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O EFMERL 2BV ELRBEICRET - DICEEFEREET 1 R
TAVEERTBHIEELTVET,

S, =A< T7 (BEFE#RZ) ®BA (kR4 7V REEHE
20mg X OVFE 100mg) {22V T, BREICKH L TERT IBEOEEFEHEZMNED
EBYVEBEERAMETA FIA L LTRVELDELEDOT, ZDOHERIC
W osTHEATA RIAL VIOV THESND L) BEENOEREE R
VERFICHT DRI EBENLET,

o, =A< T (BlaTHEz) J8EZENEEMmEE CEEEAEIC
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1. EU®IZ

EESOENME - BRMEOREFED DT, T XESICESOIDEERFERNRD
bho, SbIC, ITFEOREEIROERIC XV | FUEERER 2 & OB R HR AR
FEERLBARINSIP T, IO OEEMZEICVNERBEICERMET L Z L PERED
BEL 2o TEY BREMBOEE & SEDIEARTEF 2016 (R 28 426 H 2 A HESRE)
WBWTYH, EFMEERREOFEROREIHEEZRKLZ L L ENTWVD,

SREAMFER ST, REEAPZEN T 77 A VBEFEOERML LB L NCE
RBZENDD, 0D, AIMROEZEMICETIERS+SERE TS TOM.
WHERLOREZMZITEZ NI NIBEICH L THERTIE & HIC BIE
BRI LB HERXISE & D2 LB ARER —E OB % 78 7= 3 E AR < A
THLLBREETH, ‘

LizRo T, AHA FTA4 T, ABEESLINETREBELNA TV L EFIERR -
B RMICESE | UTOEERROREREREZHEETSBAD O UEREMR, £x
FROBEFEELRT, _ w

B, EKTA FFA A%, BALTBIEAEEGERBESREEE. ARHEFEARE
BRIEE Y. — R EEA BABRNBER RO —BHEEEA B ABBEFROWH O
b EERR LT, :

MEL R AERER AT — R EREEE 20 mg, A7V —R AT 100 mg (—HR4L -
=RN<=7 (BiaFH#z))

KL RAMEIHNE : 2 AALEFRIER ITHE L AR R T - BROBE

HBLRAABEROAE : BE. RARI=RA~T (BEFHE$EL) & LT, 1 B 3mgkg
() % 2 BRMECARSRET . '

& IR E ¥ DEES TERSSHE




2. AH|O¥E. 1ERBF

A7V — R EEEE 20 mg/100 mg (— ¥4 : =FAN~T (BB, BT TR
Al ewvH) i MEERSETERKESMHE AT Ly 7 2 BTV X ML= —
R A7 A7 (BMS) $) »BEF L7t b PD-1 (Programmed cell death—l) ’ﬂ'@'%’) =8
B 1gG4 £ ) 7 u—FAHETH B,

PD-1 1%, &MEAL L7z Y 238k (T Hifa. BHIRRR N F 27 0% 5 —T #Hild) KOVE
PERMAICRBLT 5 CD28 7 7 X U — (T Ml OTEME(LE fBIHICIE & AlCHIET 545
TH) KBTAZAERTH S, PD-1 IIHEIRTFMMICRBE TS PD1 Y v K (PD-LI
KOPD-L2) LA L. U w2 BRICHfiES 7 7 v Z2mE L T ) S BROTEE(RIR 2
A LTS, PD-1 U4 FRGURRTRMBBLAIMNC b b OfR 2 R IEFHERIC R T
LTRY, BHEBAERENOURL-EEERICIIT S PD-L1 ORBELIFEOETR
HI L ORICAOHBEGERH S Z L BRHE SN TS (Cancer 2010; 116: 1757-66),
o BHRBAERE CITHEBRE T HRSELT A v F—Tzu < (IFNYy)
IZL > TPD-LI OREANBEI N, 58 LZEEREICRIT S PD-L1 OB LD
AT E ORICIEOHBBERD S LOHELH S (Sci Transl Med 2012: 28:
127ra37), & HIZ, PD-L1 Z KRR S E N AMIIT. FURKERE CD8 BBk T Mg
OIS ETEEZ B S ¥ 508, Hi PD-L1 Hi{ATPD-1 & PD-L1 L DS EHAET S L
Z OMBMEEFEENEIET D Z ERRENTWVWA, EDZ 05 PD-1/PD-1 U Hv Fig
B, 2R AR S TUR R T #ifa0 O OB BEZ EES 2MFDO 2L LTERD
ncTtna
o AN ;t FEHRBR O RO PD-1 OIS EIK (PD-1 U H - FRESHER) /G L.

PD-1 &£ PD-1 YW FLDFEEEEETLZ LICL D BAGURFF R T AIlROTENE
LR O AMRIIC S S 2 MBS BTS2 R 5 2 & TR 2 R RE R 2
EBFER I TV A,

IROOMENS | AANIEMEE IS T A H R IBREICRVEL bo LI,

BEBELRNRE LIBERRAREEHE L., Ao, 2R OCESENHER SN,

A OERBFICE S BEOHREFIGIC L 2BHWERERH bbb, BEEUIETIC
ELEMEDDH D, FHOREPRURERITIE, BEOBEZ DTV, REDFR
D ONTIFEITI, BE L ICFRITIS Ul MR 22 & B8R 2 DA & E L O
EIRERIB TV, BEDRERISIC K SEWERBS RN 258113, BIBRRE RV
TR OBREEDBEEIRLEZIT O LERH D,



3. ERERRRAK
MAALFFIER I HE U ISR 1T - BR O BB OARFICEMEIT o1 E
REERRBROMEZTT,

[F2hik]

- BEBE S L ERERFBIFERR (ONO-4538-1258%)
2P DAL FIEIE 2 A BB MR RIS LR OIS SIS R R 22 AT - RO
BRI AE FEAMWE (BEOP LAREFEAR LY LTS emPAWICALE 3 2 IRHE)
B3 (HANBHE2R662 &1, AFIE3306]. 77 EREEI636]) ZHBRIZ. 7T
TRZHBE L TARS mgke 2 2 BRBRCRABHELL L EOFIMRUELMEL
BEt L, , '
TENMEE THILAETHH (PRIES%IEERXRMD &, AHH T5.26[4.60~6.37]
b B T ERFETA14[3.42~4.861 % A CTH Y . AFNI T 7 ERICH ULEEHFBICER
IRFER %R LTz (NP — FE0.63[95 % #HIX R : 0.51~0.78], p<0.0001[/&}lllog-rank 4R
D . : ‘

107 =, | —— FHIB
ol ™ TR

0.8 -1
0.7 -
0.6

0.5

SHFE

04 -
0.3
0.2

0.1+

0.0

at risk 3% EFMM(A)
AKIB 330 275 192 141 94 56 38 19 10 5 3 0
JS5EARE 163 121 82 53 32 16 10 4 3 3 1 0



[&2H]
OENFEIMFRAE (ONO-4538-12 FRER)

BEELRIIAAIEE 300330 1 (90.9%) . 7T & XREE 135/161 4 (83.9%) IZFHD b,
IRBREE & OFRBRIEE TE RV EFRITARIER 141330 # 42.7%) . 7T &R
£ 43/161 B (26.7%) KRB LNz, WThPORTREEN 5% LORWERII TR
DEBYThoT,

WPh OB CRILE 5% EOBIHER

- . Bl% (%) ;
4,
%ﬁggggﬁiﬁ FIERE - . A
i 330 4 161 41
(MedDRA/] ver,19.0) 4 Grade - Grade3-4. = Grade 5 . 4 Grade .. Grade 3-4.. ~ Grade 5

ERMRE M1 127 34 (103) 4 (12) 43 067) 7 (43) 2 (12)

23 (1.0) 2 (06)

’/30 0n 9 (5.6)
b2 19- (5.8) 0 0 5 (3.1) 0 0

BB, FABCB O CHEEMER 7 6] (2.1%) . BEGBRE o 6l 2.7%) . KB
K-BEOTH4H (12%) . 1 BUERE 3 F (0.9%) . FFHEEREE 18 61 (5.5%) .
FFR 161 (03%) . HUIRIEHERERESE 13 61 (3.9%) . #HREE 10 61 (3.0%) . BHHE
B 1B (03%) . TRAMEEREE 1 4] (03%) . HIRMASIAIE 1 f (03%) . &
U infusion reaction 1 ] (0.3%) MWD LI, it\ BEIEFEAGE, DAFE. k. &
RN/ ORISR AT, RIEEE, EEOREEE, MK - BK, Bk, RUS LS
5 BESIIRD b hot,



4. HERRIZ DWW T

EIEd ) 27 EEFHE RMP) L&, AFIDEKE i‘féﬁ%ﬁ%@«\@%ﬁﬁﬁﬁum
b BHR Th > T, AROREHPEE 2 BEL D - BE L, AHOBREIC LV EER
BIER 238 L BICRIST 5 2 E RBER D, LTFOO~@DF T4 3 Mk
WCBWTERTRETHD,

@ HEgkizoWT

®1 TED (1) ~ 5) OWVTINIGEYE TR THHIL,

(1) BAEBBKENEET 3 PARFEEILLRRSE EEFRSAZ S S
Hg 2 A O IL R, MRS A RERBER E) (ER 284 10 A 1 HEER -
427 FEER%)

(2) HBEHSRERERE (CERR 2849 H 1 BRFA : 84 fER)

(3) #EFRIMENIBET 25 ABHFEEIR (75>/u=’\??1?é?‘§?ﬂmf B, 75 ARS

‘ WARBE, AR REESHEERRT R &)

(4) HRACFERRIER 2 RE L, S LFERIEME 1 SUIS L FRIEINE 2 O IEHE
IR B RHEI T TV AHEER CER 2747 H 1 BRR @ 2538 JEaR)

(5) PEMEBFIN G ERMEORRELEIR D BHEIT > TV D HERR (%}z 27 47

A1 BEEA © 1284 #E3R) : . :

®-2 BEOFRIERCRIWERRERREOXISIC 5072 msk & B8R 2 OER (TRO
WIS T B EM) 23, Y2 RBOFFNETIBRORES L LTRESH
TnHZ &,

&

o [ERiGIRES 2EOPMPHEER LT LIEBIZ SEU EOBRAIREDBERIHE 1T
STWAZ L, 96, 24U EIT, BAEDEELY & LIEERBEFZOFHEEZ{T
o TWAIZ L,

o [ERGRIFREE 2 EOPMFHE LK T LIRS, HEREORARMRELST S
FELLEOHLBARZOEREIT> TN D Z L,

s EMGHFREH2EOTHMFHELKT LILBRICIFEU LOBRRREAL WL D
Lo by 3ELLENE. THLEHE OB AEMEE S LSRR FE ORKTHE 217
STWNWAZ &,

©® BENOEFKMFREHDKHIZOWT
EELEREBICKETIEEENEE I N, BESCENLOFRED, G - T2
MR PHEROEE RO EMEIC T 2RI BFEFRPRBRE LG AOREE
B, SERHEONITON A EFBE->TWDHI L,




@ BHER~DOMRIZONT

@-1 HErRikiliciad 3 B |

FEMEMR RS O EERBHERSIA LIBIC, 24 BRIDRAEIO T, Mfise Ul
EHEHERIC IV TCL B UZBIERICH U CABSER O CT O BHER DB N HE
RBREOREENPYBFIZELNL, ELICHISTREZEHNPE> DI L,

@-2 EREHEFIC L 538FERANNICET 2 ES

BABRICED D FRN R B EOCEEZ AT IEREESENEERAT =2V 7%
BOEERBOARI V- TRITOWEIRE L BRI TE 5 F— LAEREH N BH
STWBZ &, 2B, BEHEHICOWT, BABE L ZOFRICHHSITBAMI T
BT,

@-3- BHERORETRCRINIZB LT

BIVER (MEMMERBICMA . BEESHENIE, OHR. Bk, SEEUHBRE. KIBX.
BEEOTH. | BBERRA. PHEEE, FRISEEES. BREE, BEE (Bre-
RAEREEBER B L) . BIBEE., Mk, EEOKREEE. #IRMARZERAE, infusion
reaction, S MM/ IMRIBAESRBER (ITP) BE DORERE. IIRIREM, LIBEE (b
FEAE) - BRAR - OEMERISMNGES) . AR M) 1SR LT, MR LB E R
BEOBMMEEZE T HEME #EE L EHEAOZECHRICE L TRERUXE L %)
DNAERBFICHHZ L), EHITEERABEN TE 2BHNRE>TCNDEZ L,



5. xR LROBE

[ 4Mic B2 BE]
O FRICHNT 3BHEICHAVTHARDRESBRE SNTVD T Ehb, BEEFT
pRVI b, |

o AFIOEICR LVBBUEDOEEREO H 5 BE

@ TRFEATOFMICBWCTRICHEY T2 BEFIC OV, AAOREGIIHES L2

DB, AOIEFERIRE B R WGEICRY , EEICAAZERTHZ L E2ZRTE D,

o FEMMRBOA P UIBEEDOH 5 BE

o MEEGRE CHIERE 2580 5 BE R UVEENE O R BRI SR G Mk i 5
LOMICREMEDR LN DBE

o HOREEBROAGE XTBENLRE L IIEREDO B CAERBOBETRED
bHBE '

o IREBRBHE GLBMRBHEELED) OHLBE

*  ECOG Performance Status 3-4 ®V DB &

[E%hHEiC B3 2 FH]
O TROBEIZBWTHAROFEENKRIES L TWVD,
o 2 DD ED(LFHERIERE O H HIGHEIRARE R EIT - BREERE
@ TRITEYTDERFITHT HAAOERES R OFERFIEIZ OV TIL, AFI OB HED
ML SN TELT, AFOREMR L LRV,
o —RIBRE O TRIBEREZ T TOONRVEE,
o IRRFHBNM LRI,
o fhoBEMEEA & OJFA,

Eh ECOG @ Performance Status (PS)

Score EH

0 | &< ME2LEHTE D, RFAILFELRBEEEIHRE AT D

PIHERICIE LV NEBNIHIBR S 543, BITATRET, BIFESE > TOERIIITI 2N TE 5,
Bl BOFE, EHEE

BITARRTAHLSOFORY O LiF+_CAREEBEEIITCE R, APD S0%LL EE~y FATRIT,

BEAFESOHEOEY O L LTERVY, AHDS50% L~y FHFTEZT,

RS RVSR R ]

BTV, BHOFOEY DI L e TELRY, BRI~y FMAHFTIBIT,

8




6. BELBLTHETR%IH

® %Hii%;MZ.iﬁ%w%ﬁmmﬁfééﬂ%;%Oéﬁﬂwﬁ%&UﬁEﬁ
A DI LB ESE+SCER L ThbEHATE L,

@ TAEBIISICAN D, BEXIIZORKRICE SR OERIEE BB L. AE%E
THbRETZZ L, :

