3-4 ®V D@83

&) ECOG 0 Performance Status (PS)

Score EFE

0 | £<BELEDHTES, BRFLALRRARERSPHRZ ITALL,

BEMCB LWEBNIHR S, HTTRT, BERPE-TOERBATI 2B TED,

Ul moss, mases

R B A TEADEOED Do LT < TR AL CE 2V, BT 0% ER~y RGBS
T

3 Boni-as0goE 0 X L TEin, BP0 0% EE~y RRFT R I3,

4 | &<Eidiv. BAOEORY O LiIZe TERY, BNy FRFTCRIT.

10




6. BRECEBLTHEETAXFR

@ FXEFCAL, BEERTEHEE PRI 2 REHEICE-D & R ORER OB IERE
RO HERERE-DICHEL THLERT L,

@ IGERMBITESLL, BEXIT OFRCAEPERCEREEZ HOBIIL, AREEE
ThbRETaz L, -

@ FRBWERD=RI AL MzoWT

BRI A S DB 2 E RS 50T, ARIOBEIC ST Tk, BERE
O (FRREREE, k., BEE) OERRUEE X #REOKES, BELx T4
S Tk, Eie. MESLTHEE CT. MiE~—h—S0REs =T
Zi.

AR OB EIZEE D infusion reaction 1242 TBAEMIZ RGO T 2%
BEIT o= L THBT 5 2 &, 3.2 [ B LR OAER 5K infusion reaction
RHLEbh3Z b Hd0T, AAKRESRUFARGETRIZ A ZATA
YEHETHE, BEOREEZARBESTHZ &, 728, infusionreaction &
FB LIBEAIE, 2 TCOMERVERSERICEE T 5 £ TRELZ HHEE
TBHIE, _

RN EREEER D Db D Z L B3 H D O T, A OFEERRAIR UG HIH
AT ERIM0VC R R AE RS (TSH, 8 T3, W58k T4 Z0RE) 2FEMT 5
&, ‘
FROBEC LY BEOHKBIISIERET 5 & E 2 bhbike RRB-HE

BB bbRBIERBS, BENEDLRBAICE. BELUEELITS U

BN 72 40Ek & BB B OB AT & B L CE SRR £ 1T B D
R X 5EHERRREDN 2 BA I, AROHREIT I, RUBIBRES
NEVEIDRESEEEBT DL, B, BIBRERVEYOREIZ LV EHE
AOBENTD LNRVEESITE, BIBRERVE L UG OSREMEH OB
LEETBIL, '

BEETE, S LEY ASBLTHLEERSRET A Z LRSS0,
AR OB EHE TR HEEAORRIHHCEETHZ L,

| BRI (BIfE 1 BMERR 2 ah) b bbh, BREEY M7 Y K—v
KEHZERHBOT, OB, B, ELZEOEROFELMEEED FFIz+
NEETHI L, | ERFEREDNEAITEREL L, AR Y VH
RO 5EDOENRABEITH T &,

@ FFOEEFEABITENT, BERE»D 6 v ALNE S BRI LT, ThEIRT,
BEBRME D ERE T 1208/ 2 L B IMEORMEEIT > T Z L 25 FIT,
AFBEPITEHICERRE THROMBEITI Z &,
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