® FHREWEAD~FT AL Moo

HEEMREBRR D GONBEZ EBHDDT, AEDOFEREIZHT-> Tk, BEKIE
W (PR EEE, ZHk, RBEAE) OFEREKUME X SREOEES. BIR%2+5
WKATH5 28, Fhe, REISUTHE CT. if~v——%E0RELZERET
z &, .
AHOEEIIEED infusion reaction IZf 2 TRARZHR RGN TE 54
BZ21T o7 LTI 52 &, ¥72.2 B H LIEOARA| 58I infusion reaction
BHLONDZEbHDDT, FHFEED R OAABRERETRII N Z VYA
CERET 5%, BEOWREEZ+SICBET A L, 723, infusion reaction %
R LIHEICE, £ TOBEROERNDERICEE T 5 TRE * +o8E
T5Z ¢,

- FRBEEEERH bbb D Z L35 20T, KA OR5 AT R O& 51

P ERIRIC BRI RERR A (TSH. 58 T3, B T4 Z0RIE) 2EHT 5
Ze, :

FHDOBEIZ LY | BEOREFINIRRET S &8 1 bhbikx R RBSCRHEE
BHLONHZENH D, BEPROONEBEIC. BELEERIIG UL
HH il & RBR A RO EA & BN L CGEY AR %%ﬁw 18 EE DR
R & 3 BWEAR R DN 58101, AROKRE T, ROBIERER
NEVRIDRESRZEET DL, 7B, BIBKRERLEL OREIC XY BIfE
R DBERED HNARVESIIL, BIBRERLVE VU OREMEIFIOEM
bEET D,

BEKTH., BN OEIARB L THLEERANRER T2 8H 55
KR OB E#RTHRICHRERORBICHSICEET 5,

18R (BUE | BISERRZ &) bbb, #ERFEES T F—v R
WKEDZEBHLOT, OE, Bl BEHEOEROERCMFEBED L7121+
NEETHZ L, | ERBIEDNEEAICIRRSZFIEL, £ 2 8
OB EZEDOHEYMBEEITH Z &,

@ FAIDOBEERRIZBWT, EELL 1EMITI6 BT L, ZRLUBERITZ,. 287
WCHEEOFHMEZ T TV 2 L 28 E 10 AFIBRESDIIESNICEHGRE THE
DREREITH Z &,



KEEREET A R A
=ARN=7 (BETFHEEEZ) | |
(RFEEA : 37V —RRBEEE 20 mg, 47— R RHHHE 100 mg)
~ 7|\l e Jri o ~

Rk 2 942 A (ERk 2 94 9 AED)
JE A F @A
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1. LB :

ERELOENNE - BLMOTEIREO T OICIE, T TEZICESWEER AN KD
bhd, SO, IEORFEMOESRIC LV | FURERR 2 L OEE A5 ERg
FEELNARINZPC IO OEESLY EICLERBFICRMET 2 2 L REED
ML 22 o TR D RFMBGEE L DA E 2016 CERX 28 4E 6 J 2 ABIZRE)
KBWTh., BHWEELEOFERORBHEEZRZZ L S TS,

HEE I EERGIY, BEERCEA Y0 7 7 A VRBEFEOERS LB bR
BBZENRDD, TORD, HHEROCEEMEICET 2 EERA+SERT 5 E TOM.
WY ERSOBEL RSS2 ERYFENSBEICR LTHERATS E L bz, BIE
HRBRERLUZBICHERIGY & 22 L N —E OB 5 i 3 E R oA
TAIENEETHS,

LB T, AHA R0 Tik, BRBEBERLINE TCRELOR TV AEZEEY -
R RMICESE | LT OERSORE 2 E AL HET BN O LEREE, B2
HROBEFEERERT, -

I, BHA T4 3, MSATEIE A EERERESR A, AHAEARK
RIS Y S, — BN B ABKARIES, BEFEFIEIEA B AREER RO
— it B AR SR A O WA Db LR L,

B ERBDERES A7V R REEHE 20 mg, 47 V—R REETE 100 mg (—i%4 -
=ARN<7 GEEFHEEEZ))
RBERDPEIDE IR /eETT - BROIE/INEME
HEERDPEROBR  B@F. RAII=RL~T (BiEFHEHRZ) & LT, 1 E 3mgkg
(RE) % 2 BRI CRERET 2.
B BR 58 ¥ F . NEFERTERASH




2. FHORKE. 1ERBF

7V —R R EE 20 mg/100 mg (%4 =ANA~vT7 (BEFEBRZ). UT K
Bl &Wvd,) i MEERTERRESHLAF Vo724 BTV APV <A —
A A AT (BMS) ) »BI%E L7zt b PD-1 (Programmed cell death-1) {Z%f3 5 b
B 1gGa € /) 7 u—FTAHETH 5,

PD-1 i, B LIZ Y 238K (THIRE, BMEERGTF 27 0% 5 —THlR). KUE
BERMARIC RBLT 5 CD28 7 7 X U — (T MO 2 FBIMICIE & AICHIET 25
T8 [CBT2%EETHD, PD-1 IIHURBRFHICFEE T2 PD-1 ) 7 K (PD-L1
KUPD-L2) &AL, Y 7 SBRICIMEE L 7P VR GE L T oS BROTEHALIRRE S
AICHEI LTS, PD-1 YA FidHRIBRMLSMC b b Ok~ 22 AR R 5
LTHEY, BEHBREEREN» DU LEEREICIIT S PD-L1 OB L% OLT
B & ORIICADHBBIMEA 55 2 L B8E SN TWS (Cancer 2010; 116: 1757-66),
Fio ENRAEEBE CIABRRE THRSELETEA V¥ —TzuH i~ (IFN-y)
IZE - TPD-L1 OFRBESHEE I, 65 LIEERBICEIT S PD-L1 ORBLHFED
AFHMEOMICECHBBEERHZ L OHRELH S (Sci Transl Med 2012: 28:
127ra37), & 512, PD-L1 Z3&HIRE I N AMMIT, FURSRN CDS Bt T fike
DS ETE L HE3 S 55, HL PD-L1 Hiff T PD-1 & PD-L1 & DS EHETH &
ZOMMEEEESRIE T Z ERRENTVWS, ZEDZ 225 PD-1/PD-1 ) H v Fi
BV, DS AR S HURAERAY 7 T a6 @Wﬁ%%ﬁlﬂ@”i‘)%)ﬁ?@—“o ELTEZDL
nTna,

AANL, EERBRORERN O PD-1 OMIESFIK (PD-1 ) # - FREEHIH) IZ/REE L.
PD-1 & PD-1 Y B> FEDOREAZMETD Z LI 0 BAFBRERN R T MAOEE
LR OB A KRR kT3 2 MREETE M 2 58T 5 = & CRSM R ERE R 2 "7 2
LR IILTVN A, i :

INOLDOMAND, zl:ﬁniﬁfr&ﬂ;ﬁ% T BH T RTERERIC R VB L0 LIRS,
N R 2R R e LT BRRBR Y L, A9, ZEMROEEESHERR
i,

AR OERBFICE S GBEDRERGIC L 5BHWEME» S bbh, EEXIIFETIC
ELHEMR H D, FAHORE PR OREGHICIT, BEOBEZTHITITV. BE I
D ONTHEITIL, BB L ERITG U MB 22 mel & BB 2 R/ DIEAD & HE L COF
GREMNZE 21TV, BEORERIGIC X 2EWERBEDN 2BEITIE. BIBRE R
T RO EEDHEYRLEEIT I LENH D,



3. BRERRRER .
GIBRTHEZRTEST - BROENMaME (RYELEBEROERFLEE) OARRFZFEM
T o e ERBERROBREE T T, ‘

[B2hik]

(R _EF R
OEMNE TR (ONO-4538-05 FHER)
75 F SRR B E T CERER 2 AT U2 IB #/ VX IIBRORY LR
B# (ECOG Performance Status 0 2OV 1) 35 Fl &1, &K 3 mgke % 2 HREFRT
AEHE L, TEIMER THHELHER (RECIST VA FFA v LLIRICES PR
HIFIZ XD CR XX PR) 1% 25.7% (95%{Z#EXM : 14.2~42.1%) Thol, B, F
BTCERE L2 FEIL 9.0% Th o7z,

@S EMAEFER (CA209017 3BR) (N EnglJ Med 2015; 373: 123-35)

75 FFEH S L ERER 2 F T 2 YRR R B B/ IVESOGIFRORF LR
B¥ (ECOG Performance Status 0 2T 1) 272 5l (BANEE 13561, FEZXENAEE 137
#) BRIz, FEZXerzxtBe UTAHRA 3 megke % 2 BRIHMRCREFREL
FEFHEEE Th D2 TFHE (P RE [95%E X ]) 1X, AFIBET 9.23[7.33~13.27]
W H. FEZXEAFET 601 [513~733] YATHY. AANIFEFZ XK LI
HEMICEBRER 27 Lz (MY — FH 0.59 [96.85%{E 45 X 4] : 0.43~0.81], p=0.0002

(BB log-rank KRZE]) .

1.0

Probability of Survival
®© © © o o
w - w [+] ~

e
[

e
-

0.0

T ¥ T T ¥ H T
0 3 6 9 12 15 18 21 24
Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mg/kg

135 113 86 69 52 31 15 7 0
Docetaxel
137 103 68 45 30 14 7 2 0

~*~ Nivolumab 3 mg/kg (events : 86/135), median and 95% C) : 9.23 (7.33, 13.27)
© 1% Docetaxel (events : 113/137), median and 95% ClI : 6.01 (5.13, 7.33)

0OS O HEAEHT O Kaplan-Meier #h#} (E{ER(L I =)



(FERE_EF2 )
OENFE IR (ONO-4538-06 ABR)
77 FFRAIE SRR Y G T A URARZIB M/ IVH X IIEROFERE LK
EBE (ECOG Performance Status 0 T8 1) 76 Fil & 681, A 3 mg/kg % 2 BRI
THMEEE L, FEMEEE THEEMHE (RECIST HA FTA ¥ 11 JRICES
FHFEIZ L D CR XX PR) 1X 19.7% (95%IEHRM : 12.3~30.0%) Tholz, 2B,
FHNCRE L 72BN 9.0% TH o Tz,

QA FEIARRE (CA209057 ABR) (N Engl J Med 2015; 373: 1627-39)

77 F TR E ST LHFRIER LA T 2 URTREARIB B/ VX IIBEROERFE LK
¥EIBE (ECOG Performance Status 0 UV 1) 582 il (ARAIEE 292 i, K& & F&/AEE 290
Bl) ZRBIT, FEZXEAERBL LTAHR 3 mekg & 2 BRIRING CARBE L,
EEFMEER Th 5 REFHM (PRAE [95%EMXR]) 1k, AHIBET 12.19 [9.66~
14981 WA, FEZZEAEET 9.36 [8.05~10.68] WATHY. FFIFEZ*FENL
Ik LIERHFRIC A B R IER 2R L (0N — FH 0.73[95.92% {5 48X ) :0.59~0.89]
p=0.0015 [J&H!] log-rank #E]), ‘

1.0F

. 09

0.8

" Probability of Survival
© ©° © o o
L L - S

o
N

0.1

0.01

0 3 6 ] 12 15 18 21 24 27
Overall Survival (Months)

Number of Subjects at Risk
Nivolumab 3 mg/kg

292 232 194 169 146 123 62 32 9 ¢
Docetaxel

290 244 194 150 111 88 34 10 5 0
= Nivolumab 3 mg/kg {events : 190/292), median and 95% Cl : 12.19 (9.66, 14.98)
" 77" Docetaxel (events : 223/290), median and 95% CI : 9.36 (8.05, 10.68)

OSSO PIEIFEHT OKaplan-Meiergh#t (E{EA L X -£RM)



(BEEH)
PD-L1ZBLRIB OF kR OReH

WA ETIFEEAER (CA2090173RBR & (*CA209057:88%) ICHAANON-BED S b, &
GBI IV TPD-L1 2 R B LI BB HIREAS 5  DEIE (LT TPD-LIRBIR) &\ 5,)
T AERIEONZ—OBEOT —FIEKIE | PD-LIBHERHNERBINMENT
EITo B8R OCZEHORRIZLUTO LY ThoT,

HEICE LTI, BELEEETIZ, PD-LIOFERRICL ST, FEF3w/LEEHE
LU CAAIBE COSHIERT HEMMBBD bz, |
FERE ERE TIE PD-LIRBRES %R OHEIC N2 X v AH L IZERIROBERT

Hot= (FE),

kB, RELRE. ERELEEL HIZ, PD-LIORBERIZL LT, AFHloRZLET o

77 A MIEETH T,

1.0

0.9

e o o
9N N o

Probablity of Survival
o
n

T —T T T (e T T L
) 3 6 9 12 15 18 21 24 27
Overall Survival (Months)

Number of Subjects at Risk
Nivolumab 3 mg/kg

108 82 70 60 48 39 26 17 4 o
Docetaxel

0m 87 69 5 38 30 13 5 2 o

= Nivolumab 3 mo/kg (events : 77/108), median and 95% CI: 10.41 (7.29, 14.26)
©F - Docetaxel {events : 75/101), median and 95% CI : 10.09 (7.36. 11.93)

Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% CI : 0.90 {0.66, 1.24)

<

»

Probability of Survival
o o ®.9 P
e wn

o

o
N

e
by

e
o

T T T T T T T T
0.3 6 9 12 15 18 Fil 24 7
Overall Survival {Months} .
Number of Subjects at Risk
Nivolumabd 3 mg/kg
123 98 a5 77 3 65 27 13 5 0
Docetaxel
123 102 80 13 44 36 13 4 3 0

—= Nivolumab 3 mg/kg (events : 6&123), median and 95% C1: 17.15 {12.09, 20.63)
©*=* - Docetaxel (events : 937123}, median and 95% C1: 9.00 (7.10, 16.55)
Hazard Ratio {Nivolumab 3 mg/kg over Docetaxel) and 95% CI: 0.59 (0.43, 0.82)

CA209057 REXD PD-L1 ZHBRTD 0S O HARNT O Kaplan-Meier Bh#
(£M : PD-L1<1%0BEEH, AHH : PD-L121%0BEEH)



[Z4:fk]
(¥R
OEANZE RS (ONO-4538-0575)

SN %L E ORI

Grade 4 Grade Grade 3-4 Grade 5
BIYEREE BB REE | BRI RHEE | BE  RBEE
(MedDRA IZ & 5 SOC-PT 538 ¥ (%) HH (%) EE (%)
HBEMK 35 35 35
£ 24 (68.6) 2 ( 57 0 (0.0)

SZa e S = S
TARGR VT I/ NI AT 2T~ E
oV TF R RRE P
Y oSEREGED

MR EZRES

B OMEINEEFRAL, MedDRAver 170 AV THAE 2.
GradelXCTCAE (Common Terminology Criteria for Adverse Events) v4 B AGEfRICOGIRIZHE U 5,

k. FEMEMERR 2 61 (57%) . KIBL - BEEOTH 2 # (5.7%) . #igpEE (¥
TV NU—TEMREEE) 361 (8.6%) . FFMEEREEIX 2 61 (5.7%) . FRIRMEAEREE
361 (8.6%) . BIEHAEREE 16 (2.9%) . BHEEE (RUMEMEMEERL) 1314
(2.9%) KU infusion reaction 1% 2 Bl (5.7%) TR LNz, Fiz, BEEOKREEE (&
[ERIEIRE RS, ZALEE, |RERYS) . TEABEES, | BERRE. L, BE
FREESIE, W% - BEIER. 5 &) AR OLBRITBD bhikd oz,



@ESEIMARFER (CA209017588%) (N EnglJ Med 2015; 373: 123-35)

FBEN 5% EOBWEA
Grade £ Grade Grade 3-4 Grade §
RIVERTEH _ RE  RBR BB OBHEE | BE  RHEE
(MedDRA I~ X % SOC-PT i) T (%) i (%) E# (%)
HEER 131 131 131

EREURENNORE

ELFiD HRE ST T EHLR4AIL, MedDRAver 17.0E WTHAE L.

GradelZCTCAE (Common Terminology Criteria for Adverse Events) v4IiIZ#L 3%,
g, REMERER 6 B (4.6%) . KIBZ - BEDTH 116 (84%) | MiEEE (¥
T NL—ERTESE) 13 B (9.9%) . FFHEREREEIT 4 ] (3.1%) . HURIRHEAEREE
X 5Bl (3.8%) . BHREREE (RMEMEMEERE) 146 3.1%) . EEMHEE 1
% (0.8%) . R infusion reaction }% 1% (0.8%) TNz, T, EEOKERE
E (HFFHEIRESRE. S, BEXEEY%) . TEARERS. AIBgEREE. 1
RUBERRIR. R, MK - B, S EIBRROLHRIIZBO NN oT, ‘

(GER Y- _EEogs)
OENE T35 (ONO-4538-0635%)
FERBHS%L EOBIER

Grade 4 Grade Grade 3-4 Grade 5

BIfEHEE . RBRE RE . ORHFE | BEOREE

(MedDRA IZ £ 5 SOC-PT #338) F (%) E¥% (%) i (%)
HEER 76 76 76

2k 6 (842) 16 (211 0 (00)




s IR s
TSR RS

TOHERE
iz
BREBREE

EM»OBESNEAEFRAR, MedDRAver 17012 W THAE I,

Grade}XCTCAE (Common Terminology Criteria for Adverse Events) v4 A AFERICOGRRIZHEL 5,
. MEMEMEBAG (53%) . KIBK - BEEOTHISH (6.6%) . HiREE (¥7
Vo NU—ERRES) 106 (13.2%) . FFREEEIISH] (6.6%) . FIRIRMEREEE X
1061 (13.2%) . BIBEWEERE1H] (13%) | BEEEE (ROEHEEELE) 1344
(5.3%) K Uinfusion reactioni¥3ffl (3.9%) TR bhiz, F-. BEEOKEEE (K
JERSIERRIERRE . ZIRALSE, BRMEIES) . TEARERE, ERA, Bk, BE
FRIESIAE, JBiZ% - BRI, 5 &5 ERROLHRITZBD bR olz,

OBS B IR (CA209057 #8%) (N Engl J Med 2015; 373: 1627-39)

| R 5% EORIES
Grade £ Grade Grade 3-4 Grade 5
- BMEHmEA B REBIE FB RBE HE S BBE
(MedDRA {2 X. % SOCPT 53y58) B (%) & (%) ¥ (%)
HEEHK 287 287 287

2

199

(69.3)

30

(10.5)

0

(0.0

BN O8E SN EEERAIL, MedDRAver 1711 HWTHERE 2 -,

GradelXCTCAE (Common Terminology Criteria for Adverse Events) v4|Z#U 5,

B, FMEMEMKE 106 3.5%) . KIEK - EEOTHI22 61 (7.7%) . #EEE (¥
T v SU—ERREE) 26 51 (9.1%) . FFSAEREEIZ 1S 1 (52%) . HURIHGENEE
132761 (9.4%) . BHREEE (ROEMEMLBERS) 1276 (24%) . Bk - B
1 (0.3%) K (Ninfusion reaction iX 8 - (2.8%) TR LN, Fiz, BEEDORERE
F (REHRIRAEGR. AR, ERERS) | TERBEES. BITHERE, 1
BINEIRIS. BEfe. EEMENE. SEIIBEROLBRIIRD bR T,



4, HRITHOWVWT

AREM L LCHEARERE (SFIRE) SEBEELhTWA I ENnh, YA %8
CEMTX AR THELERD S, TO LT, RFIOREPEY 2 BE LW - BE
L. RO EIC L 0 BEEZBERERE LEBICHET 5 2 ERSERED, UTO
DO~@DFTRTEBWTHRICBNTHERAT BR&ETH B, |

@ MRIZOWT

@1 TFRD (1) ~ (5) OWVWThDICHETIHER THDHZL,

() EEFBRKENEET S8 AZEEEILSFRRS GREFRD A RESEIL SR,
HEE A AL BB LSRR . RS AR EERRE AR &) (ERk 28 4E 10 A 1 HEFA -
427 HEE%)

(2) FrEHRERPE (:Fﬁ3228ﬁ59}3 1 BREAL - 84 JEER

(3) HERFRMENEET IR ALFEERE (0 ABTESEERR. BPADRERE
WAmEbe, AR FEEHEEREL R )

(4) HFALFRIERZRE L., S RLFRREME 13035 R RIEME 2 Ofigk e
R BHEITo TSR (B 2747 A 1 B . 2538 fiiir

@)#ﬁﬁﬁﬁﬁﬂﬁﬁﬁm%®W$%@K%é@ﬁ%ﬁoTméﬁ%&ﬁm27&7
A1 B ;1284 HigE) |

®D-2 FEEDOFRER CRIEAFERBE ORI o7 Mm% & BB 2R >ER (TRO
WTINIEY T D ER) A BEREROAFICETBEROBEEE L LTRESH
W5 Z &, '

®

o [EENSRFFIISE 2 EOFIIBHE 2 T L7 R 5 LU EO D AR O BRIRBHHE 21T
STWBZ &, 25, 2FEU LR, PAEYEEREE L LEBRIEEFZONERZIT
RoTWBHZ &,

o [ERISGIFEUSRE 2FEOMHTHEL KT L RIC4AEL EOBRBKBRRZAL TS D
Lo DB 3FELLEIE. MDD AREYFRE L S OFFREBRFEOBRKRIHE 21T > T
Wk,

@ BEAOEKMFBREBROEKHIZOVT

EERMBEREBICEE TIHEEENEBEIN., HETENLOFERED, A0 - £
HEEFZNFROETHELVEMEFIC T HHEHREML. FEFELRELIEEAOREE
B, ERFECHIITONDEFHPESTND T L,

10




@ BUER~DORISIZOWT

@-1 RERAHIC B 5 B

RIEMERBEOEEZBWERNSRA LIZBIC, 24 FRIZIREHIO T, YRt
EERRRICIWT, BB LEWERICS CCARERKR U CT ¥ 0RIEA OB XLE
RREOBERPY RPIIELN. BELISHIGATRERERINE->TWD T L,

Q-2 ERRFEFICL3AFERMGICETIES

BABEICEDL D EMP AL OREZ AT IEREEENBIERT=2 ) 7%
BOREERDAY Y == T RTVERE LB EH T& 5 F— L EREH S
INTWBZ &, 2B, BEEHICOWT, BABRE L ZOFEICHSZAMEh T
6:(‘:0

®@-3 BIfEA ORZE-exHSITE L T

BIVER (MEMMESBICMA, EEMENE,. OHR. Bk, MBHRMAEE. KX,
HEOTH, 1 BFERE. FEEEE, RRIBSEES, hREE. BEE (BXe -
RAEEMEEBREET) . BIBEE. M. EEOKRBEEE., #IRMILZERE, infusion
reaction. MM/ IMRISAMESEEER (ITP) SBEDRERIG. IE RSN, LIS (b
AE) - AR - DEMEHISMNES) . AnERE M) o LT YEERR UL E R E
BEOEMMEL T HERM L EE L FIEROZH-ORISICE L THRERCIE 21T
DRORMICH DT L) EDITHEIRLENTE 2ERIBES>TVDHT L,

11



5. REXNRLRDBE

(ZethicBT 2FH]

@ .Fna‘upj(‘élﬁ_é$% n.’)b\'ﬂiiiﬁﬂﬂ)f’i"’—:l‘»#mu LENhTWAZ &75‘6 3&5‘%??

bhRwnwz e,
o EAFIORESITH LIBBUEDOBEFEREOH 5 BE

@ TRFERTOFHMEICB W T TRICHKYE T 5 BE IOV T ARloREIHERE SR

. MOTEFBFE A R VEAICRY . MBECAFZERTH L 2ERTE S,
o MHEEMERBOSHUIBEEDD D BE '
o JUEEGRRE CRER R 5 BE R OTEEME OB BRI 0 m g il %
LOMICKRERETLR L NS BE ~
e BOESEERBOAG X%il%fﬁﬁﬁiﬁ:ﬁ L IEEHMO B OB REDBEERED
HHEBE
o ERBHE GEORARBHEELED) ObLEBE
»  ECOG Performance Status 3-4 &V D B3

(BB 2 FE]

O TROBEIZBO THAAOEMEPRIES TV D,

o TIFTREHEETLERIEE L AT SRR B B/ IVHSUIBEROR
LR EBE

o I FFRREETLERIERES AT AR RERIB B/ IVHIUIBEROIE
RY LR ERE

2B, ERELEE CEGFRELGTFERITALKE S BB FHHERE IV T,

BRI E L CEGFRF 1 ¥ v ¥ F—EHEAIUIALKF 7 ¥ % —EHRER O

BREZHT DE8E,

@ TRIEMTHIBEEFICHT 2AFOERERCHERFIEIL SV TE AFIO AL

FELESNTELY, KFOBRERRE RGN,
o ALRFIERIBROBE,

o IREREBNL IR,

o MOBEMIEER & OB,

@D ECOG @ Performance Status (PS)

Score

EE

0

EHERLEBHTE D, BRI BLABEREIGHIRL ITX 5,

PEBICI L WIEENIHIR SN 503, FITARET, BIFERE > TOEEIITI ZERTE D,
il BOFEE, EHEE

BATRIRRTANOEDE Y O L3 T X TCHEZMERIITE RV, BPO S50%LL LI~y FATRIY,

SN

BoNF-BLo0EEIY O L LM TERY, HHRO 50%LL L2y FOhBFCTRAIT,

£ BTV, BAOFDOEY DZ LIFETERY, BRIy FIBF BRI,

12




@ MEZERIA F74 2 (BAMBFSMR) 1Z88V T, ECOG Performance Status 0~1
@D 75 %Ll E, Xid ECOG Performance Status 2 # " D BE Tix, 4 3 HHHIE
Al (K2 FEN%E) OBRIBREMERINTEY, 77 F 7 BFOERHERER
BB SRRV AR DD, ZOBA, 7T FTRHIDNIREAR R L b
53 BRI C ORI £ A B B 1BV Tk, AR EZ B TX B,

@ FAANTESNEMERBRICE VT, BELEBROERELEBOVTLOBHEICE
WTh FE# AR U TEBMESRIESh T, 2L, FRELREO
BE T, PD-LIFELEIC L 0 AMEDMEANS RS 2 & ISRIB S BERNE D
NTWBZEND, FRFELEEOBREIZBWCUIPD-LIRBEELHALE LT
FOREFAEDHE %352 L NEE L,
® PD-LIEEAEPI%NRTE THD Z L BRHERINIERELEBREIZBV T,
FHI, Fe4 X EoRFUNORBEREENORE 2 EBET S, &2

o AT n) R (WEFMME) Do i= BEFE (K74 : PD-L1HC
22C3 pharmDx 4 =] ) IZ X VPD-LIRAL LR LI ERFELEBEOBRE T
HoT, AROZKE (k554 : PD-L1THC 28-8 pharmDx [# =) ) I X5 FH
BRERNEBERB AT, LT OXRE L BEICAROREOFLE R TX 5,

XHREE) -

+ Andreas H Scheeylul et al. : Mod Pathol. 2016; 29: 1165-72

« - Fred R: Hirsch et al.-: J Thorac. Oncol. 2016; 10.1016/j,jth0.2016.11.2228
Marianne J. Ratcliffe et al. : Poster presented at the American Association for
Cancer Research (AACR) Annual Meeting 2016; New Orleans, LA, USA; April
16-20,2016

D L ORBHIBEHORSIZOVT, B, BEREICHN TS 2 & O, Bk LR 2
HEWERDORBEOBENRH D%, EFEF FREY LA SN-8E (FHEBR) IK oW TIZZOMRY
TR,

13



6. BEZBLTHETREER f

O WRAETEZICMZ ., BERFTEERVRIET 2 BRI -5 & A O R R O IERE
Aol nBEirER)s+oIc B L ChroERTLZ L, '

@ TREBIAICKS L. BE I T ORBEICEPEROGEREZ +SEA L. BER2E
ThrbEET25Z L, , '

@ ERFELEBIZBV T, PD-L1 BRELHER L7 L THAOREFHZHET 5
ZEBZE LWVA, PD-L1 BEENFER CE RVEAICE, AROEROBE % E
PNCHEE Lz EoiRETHZ &,

@ FREHERO<=RXTV AL MZONT

R EIIR A D B AL B = b 23 5 0T, ARIDBEI i > T, BHRE
RO(FEIR RS, mk, BEE) ORERKR UM X #REOEHKESE, B854
WITH 2 d, $o. BHEICSCTHE CT. MiE~—V—HF0OREEEHTD
&, : '

/Zliﬁﬂ@ﬁﬁéiﬁfi@ infusion reaction {Z{f§ 2 CRARKFIZ oL D TE H 1

ﬁ? {7 o7 L CRtET 5 Z &, F 7.2 B B LIEOARAF 5R#1Z infusion reaction

DHLONDZEHLHDOT, AHREFROARREEERTRIZASAAZ YA
VERIET A%, BEOREEHSICBETHZ L, 728, infusion reaction &
REBLEBAINE., 2@ TOMERVERPERICEIET 5 TRE L T8
THZ &, '

HORBSREREE R B Db 5 Z L 235 5 DT, AKI D% 5BERT R O 557
T ERIRIC R ARBRERRE (TSH. M T3, #ERE T4 BLORIE) 2 EET 2
&,

AFNOBEIZ LY BEORERIGICER T2 &5 2 bh 284 REBORE
BHOELNDZ ERDHD, BEPRDONLFEICIE, BELEBERIS UL
BRI 0 & RRBR B RO R & L CEE @R 2TV, BEORE
B X D RHER RSO 2B A1k, AR ORE TP B, RORIERER
WEVRIOBREGSEEEZERTH L, B, BIRREFRNLVEOREIZIVEE
FADWENRD bIRNOEAITIT, BB RERVE LS OS5 Bk o8
bERT D,

BERTE, BB CHEIARB L O LEIERNRETLZ R H DD,
ARNOBEXRTRIZHEWERAORBICHHICEET 5, ‘

1 BigERAS (BUE 1 BIERB 2 51) bbby, BRFEES R T F— 2R
WELHZLERHHDOT, A, Bl BHEFEOEROFERCMFEED L7+
NEBETHZ &, 1 BERENEDNICGAICEIREEZPIEL, A2 Y V3
o 5% OB RLEZITI Z &,

B AFKIOBEERBRIZBWNT, BEHEENS 9BB. TALREIL., BREBENS 1 F/
H3EREERT T LICEDMEOFEEZ T T2 & 28 E I, KRS PIIEM
RO RE COHROFEREZITH Z &,
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(HE 2) B
#o, EHERSE, BKELREL RLEERAOSESEG

< KEZXEARERLRIBE>
BEREMIR OH 5 BE
BRER AL QB BH

REEH LRHEDRDN S BE

A EANGBBIEDBERERDO H 5 BE
IR SUTIER L OO BRI O 3 5 B

< FEEFEAIMEERE LR LBE>
BRI 055 B ‘

R HER 2 UL MARAEIE D 3> % B
FEEDH 5 BE

BREEDH D BE

EIED b % A%

FLIR 2 PTHEME D b B B

< FEFXeNVOBEKZBIER>

‘B BEH

ay R - TFT7 47X —

HIE, A2, H#EEE

SEERL

B MR, TFRAEE

DAL

BN ENEEYEFEERE (DIC)

MBE A, Bipm. EifidRER. KB

AV 7R

RMEFRIR AR I8 SE BB

BHERER

BZFEAEERRAE (B RE (Stevens - Johnson SE{REE) . PHMERFIEICE (Lyell SEFERE) . SIAIHE
DF R F—T BkiE, EiE - KRR

OFFEEZE, FRRMAR ERE

REYLE

PRRANTE - RE G 3 WERERE (SIADH)
EELQRONREOMER, MER, KEEREE, OB ARS ORMMEEBEE, Radiation
Recall &
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EEEREET A RTAL4 v
=RN<=7 (BRIEFHEEEZ)
(A4 - F7O—RRTERE 20 mg, F 7V —R EHEEE 100 mg)

~EHRAE~

F2 928 (FRR2 94 9 AYET)
A5 BE



A&k

S O

XL ®IZ

AHI DR, TERBR

FRDR AR

HgRIZ oW T

BERRE IR DBE
REZE L CHET NEFE

P2
P3
P4
P10
P12

- P13



1. R :

BB OHIME - REMORERD = HITIL, A STEZICE SV EE 2 AR
b, S bic, IREORFEMOEARICL Y, FUAERR R & OREHN 2 I 1ERAE
FEELNEABENDIPT, INLOERRLEZEICLELRBEICRKT S Z LHRRO
BB L 2o TRY REMEGEY L REOEARTE 2016 (Fk 28 46 A 2 BEERE)
WWHEWTH, EHNEELLEOFRORELHEEEZRLZ L LTV,

FRE R E R, MR T n 7 7 A ADPPEFEOERS LA LNICR
RAHAZENDD, ZDH, FHEROLZEEICET AERP+0EET 2L TOM.
WUHEKBOBELRZIT A ENPFINIBEICH L TERTS L L bic, BIUE
ANRREB Lo LER ey & 52 L N AR —EDOEM - T EREE CHEA
THZERHEETH D,

LIz o T, AAA FT7 A Tk, BEERECINE TICB LR TV HEFRZN -
B RHICES X | UTOERRORKERERZ HET 28RO BLERER, BX
FROBEFEETT, :

BB AHA BT A %, WSATBIEANER D ERERAAEE. AREEEBEARE
BRRMEEYS, — i HEA BARBRRNBERR OARHHEAN A AR ERFER O]
Db EMERR LT,

Rl e AERR A7V — R AT 20 mg, A7 YA RHEFHE 100 mg (—R4 ¢
=R~ 7 (BEFHEEZ))

AL RHPENHHE  BIGEIRA LB EARE

#HEL R BRMERCAR © <{LBEERIGE OB TRE 2 ik R AJERE 054>
WE. BRACE=FRV~T (EEFHE#Z) £ LT 1 E 3mgkg
(kE) % 2 BREFERCREFET 5,
<ALEFEEAR ORIG VIR T e BE R AERE 056 >
WE. A=AV~ T (EEE#EZ) & LT, 1 E 3mgkg
(RE) % 2 EREIBBXE 1B 2mgkg (BE) % 3 BRHEB TR

BEET 2.
& v R R O¥EE . NHESIEAASE




2. AHIORKE. ERMAF

F 7N REEE 20 mg RV 100 mg (—f%4% : =RV~ 7 (BIzFH#H#Z). LT,
(A7) 3. AFRETERASHEA L Ly 7 24 ETV APV v/ ¥ —X R
747 (BMS) ) 23B% L7zt b PD-1 (Programmed cell death-1) 1254 % b Rl 1gG4
T2 u—F A TH D,

PD-1 13, &ML L2 ) 88k (THIfR. BMRECTF 274037 —THIR) ROE
PRAMICRB T 5 CD28 77 X Y — (T Ml OTEMEAL 2 MBIAICTE & AICHIE+ 54
FH) BT 2B TH D, PD-1 IIHURIETHIICHE T 5 PD-1 Y > F (PD-L1
BOPD-L2) &fEA L. UV 7SERICHBIE S 7PV BmE L TY VB ROIE M LIREZ
BUSHRE LTS, PD-1 U H v FIXFURERETMRALIAMC b b Otk felEEA Rk IC 38
LTRY, BUHBAEEE YR L ZEEAMRICEIT S PD-L1 OB LFHROLF
B & ORICADHBRBEERH D = L BHE STV (Cancer 2010; 116: 1757-66),
o EMRAERE CILEMRRE THRSELTEA V¥ —T7xn < (IFNy)
Ko TPD-L1 OEEANFE S, BB L EEERICIT 5 PD-L1 ORBLHiE O
AHEHREOMICECHBEGEN DD L OWMELH D (Sci Transl Med 2012: 28:
127ra37), & HIZ. PD-L1 ZBHIRA I SN AMBIL, FLUREEN CD8 Bt T Ml
DG EESE A HE S 2B, HLPD-L1 HL{ETPD-1 & PD-L1 & DFEAZHET S &
T OMIUSEREREET L EXREINTVWE. 5D &2 5 PD-1/PD-1 V H o R
BEIE, 23 AABRASHURAG B0 7 T MR D OB # [FkE S HF D — 2L LTEX b
nTwna,

AFNL, IKERBROFE R 6 PD-1 ORBISMEIG (PD-1 Y VY FREGHEIR) ICHE L,
PD-1 & PD-1 VA FEDFEEEMETHZ LICX 0  BATREERNZ T HBOEHE
LR B AMBIZ X 5 MG EEE L HRT 2 2 & CREN BB R 2R Z
LRI TV, V

AR DERBFICESBEORERIGC L 2RIERASERH bbh, BEEXIIETIC
ELFEEMEDRH D, AFOREH R UHRE#ZICIT, BEOBEL 2TV, RENSR
D HNIFEITIE, BB L BRI U BEMM 508 & BB A RO & B L T
EI2ERNR W 2TV, BEORERGIC X 2BHERAS DN 2 BT, BIBRESN
TR DR GEDOHEGIRNE EIT O LERD 5,



3. BRERER
RIS R B/ B B ANE DAl 21T - m ERERABROBEEZ =T,

[H 2]
OENE THEHER (ONO-4538-02 FER)
FHNAY (BT, IDTIC)) I X B{bFREREE T 5 RIGUIERTRE 2 I/ IVHIS
IEROEEBAESEE (ECOG Performance Status 0 & U1 1) 35 §l & #RIC AH] 2 mgkg
Z 3 BRI CAEEHE Lz, EEFMEER Th 58 (RECIST VA FI1 1.1
FRIZ S < RSIEIC L B CR XX PR) 13 22.9% (90%(SHRM : 13.4~36.2%) Th
ot TRk, BRICRE LEBREIX 125%Th -7,

@EME TR (ONO-4538-08 F5R)
bZERERBEORIBUBRAELIY/ VA IIEROBHBAESRSE (ECOG
Performance Status 0 2 T} 1) 24 il % %8212 AH 3 mg/kg % 2 W IR CRMIHE L7z, -
FENEE ChHEHHR (RECIST HA N4> L1 JUHS< FIEIc X5 CR
% PR) 1% 292% (90%EMEXM : 16.7~45.9%) Thotz, 2B, FRICERELE
fE1X 6.0% TH o7z,

OWES B IHIRER (CA209066 FRER) " |

v-raf = 7 ZABEY 4 VABEIGFEWSRETR S Bl (LUF,. BRAF)) V600 EEODZ
WL BRIERTAROBRIBOR T2/ VAN IBEROBEBAIESRE (ECOG
Performance Status 0 2 U0 1) 418 i (AA(#E 210 #1. DTIC # 208 ) % xR, DTIC
BHEE & LCAN 3 myke & 2 BRI CARRIE Lz & X OFPRR LS LR
Uiz, FEFMMEE TH 524 (FRE [95%EEXM]) 1. &H#IL NE [NE
~NE] #» H. DTIC #T 10.84 [9.33~12.09] ZATH Y., &AL DTIC I3 LELEHT
W B BRERE SR Lz (A Y— FH 0.42 [99.79%{5 XA : 0.25~0.73]. p<0.0001 /8
Bl log-rank £R7E 1) .



—A— FAR
e RN

: bm%ﬁ‘
0.3 ‘ o
0.2 o
0.1+
0.0+
. LA A R S A S AR
0 3 6 9 12 15 18
at risk® S1EEm (A)
AH® 210 185 150 105 45 8 0
HhNISTLRE 208 177 123 82 22 3 0

0OS @ Kaplan-Meier B

@S EIAERBR (CA209037 3ABk) 2 ,
A Y w7 (EEFEWZ) XX BRAF JLEA % 5T LERIERE 2 59 2 RIGUIRT
REZR LA/ IVEI X B R O B RS BE (ECOG Performance Status 0 & U8 1) 405 4] (A
FIBE 272 B, {LFHRIE (DTIC XUIHANRT TF L 32 Y 2 XA L OHA) B 133
#) ZRBic, {LFRIEE xR E U CAH 3 mgkeg % 2 BEIRRB CABEELLZEED
AR OREMERT L, TEFMEB THEEHR (RECIST FA K71 1.1
RUCEES S PIHFEIZ L D CR XIL PR) X, FFINEE SNz B&OID 120 Fl25 7t
FUEF L Sh. FHIBE T 31.7% (95%EHXM : 23.5~40.8%) Th-otz, 2B, BN
EPDEOBEIHREL TCWVehote, b ) —oDFEFMER Th 5 LEEHM (hk
& [95%EMXM]) 122N T 182 FDA R b GEL) I THRIMIT 21T - I B R,
AFIREL 1547 [12.39~NE] # A, {LFEERE T 13.67 [11L.50~NE] Y A TH Y. KAl
IHEFRIEIC R LI EICHEBRIER 2R & 2o (AN — FH 0.93 [95%IEHEX
fH : 0.68~1.26]. p=0.6299 [JBHI log-rank $E]).,

[ZR2ik] |
OEANE IR (ONO-4538-02 FHER)
BEFERIILE (100%) IZRD b, AR L ORRBHRNEE TERWVEEERIL 3035
B (85.7%) TR bhic, HEERN SRULOBERIITRDEBY ThoTz,



BB 5% EOBIER

REAGER Figx (%)
HAGE 35 i

(MedDRA/J ver.16.0) % Grade  Grade3 BLE
BIER

ALT $#5/0
AST #80

mepFTAT I W

e CK #m

7 V7 F o8

s 7R g

e LDH #0n

fuf TSH ¥

e TSH #m

CRP

FREERBOEM

y-GTP 380

R 7 B oS

~ESa vy

Y 2SEREEA

HFHREREOR A

FeEpATIERT

/R B

FRMERE A ,

I ER B T
FHERE T3 M

WERE T3

HEBE T4 Wb

JERE T4 80

Y o= FHEFHEm

g ALP 8500

PR RIRGU R TE

Hifa -~ —J1—34m

iz ek m
P—Tr I NTaTA BN

1.9

=) 6 (17.1) 0
5 FERE : 11 (31.4) 0
132 2 (57 0
5T TR SN 2 (5.7 0
REIRME R E 2 2 (57 0
g R 4 (11.4) 0




k. HEMMZEER 16 (29%) « KBK - BEOTH 1l (2.9%) . #REE 4
Bl (11.4%) . ATHRREREE 5 6 (14.3%) . BREREE 261 (5.7%) . FURIREEREREE 8
Bl (22.9%) . BIBEE 16 29%) . EEOKEREE 16 29%) ROSLE 5 EER 1
Bl (2.9%) THRO LNz, Fio, TEAFEREE. infusion reaction, 1 BUFERIFE, k.
BEREMEIE. MK - BEESL. OFhZ. Mgk, FFR. BIBUHRIARIE K& UM It /MR
DHESRERITRY bhiado e,

OENFENMHEARE (ONO-4538-08 3ER)

BFEFZIL 2224 B 91.7%) KR L. BRELORRBENPEETCERVWEESE
0% 1824 B (75.0%) RO BNz, HEEN 5%LU LOBIERIZTROLBY Tho
77

RBEEN 5% EORIER
HEMKSHE BiE (%)
BEARE ‘ 24 §5
(MedDRA/J ver.18.0) 2 Grade Grade 3 LA E

2EIER 18 (75.0) 2 (8.3)

5 (20.8) 0
! 5 (20.8) 0
BEREBIRE S 2 (83) 0

B, KGR - BEOTH 2 i (8.3%) . FFHEEREE 1 6] (4.2%) . TEABRERE
EF 16 (42%) ROFRREREREE 781 (292%) CTRO LN, £, MEMMER,
MREEE (F7 v NU—ERBE) | BHEREE (RBEHEEERS) | BIBEE.
infusion reaction. 1 BUERG. BEEOKEHEE (REMHMEIEERE. AR, BEXE
BE) | R, BEMEARE, MK - BIER, SEOBER, LR R, TR, B
PO R ARIE e UM M /AR ME SR BEIR T IRE O D e b o 7z,

Q@S EIAERER (CA209066 HER) Y

BEFRIIAIEEE 192/206 B (93.2%) . DTIC B 194/205 ] (94.6%) I1Z3RH LI, 188
KL DR EBREPEE CE WA EBRIIAIERE 153206 5l (74.3%) . DTIC & 155/205
i (75.6%) IZRD LT, b\*ﬁ”hbx@ﬁif%ﬁﬁ#—bx 5%LL EDORIERIZTRDOEBY
Thoio,



WO CTREREN 5% LOBER

. FiE (%)
gﬁgfgiﬁﬁ AEH DTIC B
s 206 205 45
RA/I ver.17.
(MedDRA/ ver.17.0) 4 Grade Grade 3 LA E 4 Grade Grade 3 LJ E
2RHEM _ 153 (74.3) 24 (11.7) 155 (75.6) 36 (176)

IR RE
/R HE
i

33 (16:0)
34 (16.5)
13 63)

21 (102)

41 (19.9

4B e - 13 (6.3) 0 4 (2 o)

0
FABEAERS 3 (1.9 0 11.(5.4) 0
T HEE ’ 35 (17.0) 1 (0.5 11 (54) 0
%% 31 (15.0) 1 (05) 6 2.9 « 0
SEMEAH 22 (10.7) 0 1 (0.5) 0

¥, AFIBEC BV CRIE RS 3 61 (1.5%) . K% - BEO TR 6 41 (2.9%)
MREE (X5 « NU—EREE) 28 i (13.6%) . FFHEEREE 761 (3.4%) . B
ﬁbﬁ—'—i%4{ﬂ (1.9%) . TEEHEERE 4 4] (1.9%) . FRIBEERESE 13 41 (6.3%) .
infusion reaction 15 il (7.3%) . 1 ZUFERIE 1 B (0.5%) . EEOKEESE 3 6] (1.5%)
BROSEIEX1H (05%) TROLNE, F-, BIREE., BR. EEGEIE, M
%% - BEREDR . LS. fhR. PR, BRBUHBIMRIE Rk UMt imd\ﬁﬁ/)ﬁz@EF IR
Loz,

@¥ES AR (CA209037 3KER) 2
B EHBIIAIER 265268 I (98.9%) . {LFIIERE 98/102 61 (96.1%) (2RO BN, 16
BRI L OERBRBEBRPEE TCEXRVWAEEERIIARIERE 199268 B (74.3%) . {LFHFRIER
85/102 1 (83.3%) RO LNz, WTNNDE TREFRL 5% EOEERITTRD
LB Tholz,

WO CRIES 5%LLLORHER

A B (%)
BERR R R
a5 268 1 102 1
(MedDRA/J ver 17.1 4 Grade Grade 3 UL I £ Grade Grade 3 VL E
2RIER 199 (74.3) 33 (12.3) 85 (83.3) 35 (34.3)
IR O NNREE

i o 18 (67) 3 (D) 24 (235) s (49)



Bz (%)

kv - FER R
(MedDRA/J ver.17.1) 268 102 f
4 Grade Grade 3 LA £ Grade Grade 3 LA E
B MR 1 (0.4) 0 8 (7.8) 2 (2.0)
IR IE 0 0 20 (19.6) 16 (15.7)

I/ : 1:(0.4) 1:-(04) 12 (11.8)

14.7)
16 (15.7)
39 (382)

ALT #8/1 14.(5.2) 3.(LD
AST 15 (5.6) 2 .07
S RERE B 0
/MRS 1 (04)

- B EREE

BTO R e R E0r Y
15 (5.6) 13 (12.7)

11 (4.1) 8 (7.8)

= WAL
10 (9.8)
10 (9.8)

28 (27.5) 0

] , 51 (19.0) 2 2.0 0

373 34 (12.7) 1 (04) 5 (4.9) 0
R ESRES 16: (6.0) 0 - 2.(2.0) 0
ZEEAR 24 (9.0) 0 0 0

BB, FRBIZIRBW CHEEIRS 8 i (3.0%) . KIBK - EEOTH 46 (1.5%) .
PIEREE 33 Il (12.3%) . FFHEREREE 22 61 (8.2%) . BHEEEE (RMEMEMR %
%) 561 (1.9%) |, HIRIRBEEEREE 23 il (8.6%) | BIBEZE 1 #4 (0.4%) . infusion reaction
1061 3.7%) . EEOKRBEE 161 (04%) . k26 (0.7%) RUSE HEEL3 FI

(11%) TROOhi, £l TEEBEES. | BERRE, TEMENIE. MKk -5
B, Dk, fhdk. FF. BREUT BRI R OV 58 M /MR I M SR BER 13 5R 9 B 72
Mholz,

1) Robert Cetal. : N.Engl.J.Med., 372 :320, 2015 (CA209066 #53%)
2) Weber 1.S. et al. : Lancet Oncol., 16 : 375, 2015 (CA209037 RER)



4. HWRITHOWVWT
RBEMHE Lfﬁfﬁﬁi%ﬁnﬁﬁ (EFFRE) PBEEOLNTWA I 0D, YKRE 2 HY
WWEMTX AR CHAINEND D, 20O LT, AFIOBENEY/LBE LN - FE
L. AR OBREIC LY BEEREWER2RBA LRI T2 ENARERTLD, LLTO
O~QDFT R CEWITHRICBWIHFEHRATLIRETH D, '

@ MRIZHOWT

D1 FTRo (1) ~ 6) OWThNTELETIHERTHDZ &,

(1) EAEFBREIEET D BADIEOEE SRS BB IRS A BRI,
HIs A8 AR PRSI AURRE . HURAS AT L) (ER28 4 10 A 1 AkFA:
427 HEER S

(2) ¥EsheRb: (ERK 2849 A 1 HRFA : 84 Hagk)

() FERFRMENIEET 2 BADECEER (BADRESEERR. BA DR
BTk, BADFCEBHEEREER &)

m)%%m%&&i%“%L,%%m%ﬁmm%le%%m%ﬁﬁmﬁzwm AL UE
AR BB Z T CV AR (R 2747 A 1 BHFA © 2538 Mgk

(5) PIEMIEERLG EEME OB EEIR I BHET o TV D HEsR (L 27 7
A1 PR ;1284 FEsk '

O-2  FEE R AE DL SFerE R OBIERI S BB O RS 43 72 03k & B % 35 S E A
(FEOVT MRS T 5 EM) 35, MEBEROARAICET 5 IRROBEE L LT
BESTNET L, |

*

o EMGTRAEZ2EOTHIHEL KT LIZRICSEU OB AIBEOBKEMER 1T
STWBZ E, 5B, 24D R, DAEYRELZ T L LE-BRBEEFOPHEELIT
BoTWE I L, ’

o EMGHTERESL 2 EOUHTHEL KT L1RIC 5 £ OB EEEZEORK
BEBRAEFELTWVWAI L&,

@ BREAOCERRFHEHOEHICOVT
EELERERICHET IEEENEB SN, REMENSOFERED. H20M - B2
HERLHBEROTHER OCEMES IS T A ERIRMEE. AEFRNRBE LB OREE
%, HEREODITITONAEEINE->TWDHZ L,

10




® BMERDXIGIZOWT

- @1 BIERRIRBF OIS EHIC BT 5 Bk

MBS OERRBEMMARAE LIEBIC, 24 RMBEREH O T, MR UL
HEERFRICBWT, BB LZEERICS U TARSEE O CT £ 0RWER QBRI MLE
RBREOKRPE BB L. EHICHEARAREHIE- Vs L,

@2 ERUEFEIC L 2 HEFERMITIC T 5B

RABIRIC D 5 EMMR AR OB HT 2 EREFERBERT=2) v 7%
BOLERDOAY ) == T ETOWERE LEHE LG C& 35— ABEFIKH S8
ENTWBZ L, BB, BHEHIZ VT, BABE L ZORKIC+HHTAM ST
52 ¢, - _

@-3 BIfFH ORI LT

BIVER (MEMERRBICIZ ., BEGEE. DR, Bk, BEGRAEE. KBk,
HEOTH., | ZURBRE. FEEREE. FRBSEES, mREE BEE (BX4-
RAEHMESEBRALEL) . BIBEE. KA, EEOLEEE, #IROQFERE, infusion
reaction, SeREPEM /MR MESEEER (ITP) . BEDRERIG. WIEIREME. LlEEE
(LEHED - AR - DEMEIIMGES) . RO M) (o5 LT, Yk Lk
EFRBEOEMMEEF T HEM & EE L EHEROZE-CxGICE L TR OBy
RITONLIEHFICHDZ L), BEHLIGEYRLEN TE 2EHNE-TNE T L,

11



5. BehaLiRoBE

(L2t BT 5HH]

® Tﬁk*é?é%%kowfﬁﬁﬂwﬁﬁbﬁ%kéﬂfhé Enb, B’EE21T
blanz &, :
o AHFIORRSICH LIBBUEOBEERED H 5 BE ,

@ BFERTOFTMB W T TFRICEG T 2BEF IOV TR, Kﬂ@&#ﬁ%&én&w
. L OIBERIREA R VEAICIRY . BEICAHZERT AL 2EETE S,
o MHEMMRBOSFXIBEEDOH HBE
o MEEERE CHIER ERD D BE K OTEEIE O BUR BRI R G 2

LD RIEREELRH b D BE ‘ ‘
o HOREERBOA. SUIBMEMNLZE L IKERED B CAFREBDOBRETERD
- bHDHBRE

e JRBBHEE (EhBSHEBHELZE) ObOEE
+  ECOG Performance Status 3-4 &0 %

[E2hiic BEd % 51E]

@ ﬂz%}%&ﬁ@f@m%%&(»m%ﬁ&%@&z.s%% CBWTHAOEDENREN
Wb, ‘
B, BRAFﬁ{E%fﬁ%ﬁﬁéﬁ%%% SUVNTHE, BRAFBEH&%ULJ:E)ZA%%% *h
5T ¢,

@ TRICHYT 5 BHITHT B AROR SR ORI DV Tk, AA A Pk
%4éﬂfk%?\xﬁw&5ﬁ%&&6ﬁwo
- AL,
. IMOTEAIEEA & O,

BV ECOG @ Performance Status (PS)

Score EZ

0 | &< HEREBTE S, Emais L HEEFEIHIRE AT 2.

ARSI LWEBNIHIRR S N D3, BITRAE T, BIFECE > TOEREBITI LB TE S,
Bl . |oFE, HEEE

HPAFAETEHSOFORY O = P IXT S TAgEEAERIZTTX RV, Bho 50%LL B3~y 4T
BT,

3 BRoHN7-B50OEOEIN DI L LN TERY, BFO 0% EEZNy FAFFTBRIT,

4 2TV, BADEOEYDOZ L3 TERY, BRIEy FRTFTBRIT,

12




6. REIZBRLTHET &R _

O BMIXEFITMR , BUERFEEE B IRICT 2 BRI E S & A O Rtk R OSE EAE
DD LB ERE+ DI L COLERTHZ L,

@ TREBAICAIL D, BE XX Z OFRICEDER OERELZ 43 L. REZS
TorbEETRZ L, '

® FEREWEHAO<FR VAL MZDOWT

FEEMERR S LDLNDEZ EBH LD T, AROREIZH Tz > Tid, BERLE
W (PR EEE, k., FEE) OBER KT X BREOERSE, BlEr+5
WATH 2 &, £k, BEICS U THE CT, mMiE~— I —%0REZEHRT 5
z &, :
AHNID#HEILEE O infusion reaction {2 2 CRARIC+HLLRIIGDTE HHE
WZEIT o7« L CTHItAT 5 Z &, F 72,2 BIH LA O AHKI# 585712 infusion reaction
BHLOLNDZEbHDDT, FHHREFRCAFRER THRIT AL Z YA
EMETLE, BEOREL+0ITBE TS L, 23, infusion reaction %
FEH LB EIE, ETOBBERCERPERICEET 2 TREL +HBE
THZ L, ‘

FRIBERERER L LDONE Z LB HHDO T, FFOBRERBRTR OS5 HIM
ILERINOIC FORBSAEM A (TSH, JEME T3, EBE T4 SORE) & KMhT 5
&,

FRIDOBREIT LY BEORERIGICER T 5 LB 2 b bk e RBOREE
BHOONDZERHD, BEPRBDONIHEAICIE, BELELBERIZIS U
HMM e i & RBR R RO ERR &EEE U CGEYRERNZE 21TV, BEORE
BFUGIZ X 2 BHER B EOND5EITIX. FRIOEREX TP IE, ROBIBRES
NERIOBREERZRTDHZ L, 7B, BIBRRENNEOREIZLVEIE
M OBEPFED DNRWEEITIE, BIBERE R NVE v USA O REMSIF OB
bEETDZ L,

BRERKRTH, BBM»OHEVARE L TOrLEWERARREBRT A Z 03D,
FROEEETHICHOEWERORBRI I EETHZ &,

1 BUEERIE (BE | BUBEIRB A S ) B bbb, BERFEES b7V F—2 X
WEDZERHLHOT, OB, Bl BHEOERDORERBACMBEED EFIZ+
SEETDZ L, 1 BERBENELNIBAICEIESEPIEL, AR Y V8]
AOBELZEDBEYZNEZITI Z &,

@ FFIOBERRBRICE T, BEEENE 3 » AN, ZhUlEi. BERENS 1
ERL 6 BRI T L ICEMEDIE R 1T > T = & 2B B0 ARR SR
CRHROMREITH T &,

13



BEERHEET A KT A~
=RA~T RETRERL)
(fR5E4 : A7V —REFEBIE 20 mg, F7 P —RRHFE 100 mg)
~ EREE R ~

T2 93 H (FBR2 949 BHET)
A



A&

X LI

FHNOR VERBF

BRLR AR

HaER 12DV T
BERRLIDBE
BECRLTEE T & FH

S

P2
P3
P4
P7
P9
P10



1. YT

ERGOENE - REMOHMSFEOT- DX, TRAXEZICESWEEERFER? KD
bid, &bIT, IEORFEEMOERICL Y | FAERR R & OERHN 2R IERE
FERLBARBENLP T, ZRHDOERLZHEICVERBEIRMET 2 EXRED
AL 2o TR Y REMBOEE & BHEOEARIE 2016 (5L 28 4F 6 A 2 A HERTE)
RWTH, EHFMEERLEZEOEAORELHEZRLZ L STV,
PIREAFER ST, BARERCREE T e 7 7 A VRBEFOERR B bR
RAHBZERDD, 20D, AR OLZEMEICET A ERN+0ERT 5 £ TOM.
WHEERLOBELBIZT I ENHFINIBEICH L TERTS L L bic, BlfE
FAMFER LRI HER SIS E L D2 ERARR— OB 2= T EREE cER
THZENEETHD, » ’

LIzl o T, AHA RTA Tk, BAREELINLE TIZB LN TV D EFEIEFR -
BEHRMIICESE UTOEERGNORERFERZHET BN OBNERES, BX
FROBEFEETT, :

B, KA FTA 03, BSIATBIENE R EREIA A, AEEBRA B
BB S . —REEEA B ARBRNBES ., —REEEA B ARFSEGER 2RO
ANEEFEAN BARDOPENRIZESOH IO b LB Lz,

e RHERS ATV REERHE 20 mg, A7V — R AHEFHE 100 mmg (—Ax4
; =R~ GEfEFHEZ))
HBELAPENIDE - BRXIIERES 2 F T 2HEHE
HBERARERCHE - @%. A=A~ T (EiaFHE#z) & LT, 133 mgkg
(FHE) %2 BRERCRE#ET 5, ' ‘
o B R ¥ A PFEETEKRASH




2. AR, 1ERBFF
F 70— RN RHEEFFE 20 mg R 100 mg (— 4 - =A< 7 GEE B X)) LT,
[AF) 13, DFES TERRESHEAT LYy 724 BTV A - ¥ —X R
2 A7 (BMS) #t) 23B8% L7t b PD-1 (Programmed cell death-1) IZ%89 % & hE 1G4
E)7u—FNHEThS, :

PD-1 i, WML L2 Y 2288k (T HIRE. BHRRKR OV F =2 7% 7 —T #ilg) RUOVE
BERMBRIZRELT 5 CD28 7 7 X U — (T MM OIEMAL 2 HBIICE L AICHIET 55
TH) KRBT 2%/ TH D, PD-1 BHFRFMIRICHE T 5 PD-1 U A F (PD-L1
EOPD-L2) EfEA L. V22 BRICHfItE S 7 TG L TY oSk iEE(iRiE 2

AIZFHE LTV A, PD-1 U F 2 RISHFR AR b kO 2 e BRI KB
CLTRY, EMEAESRE ) OURL-EEASICIT S PD-L1 ORE LG DLER
iR & ORICA OGRS H 5 Z & PHE X TV 5 (Cancer 2010; 116: 1757-66)
¥, B BEAERE CIIEGRE T MRREET S ¥ —7 =~ (IFNY)
X > TPD-Ll OEEIPFEIN, BB LEEHEBKICIIT 5 PD-L1 ORB LHiEHO
AFHEEOBICEOCHBEREGZEREHS EOMELH D (Sci Transl Med 2012: 28:
127ra37), & b2, PD-L1 % MHIRE S S MM, PRSI CD8 Btk T ik
DOHRUEETEEZ BT I T 55, HLPD-L1 HifE TPD-1 & PD-L1 L DA ZHETS &
T OMBEERENEE T2 Z EWRENTWS, D2 L5 PD-1/PD-1 Y H v P
BRI, A AR AN HLR RO T MBS & DB 4 BT AHFEO—o & LTE LD
T3,

FHENE, EERR ORI D PD-1 Ofasgak (PD-1 U F v FEEEHE) A L.
PD-1 L PD-1 U H Y FEORAEMETZZ Lic k0. RASURKEN T IEOTENE
LR OB AT 2 MREGEEEEZ R T 2 2 & CREMREEDREZRTZ
LRI TS,

I OHED D, AFNIEEEEIC T 25 RIEEEI VB b0 L HIfF S,
YRR E Lt & LR ZiE L, A, K2R OBAEESHER Ih,

AFIDERBFFICE S BEDRERISIC L 2BERAZRH b bh, EEXIIEEIC
ELAREENRH D, AROREHROEEHITIT, BEOBEL THIZTV. BESR
D HNIHAITIE, FEER U ERITG U M i & B & O AR & L O
ERERIBWT 21TV, BEORERIGIC L 2RIEAR DN 2BEI0E. BIRKRE RV
T HIOBRELE OB RME 21T O LER D D,



3. BRDRRRAR
BRLEREZ 281 2 EEEEOKRBICFMZTo T ERBERAROBE L
NE B

(FZhE]
EgEL R B MAERER (ONO-4538-11/CA2091413858)

L S F SRR RS T LR K TR D60 A UNICRBEIT UIFTRRRD b,

TRIE B WO RFTRIEOBIG & 72 B RWITH/ IV OBESRR F L o 2 BE 36101 (RA
ANBE2T % &Te, AKIE24001, XBEEI214]) ZdBRIC, BRI YEMNRIR LiE
(A PRI —b, FEZFEAIEY <) ZxtBE L THRAS mgke% 2
ERRING CARRIE L2 L X OB DR RN R R L, TEFHEE Th o ek
IR AT, ToS1)  (RfE [95%EHEXM] ) ORI RIL, AFIEECTT.49
[5.49~9.10] H A. TBREETS5.06 [4.04~6.05] T A THY, AFNITRERE Y ERHE
R UTZIBRICK LRI AEBREEZ/R Lz (N — FE0.70 [97.73%(E 8K :
0.51~0.96] . p=0.0101 [/&Bllog-rankiRE] ) ,
*1 : ARTE B BT DL SO SRR 2 BT,
¥ 3t L S RRBAE. OiE. o - TR OMETE,
1.0 B

s - AH|E
: -A&- XtHREE
0.8
0.71
£ o6
F
E 05
0.4
0.3
0.2
0.1 e
o0\ OO O
0 3 6 9 12 15 18
at risk¥ £5E/8M (BA)
AHFIEE 240 167 109 52 24 7
»HEE 121 87 42 17 5

0OS @ Kaplan-Meier B

4




[Ze]

[EI B [F) 238 I AHBRER | (ONO-4538-11/CA2091413K5R)

BEFRIIAFEE2292366) (97.0%) BOXIBEE109/1116] (98.2%) 2B b, 1A

BRIEL DEBBGENEE X RWEESRIIAKIEE139/23661 (58.9%) .
Bl (77.5%) IZRD BTz, BEENS%L EOBERIZITROLEY ThHot,
R BEENS%UEOBIER (LM HRER)

*THREER6/111

HHE FHEE 3mg/kg *}fREE
Grade 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
_ BEHERE R BB CRBE [ RE S REE | BB ORERE | BE O RS BREORBR | BE RBREfE
(MedDRA {Z & % SOC:-PT 4350) (%) (%) BE (%) (%) EH (%) | BE (%)

HBEK

236

236

111

139 (589

18 (162) Y

23 (207)
10 ¢ 9.0)

A

28, EMEMR R 7 41 (3.0%) | BUSUHEIARAE 5 61 (2.1%) | AFHRERE R

FR R e
BEE

reaction3 il (1.3%) T

OFHL. 1

EE 176 (72%) .

F S EOIBERROEEDKEEE

HRREE 76 (3.0%) .
141 (0.4%) . TEAEREE 2 5 (0.8%) . $FARMASZEARIE 1 61 (0.4%) .
TR b, T, BEEMHE

wub ) Z"Liﬁ o 7;_.0

AR E

LREINAEFEFRAIL, CTCAE v4.0 AV Tl L. MedDRA ver 18.1] # BV THAEZ -,

561 (2.1%) .
15 (0.4%) . B

infusion
TE. Lk, k. KGRk - BE
BUBEIRIR %Wf&ﬁwﬁ*ﬁﬁ)"éf‘f&ir . R BN - BEIRR, BEEOKREE



(BEFH)
- PD-LIRBLRIAI OB R R £t

Eps RS MAARER (ONO-4538-11/CA2091413R58k) ICHAANOR-BEDS L, &
BHARBIT IV TPD-L1 2R L BB 5o 281G (UF. IPD-LIFEERRK]) 2B
THERPE LN —MOBEDT —FIZHED& | PD-LIRBRGNRRIIMT 21T
ST HPERVZEHOKERIZUTOLBY THoT,

AHZNMEICE LT, PD-LIRBERI%EBOBA I B L ZEREORRTH- = (T
), '
2B, PD-LIORRRBIZL 5T, AROLEH T 0T 7 A NVITEHRTH o7z,

T2 s

05
0.8
074
g 0.6
8
; 0.5
e
B o
034
024
0.4 aed o e e i TereemmTee s -
0o ap
T T T T YT Y T T T T T
s 3 3 9 2 15 i 2t 2 ) ° 3 6 e 1 15 1 21 2 21
Overak Surviva (MORInS} Overad Suvva {Marths)
Lt Pty of Swigexis ol Fnk
NVO Ead 63 e 3 2 7 0 4 o NAVO 73 52 7 4 z 13 8 3 ] L]
P Croice & a3 ] 13 L] H [ o o W Crokce 38 2 1 B8 5 2 2 ° s
—®  Nivolumab 3 mg/kg (evenis : 66/88), median and 95% C1: 8.1 (6.5,9.5) —®—  Nivolumab 3 mg/kg (events - 56/73), median and 95% CI: 6.1 (4.4,10.3)
——& —- |nvestigator's Choice (events : 55/61), median and 95% Cl:4.7 (3.8,6 2) k- Investigator's Choice (events - 32/38), median and 95% C1: 5.5 (3.7.8.5)
NIVO vs. INV Choice - hazard ratio (35% CI): 0.53 (0.37, 0.77) NNVO vs. INV Choice - hazard ratio (95% Cl): 0.83 (0.54, 1.29)

ONO-4538-11/CA20914 1R DPD-LIEBLEEI T D OSO FRAHBRIF T + 2 —T > TF—ED
‘ Kaplan-Meiergi #
(£H : PD-L121%DOBELH, 5K : PD-L1<1%0DBFLH)




4, Dﬁﬁi:ob\f

A E L CTHARERE (&AL PBEELL D2 E0 b, YA 2HEY

%F@T%%ﬂﬁ XCTHOLLERD D, TDO LT, AFOBRENE 2 BELLW - FE

L.

AR OTREICE Y BEZBIEREZRE UBICXIS T2 2 E B UBERD, LLTO

O~ T RTCEMETHRICBWTHERTARETH S,

@

BRIz W T

@-1 FRED (1) ~ (5) OWTHMIEEY T AR THETL,

M

@)
3

Q)

- 0)

BAFBRENEET 2053 ALFEEILIRRRS BB RS A D PGEREIL SRR,
HIIEAS AR BB IL AR, MRS AR IREER YY) (ER 284610 A 1 BERA -
427 HEE%)

KrEEEEbT (ERK28 49 A 1 BB - 84 fiaR)

HOERN RAELIRET 2B ADREERR (BABFREEEERE. 2SADRESE
BIIRBE, BARFEEREERRR E)

SARACFRIEZEZRE L, S RACFEFRENE 1 35 R bR E A 2 oMk 4
KRS BHEIT> TSR (ER 2747 A 1 BEFA ;2538 Mgk

NEMEEAL S EEMBEORRERICRIBHEZT> OB R (ERL 27 £ 7
A 1 BB ;1284 fEsk) :

O-2 B O{LFRIE R ORIER BB OXIRSIC 53 22 55 & R & # D E AT X
HERHER (FROWTROICEY T ZEMUTERIEM) 25, YE2HpoAAICHE

*

TAHBRBEOBREE L LTEBILTWA D L,

ERIS TG ®% 2 EOMBFHE R KT LIz s EﬁlAJ:@Z}:A/?’"’“ﬁU)E%EEWW%{T
SD2TWNDHZ L, b, 2L EiX, BAERYEES T L L-BREEZOHELT
STWBHZ L,

EANSRRFIG# 2 SFOMIIFTHE 2 #4 T L1kl 4@%J:®E%%"ﬁ%ﬂ”ﬁﬁ@%%@?
BEET-TEY. 25, 260 HI3, BPAEKYRIELY & RSN EEEEZ R OE
RHEZRIToTNB T &,

EE R SOIHA EMGTF R R OMBPHE 2 KT L%, 5E Lo niEss
DEERFHEEIT->TEY. o b, 24 RIT, mwﬁ%%&%a@uW%ﬂwm
BEROBEBRFHEEITToCWBZ &,

BB, AN L DERICBOCREERASO2INERLET -0, BEDIER
W DR EMIIARO VDTSR St 2 7= ER (RS 0L F Rk
FUOBIERRBREEFOIIGC+ 55 70k & RBR 2 OEM) L ORBREHEDO S LI
ZHETHZ L,




@ BRRADERGIEREROGEHICONT
EERLERERIIHETIHEENER S, RELENLOERED, A - B2
PR IE RO IR OB M IR RHEMSIC T 2 MR, AEFENRE L
HEOWEEE., SRELPITONIEHIPESTHDHT &,

@ BMER~OMBIZONT

@-1 FERRRHIICBE 5 Bt
MEMERRBEOERLREERANRRAE LBRIC, 24 REFREREHIO T, HRERUT
BRIV T, B LUZEHERICE U TABRERR U CT F0OBHER OERICHE
RREOKRESYBPILELN., ELICHGARAEHNE> TV Z L,

@-2 EFRHEFCLIABEFSRNSICET B

BAZEICHED S B MG EOFE2ETIEREEEPEERT=4 ) v 7%
EOEERDAY Y —= U T EITOWEIRE L FHEILE TE 25— AERERIH B
ERTWBZ L, 2B, BEEHICOWT, PABE L Z0FRICHSICEAHR I TY
AT L,

®-3 BHEROBE ORI LT

BIER (WETMERGEBIC I . B, Ok, Bk, BETBMRE. KB,
BREO TR, 1 EEER. TP, FRLIReREE . R, BEE (R4 -
FAVE IR 2 80 | BIBEE, Bk, BEOKEHE, BIRMLERSE, infusion
reaction, EMENLIMERUOMESEEER (ITP), BEEORIERIS, WEIAREE, Db
(OB - 0K - DEMMSRES) | IR M) o8 LT, SRR SR
FE A 0D BEPIME B 45 5 BB Ll L (RIVERI OB OxtISIC B L CHAsR U 4B %
B BLNBAMHCHH T L), EHICHERAENTE BRI TNE T,



5. #ExBLRDBE

[Z&MICEE§ 5 HIH]

O TRREMSTIBEIZOVWTRAFIORENEDLENTVS T &m% BEZ1T
binwz b,
o FAHIDORSTICK LIBBREDBEERE D & 5 BE

@ TBFERIOFHEICB W CTRICEY T2 BEF IO VT, AR OB GRS Z2W

3. ALDIBFERRES Z2WEEICRY | HEICAFEZERTI L 2EBETE S,

o HEMMEBOESHFIIBEFEDOH L BHE

+  EESHRE CHMERE LR D 5 BE R OEEME OB R EIE Y i 2t
FEOMICREMEB A DN DBE

 HOREEBOAD. XU il% ﬁﬁ’ﬁi;ﬁ‘ L IIBHED B CRBRBOBEFERD
HHBE

o [BRBHE (SEhBRMEBEELE) OboBRE

*  ECOG Performance Status 3-4 &V D s

[F2htEic B9 53] ,
O FI7FTHAZELLFRIEROH 2 BE BV TARIOEIERREL TS,

@ TRIZEETDBEICHT 2ERADOEE R OEHHIHEIZ OV T, KN DE DS
XL SN TELT., AFOEEXRE RS2,
o FIFFERAEETLEEIRIC ié%ﬁﬁ®ﬁ“$ﬁ
o fERABMbFRRE,
o fHOBIEMEEA & OB,

® FANIEFRILFRIEMAERRICBV T, SEERICBW BRI L TEME SR
FESHTVWS A, PD-L1 BEERIZ LY EHMEOBMNR R D Z ENTRBINDHEER
PELNLTWSZ LA L, PD-L1 BERLHER L L CHAROREFATOH M 23
DT ENREE LV, PD-L1 EEER 1%KRMTHDHZ EBRERINZBEICBNT
. AAILSOTEFRIRE b B ET 5,

@D ECOG O Performance Status (PS)

Score EHE

0

L MBREHTE S, EHRieRL B EEENHIRLRITX 5,

RERICH L WEBNIHIR SN D20, SITART, BIEERE S TOEEIIITI LN TE 5,
Bl BOVRE, FHEE

WTRRECB O DHOEY O L T X CAaREEAEZIICE RV, BPD 50% 3~y R4 BT,

RONEBHOHFORIY DI L LM TEiRy, BHRDS0%LEEZ <y FOABFTETT.

E-SIRTE R ]

ELENT RV, BAOEHEOEDYDZ LR TERY, E2I_y FAEFGRTT.




6. BEITBRLTHETRETR

)

@

®

T SCEZ I A BLEGEEE BRI 5 EREIE D X KA O R R Ol ERE

RO LERIFERE+DICEE L THhLERTHZ &,

BRBABIZEN D, BE I EOFRICHE IR OERMES -+ L. RIEZM

ThHboRET5Z 8,

PD-L1 BHRE LR LI L TAROBRE A G2 W2 2 L8 ZFE LA, PD-LI

RERPFER CTE WA, AR OEHOER Z @I Il Lz EciE7 5

halp .

FREWERH DX AL MTHONT

o MEMMERRDOLNDZ ENRHDDOT, KFOBEIIHT-> TiE, BERIE
W (PERREE, uk, RBEE) OERKE O X fRE0ERESE, Blgr+5o
KITH 2 &, £, BECSCTHE CT, Iii~—b—%0RELZEHTS
&,

o FHOEEIIEE®D infusion reaction 12 2 TERARFICT SRRSO TE %
21T o7 L CEIET 5 2 &, 2.2 1 B A O AHIE 587 infusion reaction
BHLONDZ L bHHOT, FHFREFROFFERELTHRIINL XY A
CVERETHE, BEOREER+DICEERTHZ L, 728, infusion reaction %
FELIGRICIE, £ TOBERCERPER2IZEET 2 CREL +OBE
T3 L,

o HRIBEEEERHOLLNAZENHDDT, AHN OB G- BRIGHT R U 5417
P ESRIC R IR RERR A (TSH. B T3, 8 T4 ZoRE) £+ 5
&, :

o FAOEEIZLY, BEOHRERIGTRET? EE X b L KRB RE
BHLLNDIERDD, BEFPRDONZHEAICE., BEALEFRIIG UL
BMR 7 & BB A FFOER & EE L GEUIZERRZE 21TV, BEORE
IS X 2EHER B EDbN D EAITE. ARIOKREXIZFIE, ROBEEE R
NELHIOREELEET D 2 &, BB, BIBRERLE L ORI XY BHE
HOBEENED NRWEEIZIE, BIRKERNVE LS OEEISIF OB
bEET D,

o BEKTH. FEMOLOEIVARBL O LREMERRRETAZENHAHID,
AR OFEH THIZHEHWERORBRIZAHDICEET 5,

o 1 BRI (BIE 1 BERRBEEET) bbb, BRFEES FT U R—v R
WCEDZERHLHDOT, O, Bl IBHEOERORBHLMEHED ERIZ+
SEBTHI L, 1 BERBEREDLNZEAICIEIRSZPIEL, 1R ) 3
OB EEOFE2NEEITH T &,

AHNOBERRBIZBWT, GBS 9BE, THLBEL, BREBMBIS 1 £/

1T 6 BT L ICEMEDFME AT > TV a2 & 2 BED, AFF G I EHIRIC S

BOMEREITOZ &,
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B RHET A T4V
=R+ (BEFHEBRZ)
(BRF4 : 7V —RREHE 20 mg, ﬂ‘jvbﬂ\‘}ﬁﬁ%ﬁ 100 mg)

~ B L R ~

SRR 2 944 B (FEk 2 94 9 AED)
B A A



A&k

XU ®HIT

AR OFe. TERBET

IR RRAR

i 4 e ANE
BExBR LR HBE
BEIZBELTHEETNEFHE

AN i A e

P2
P3
P4
P8
P10
P11



1. ZLDIZ

EEGDOENME - REMORERO DT, R CESICE SO EIERFERIRD
bivd, LT, IEFEORZFEMOESIZL Y, FUKERR 2 ¥ OREHRHR e
FEELPEARINLIPTC, TNSOEERFEICKNERBEICEMLT S 2 L AR
MELRoTRY REMBOEE L EDEAFE 2016 (LR 2846 A 2 HEBIRE)
BV Th, EHMEEREOEHOBELHEEERS Z & L ShTn5,

FRERBFERRDT BEREACKEEM v 7 7 A VHEBEFEOERL AL MNCE
RBZEBDHD, ZOED, HHERCELMEICET 5 ERN+2EHT 5 E TOR,
WHEIERORE LR ZIT B2 L SIS h B BEICH LTERT 5 & & bic, BlfE
ADREBR LRI LERIISE & 52 L BNARER—E OB 25 /- T E 8 <
THDZENREETH D,

LMo T, AHA KT A 0T, BIREBPINE TITB LTV B ERIESRY -
BEHRMICESE UTOEERRORBERERZHETIBAPDMLEREMS,, £
FROBEEEETRT, .

RE, BKHA BT A 0%, SIATEIE NER R EFRESRAHE, AREEEARE
ERERIESS 4, —REH I A B ARER NRHE S R O— LRI A B AMRER 22 0H
F1Db EERK LT,

KR IR DERES ATV — R EEE 20 mg, A7 YR AiERE 100 mg (—A%4% ¢
=AN<T7 (BirFHEfz)) '
HREROPEXEHE « WIBCIRTRE T EB M O B MR
HEERDMERVAR - BE., RAKE=RL~T (EEFMHBEX) & LT, 1 [ 3mgke
J (FE) % 2 BRI TRERET 2,
B K e ¥ PNEERLTESGSH ‘




2. RFIORE. (EABF
A7 U—REEHIE 20 mg/100 mg (—fR4% - =R~ T GBirFE#Z). UT X
i ) it MEELTERKESEL AF Ly 72 BTV AL <A —
X A7 A7 (BMS) #) 2B L7zt b+ PD-1 (Programmed cell death-1) {2535t b
B 1gG4 €/ 7 a—FLHETH S,
PD-1 13, &ML L7 ) 2 /<Bk (T IR, B MRR O F 2 5 4% 7 —T M) ROUYE
BERAMRICRERT 5 CD28 7 7 2 V) — (T MIROIEME L Z #IBIRIICTE & ACHIE 5 5
TR KR TARENRTH D, PD-1 IIHURRRMIGICRE TS PD-1 Y F (PD-L1
BROPD-L2) EFEA L. Y U ERICHfES 7T E R L TV B ROEE(LIRE &
BIZHREI LW 3A, PD-1 UV FidHURIERMAELSNI b b Ok 4 22 BRI R
LCEY ., BiEEAEBED OEIER L EFEKICIIT 5 PD-L1 ORBHLFROLF
IR & ORI A OGN H D T & AL S TWS (Cancer 2010; 116: 1757-66)
¥, B BAERE CIESRE T RN ELTBA v F—Tcn i~ (IFNy)
IZ X > TPD-L1 ORENFEIN, & LIEEARICHKT 5 PD-L1 OFRR EHEO
AFEHMEORMICEOHBEEFRER LD E0oHELH D (Sci Transl Med 2012: 28:
127ra37). & BIZ. PD-L1 % MHITEER S B S AMIIE, FURMRA CD8 B T Mk
DHIRUEETEME S W3 S ¥ 5, FLPD-L1 HiiA TPD-1 & PD-L1 ¢ OfAZRMAET S &
F OMBMEETEENEIET S Z EAREN TS, SO &0 5 PD-1/PD-1 U T F#&
BT AR SPUER R T M0 b DWBRE L T ABFED—o L LTELD
hTns, ,
AN ERERBR O RN D PD-1 OMIAISMESR (PD-1 U H > FRES TR IZ/HE L.
PD-1 & PD-1 Y H U R EDFEAEZMAET D Z LICL 0 BATUREREN L T HIlaOTEM:
(LR O AKBRIC XS 2 MRS ETE M 2 50T 5 2 & TR R TR R 2R 2
EERIN TV B,
IRHOMENS, AENIEEEBICH T ABT- RIBREILRVEL b DO LIRS L.
IR AR L LR Y L Ao ZeM R OEAREN R S,

AFIOVEFHEFEIC S < BEOSRERISIC X 5EHERENH b b, EEXIETIC
ELAREMER DD, AFIOBEFRORERZICIE, BEOBELY DTV, BENR
D BN BAITIL. B L AFRICE U SR ik & BB % R0 ER & i L Ol
Gl BRI W AT BEORERIGIC X 2BWERRNEDN 5 HAITIE. BIBRERL
ELHIOBEEOBI LB EIT O LERD D,




3. BRERRRR
*E?A@F%Tﬁbxmﬁi%&@%ﬂﬂﬂ@ﬁ@% REFICEE 2 1T o T E R BEERRAROKRE %

I

(Fohk]

Bl BE x5 & L= BRI FF IAHRER - (ONO-4538-03/CA209025 FABR)
MEFEREERE2AETAIREMEER (T F=F, R=F=F VI 7=,
RIR=TE) U CFRIER AT 2 EITHEX BB O ¥ B I E B Al g B

821 Bl (AARNBE 63 Bl Ele, AAIRE 410 fl, =1 Y AR 411 B) ZXRIC
B Y AAEFBE UTAHKI3 my/kg % 2 BREIRIGCARSE Lz & X OAMERUES
HERE Lic, FEFMEER Tho24EFHM (PIYE [95%EERM] ) iX. AFIFET
25.00 [21.75~NE'] H A, =~u ) ARFET 1955 [17.64~23.06) B ATHY . FAIX
TR Y AR K UREHERIC A B RIER 251 L (P FH 0.73 [98.52% 2K -
0.57~0.93] . p=0.0018 (&3 log-rank #27E] ) .

1.0
0.9
0.8
0.7

s 067
17 0.5-

0.4
0.3
0.2
0.1+
O.OMI"I"I"I"I"If"l"l"l"l".l"
0 3 6 9 12 15 18 21 24 27 30 33
at risk# ’ 7R (B)

FHIEE 410 389 359 337 305 275 213 139 73 29 3 0

INOYLZEE 411 366 324 287 265 241 187 115 61 20 2 0

0S DY HARHTI D Kaplan-Meier Hi#R

—O— FHIR
O INOYLIEE




S BANESER 63 B CAAIRE 3T B, =~m ) AABE26B1) OLEEHE (F
Hfl [95%EEXM] ) k. AKIBET 27.37 [23.62~NE'] H A, =~ ) AR T NE'
[NE'~NE'] H B Tholz OP— FH 1.50 [95%EHEKR : 049~4.54] ) ,

*: HEETRE
1.0 &= 1
0.9 L .
0.8+
0.7 7

e 087
7% 0.5- e INOYLRE

$0.4-
0.3
0.2
0.1 -
0.0
0 3 6 9 12 15 18 21 24 27 30
at risk2y 477430 (B)

AZIB 37 37 36 35 35 34 24 16 8 4 0
INOAULRE 26 26 24 24 24 24 20 15 9 3 0

BAAERICIIT B 05 OFHENTREO Kaplan-Meier HifR

P




[Z4] . ,
EHEARE TR & L ERLR B IR (ONO-4538-03/CA209025385%)
HEFRERIIARERE 397/406 1 (97.8%) . =~z Y hAEE 386/397 il (97.2%) 125
b, BRI L ODREBRPEE CTERVWEEFRIIAIEH 319/406 i (78.6%) . =
Y AARE349/397 B (87.9%) IZFRD BNz, WTHPDEECRERN 5%LL EDE!
ERIXTERO LB ThHolz,

DR ORTREEN S%U EOBER

- . Blgk (%) - .
A . T TRE) AR
- 406 {51 397 1
(MedDRA/J ver.18.0) 2 Grade Grade 3-4 Grade § £ Grade ' Grade 3-4 Grade 5
ETE " 319(786) __76(18) 0 349 (879)  145(365) _ 2(03)

Al i - 2(19) TR 0 By (@37 31(18) : 0

0 (5.3) 0

50 (12.3) 5(1.2) 0 84(212) ]
57 (14.0) 1(0.2) ] 66 (16.6) 0.

8(2.0) 0 0 117(29.5) 0

24 (5.9) 0 0 36 (9.1) 0

g SHas

18 (4.4) 1(0.2) 0 33(8.3) 0

134 (33.0) 10 (2.5) 0 134 (33.8) 11(2.8) 0

117 0 0 75 (18.9) 12 (3.0) 0

0 "o 56 (14.1) 2(0.5) 0

0 0 37(9.3) 0

VRS SRl
mH = L 27 a— L8
M7 V7 F=Hn

| EEES

24 (6.0)
1(02) 0 33(8:3) 0 0
29(7.3)

"o 0 29(73) 0 0

& i 5% 0 46 (11.6) 15(3.8) 0
RV ZY Y FlE 0 64 (16.1) 20 (5.0 0
BRI 0 )

23(57)

Q7 51(12.8) ;
W s 24(5.9) 0 0 19 (4.8) 1(0.3) 0
Rk 36 (8.9) 0 0 77(19.4) 0 0
122)/3%5] - 4 30(74) 3(0.7) 0 51(12.8) 2(0.5) 0
Al 3(0.7) ] 0 41(10.3) 0 0
1023 16 (3.9) 6 (1.5) 0 58(14.6) 11 (2.8) 0

LB Kk
SHEHRBE 2% 12 (3.0) ] 0 20(5.0) 0 0
id 1A 26 (6.4) 0 0 33(8.3) 0 0
FE - EEREFORAEERE 4 (1.0) 0 0 22 (5.5) 0 0
) FEIE 57 (14.0) 0 0 39(9.8) 0 0
L 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0




. BVEMERERE 1961 (4.7%) . 7 16 (02%) . BEEUHBRE 56 B (13.8%) .
KEBSs - EEE O FHI 10 61 (2.5%) . 1 TUEERIF 1 61 (0.2%) . FFREREREE 1T 46 #1 (11.3%) .
FFZ6 161 (0.2%) . FRRIGEERERSTE 34 ] (8.4%) . #REEE 5541 (13.5%) . BHRE
M (RAERIEMERE) 28 41 (6.9%) . BIEHEERE 6 i (1.5%) . infusion reaction
21 B (52%) . BEOKREHEE 461 (1.0%) . FTEAREEE 24 (0.5%) . Mk 1
B (02%) BRUBYE I 11 (02%) TR b, i, BIEBENE, DL,
S M/ RIS MR SRBER . IN% - BEIER R OFRARMAR ERRAEIIRED bR o T,



4. MERIZOWT

AREML L CHEABERE (&FFRE) PBELRTWD 2 E0b, MEAE L E
WEBTZ LR THINERD D, TD LT, AFOBRENE 2 BE 52N - BE
L. AAIOREIC LV EBRBHER 2R U BICHIET 5 2 L BBERED, BLTD
O~@DFT AN TEHIHMRICBOTHERATIRETH B, '

@ mﬁko‘/‘f
D-1 T‘Ed) (1) ~ (5) OWTINITFZEYTIMBR THHIL,
(1) BAFGBRENEET 20 AR FEEEILAIFRRSE (BB IR A SRR .

wmw.,ﬁ@%m,ﬁr Be, HUmRAS A BB &) (ERL28 4 10 A 1 BERA
427 fEE%)

(2) FEHREREBE (CERR284E9 A 1 BEEA « 84 fEaR) :

(3) FERREMENIEET 2BADEELERR (BSABFEEE TRk, BADRE
W, BARFREEHEERRE R L)

(4) SRACFEFIEZE L RE L, S RACFREME | IS b REINE 2 Ok LU
RS EHEIT > TV DR (ERL 2747 A 1 BRRR @ 2538 HigR) _

(5) PUEMEREAIL S EEME O EEIR I BHEZIT-> TV AR (B 27 £ 7
A 1 BEFR ;1284 HizR)

D2 BB DAL FIRIE R CRIUERREBRBE ORI+ 50 70 i & IRBR 2 FEOERT (T
ROWVTNDICREE T HER) 2, BEZEBOFHRICETIHROBREEL LTRE
ShtTtwsdzZé,

*

o ERRIFIER 2EOTMPHEER KR T LB EU LOBATSEOEEIME 21T ‘
S2TWHZ &, 95, 2FL X, BARYRESZ XL LI-BERIEEXOPHES 1T
S2TWAHTZ &, '

o EMGHFBREZ 2EONMIHEE KT LIERIC4EU LOWMRBRZDERIE %
ToTHEY, 56, 2FL BT, BHIEONAIKMERE Y e TSRO EE
EZ2ITo-TNBZ L,

@ BENDERBHREEDOEKHICONT
EXRLFRERIHEFTOEEEPEB Sh. WELEN O OBREBO, A - 2
HERFHEROETER CEMS IS 2B RIEML. AFFENRE L ZHEOMEE
B FERERLPIATONDEHINE S TNE L,




® BHER~DORIIZOWT

@-1 HEgAmIcET > EH

IR RSO EERBERMNRA LI-BIC, 24 BRZEAR O T, Yk X
HEEBRIZBWT, BELUEZBEAIE L TAREER O CT E0RWER O&ERNC ML
RBEOKRFPL A PICBELN. BEHISHGTREERINE>TND T L,

Q-2 ERUEEHCIIABFESNSICET 284 ; ‘
BABRCED L BN RMBECERELZ T EREEEDEHERE=2) v 7%
EDIERDAT ) == T RITOERE L EHRE LE TX 5 F— AEREHPE
IR TWBZ &, B, BEAHIZOWT, BAUBE L ZOFREKRICTZIAmshTn
5z &,

®-3 BHER OB LT

BIER (MEMMRBRICMZ. BEAEFFIESVE, DR, Bk, BRSO, KB,
EEOTH, 1 BBERF, FFHEEE. PIRBBERE. MREE. BBE (B4 -
RAMEMENBXREET) . BIBEE, MR, EEOKEEE. fHFIRMEERSE. infusion
reaction, $ofRMEIM/MRIAMESEEER (ITP) BE ORBERIG. RS, DEEE (L
gD - AR - DEMEEISMES) . IR M) 1O LT, YRR S ULE B E R
BEOHEMMELH T 2 EM L EE L (BHEAOZE-OHGICE L THRERVIEEX T
BRBEEICHDZ L), EBICHETRABEN TX HEHIPESTNDHZ L,



5. BENRERDBE
[Z2MiciE4 5 FE])

©) Tﬁzué¢5%%;0w11¢m@&5mmMaénrwa Lhb, B EET

blrnwz b,

AR D530 UBBUE DBEEE D & 5 BE

) Y“?ﬁ'ﬁﬁ@éﬁﬂi IRBWTTRRIZZE T 2 BFE I WL, AFlORGITHEI AR
« MOIEFEREPRNEEICRY . HEICAKZERT L L EERCE D,

M EBRE CREE %

LEORICRIEMELBAONDBE

0o BE

[A3hiEic i+ 5 =E)
O TiRoBEIC

BIEMEMRBOAH SUIBEEDH 5 BE
mbé%%&@ﬁ@ﬁWH%ﬁ%ﬁ&%@%ﬁ%&

HORERBOA G, ILBEARE L IXBEREEO B CREREBOERED
g B GEhEsllaBEELEt) OboBE

Karnofsky Performance Status 70%:R{75 &P D @B#E

BOTHROFIEPRIES TN D, -
MAEFAERERR AT 20UBEEEA (T F=7, A=F=T, Y7

22T NI NR=TE) 75:aU{E%ﬁﬁé}ﬁ%ﬁ‘?‘Z)*EYA@JF?TBBX@%%EE@

%ﬂ@ﬁ

@ TRICHEAT BB ITHT 5EKFOKRE R OERGFEC OV TE, AR OBFEN
ML ENTRELT, AFOWREHRLRLR,

R BRI,
D HE

(D Karnofsky Performance Status (PS)

EFRIERBROBER Y A A VBA DL OIRFIEL BT 5 BE,

MREEHR (VA A CRIFIEET) & OPFRA,

Score

EE

100

EE, KRBT 2BEOHFANARV, BHRERE L.

EEOEBPARE, BRREERLERN, 90 BERERIID 50, IEFEEBTAE
80 WD BREEREH B P, ZBH L CEEOEEARE
BABEOWFEITELN, EEOFEE - HET52

FHTHZ LIIRERE, BETEETET, F 70

LA TAlER

HiTizE A VYBEANREKICLE DO THS, 0

BROIMERZLIITEN, LI EENPBLE

BehBEONBELELT S, 50

FREZBLEBEB I OENNAREFRITANLE

40

B9, BURERBLUEENLE

ORIV O LEASTTERY, BERHDZW 30

LBITT. ABRBKEEBREIZE LEE-> TN

IR0 EE L MEOREELLELT D, KB 20

FENEE, ARPLETHANRIGERLE

PEFHIZETL TS AREESH 5, 10

FEHEAMB - TV D

%

10




6. BERBLTHETREER
O A CEZCM, BERTEES BRI T 2 BREICE S EFFORMER OB IERE

RO DI LBERERETHICEMBLTILERT S L,

@ HBEBBICEL D, BEXIIEOFERICEERVEREL+2FRA L, RELZS

ThoEETHZ L,

@ FREMERAO=FRT AL MIDOWT

o RHIEMMREBARDLLNDZENHDIDOT, RADBREIZH T > TE BRKIE
KRR RS, k., REE) OERERUOMN X BREOCEMSE. BEE2 50
WKATH 2k, Fih, BB CTHEER CT. iE~—V—%0REL EHT 5
k. :

o AFIOBEIIEEED infusion reaction I % TERARZ SRRSO TX Y
HEAT-o - L CRAT 5 2 & 72,2 BB LA DA 5-FFIZ infusion reaction.
BHHbNBZ EbHDDT, KA FROFFRGHETRITAA ZTA
CvERET A%, BEOREEZHSICBIETHZ &, /28, infusion reaction %
FHHELEZEAICIE., 2 TORERERNBEEICEE T2 TREL +HBE
T5HIE,

o  HURIBHREEENH DL Z LB H DO T, AFOBREHMBFHIR O E5HH
R ERRIC BN IREEEIRE  (TSH., FEHE T3, B T4 FORE) 2 FEHET 5
z&,

o FAFOEEIZLY ., BEOREKIGICER TS &E 2 bhsiks REBORFE
BHLbNdZ ERdHd, BERRDODLNEHEAICIE, BERLULEERIILSLK
HPAG R & BRBR A RO ERD & U CGESIZRERNRZE 21TV, BEDRE
KR X 2 BWERARREDN D BAIIE. AFOKREIFIE, RUBIBRE R
NEVRIOBGERERTHI &, B, BIBRKEANVEOREIZXVEIE
AOUENRD bR WBAEICIE. BIBRERNE LSO S ImfA OB M
LERT D, o

o BERTH. BCEMOOHE I ABRBL O LAHERBRET LI LR H DD,
ABNOBERTHICOBWERORBRI+HICEET 5,

o 1RMERFR (BUE 1 BIEERBEEET) B bbiv, ERFES FT U= R
KEDZERHDHOT, OE, Bl BEEZEOEROERCMBEED LA+
DEETHZ L, 1 HERBERELONZGAICEBREEZFIEL, AR 8
RO EZEDOBEENRLE LTI Z L. .

@ AHOBEERREBRICB T, WEBHB»D 1 EMIL 8 BM I L ICEMEOFFm AT -

TWZ E2BBIC, AFTREPITEMRICEBRE CHROBRZITI Z &,

11




REEREETA R4 v
:$Wv7(§ﬁ?ﬁﬁi)
R4 : 7V —FREBEHE 20 mg, 7P —FREHHE 100 mg)
~TEHREFOF Y N E~

YR 2 944 A (ERR2 949 A)
- EAEREE



A%

1. 13U Hic P2
2. AFIOR. 1EREF P3
3. FRIRAE P4 -
4. HERRIZOWT 7 -~ P7
5. ®EXH LI DHEE P9
6. WEITE L THETEHE P10




1. XL

EESHOBEDME - REMORERO - DIZIL, BN XESCESWEEEERFERSRD
bhd, &6, ITFEORFHEMOEBIC LY, FUKERM 2 & OEGHR 2R e
FEELPARBINIHT, ZNOOEES XY HICLELRBEICRET 5 Z L B3RO
BREL 2> TR BREMBUEE & SEOEAFEF 2016 CERX 28 45 6 A 2 HEIZBIRE)
ZRBWTH, EFMERLREOFEAORBEIHEEZRL - L ERTWS,

FORIEFMFERR I, BRERCREN 70 7 7 A A BREREOERR LB bR
RHPZEBHD, T, AHERUCREEICETIERN+OEET 5 X TOM.
YHEELOBELMZT LRI/ INIBEICH L TERTS & b, BlfE
RABEB LT BRC B BERMISE & D 2 L BARER —E DB % 7 3 EFRMERE <
THZENEETHD,

LEEBo>T ATA T4 TL BREBEBECINETBON TV EFEFH -
B RMICESE | LTOBERRORERFEHAZHET BN O NEREMR, £X
FHEOCEEFEE T, '

IRB. AHA BT A %, BIITBUEABER D ERBBAAHE, AREEEABRER
BRREEY S —REEEA B ARBERNBESR OC—REEEA B A kES 0B o
b EERL L T2, '

KR L RDERESR AT VR EREBE 20 mg, A7V —RAERE 100 mg (—R4 :
=RN~T7 (BIEFH#Z))
HEERDPEIDE - BREIUIEEEO TR EF DX ) VoYE
SR BMEROME < B3, AR~ (RETERL) & LT, 1 B 3mgke
(hE) Z 2 BRIMHRECREHET S,
¥ & NPES TERAAH

& IR

s

(o




2. AR, 1ERBF

F 7O — R AR 20 mg/100 mg (—i%4 : =R~ T (EiFEHBRZ) . BT, K
H)) 1E. NEFER TERRAHL AT Ly A BT YR M w A ¥ —X AT4
- (BMS) #5) 23BA% L7-t b PD-1 (Programmed cell death-1) 125435 & M IgG4
® /) 7u—F B THD, '

PD-1 4%, TEMEAL L7 D S %5k (T M, BMIMAR O F = 7% 7—THila) RO
BARMILIZ BT 5 CD28 7 7 2 VU — (T MfaoEE b2 #BMICE L AICHET 50
FH#) WBRTAZAEKTHS, PD-1 IR RHMIICEE TS PD-1 Y H > F (PD-LI
BOPDL2) LEEA L. U v SBRICHIBIME S 7 A2 RE L TY VS BROTEHE(LIRIRZ
AIZHREI LT3, PD-1 U4V FIZHFREFMILSMNC e b Ofkx iR BEHE IR T
LTRy., EMEAERE D O LUEEHMRICKITS PD-L1 ORBELHROLERF
R & ORICADHEBEBEESSH S = L NHE SN TWS (Cancer 2010; 116: 1757-66),, -
F - B ERAERS TS T MIREET B V¥ — 7 =u W< (IFN-y)
12 L 5T PD-L1 OXBENFE S, &% L BERRICKT 5 PD-L1 OFRLMHED
AFHE L OMICECHBEEERD D EOHRESLH D (Sci Transl Med 2012: 28:
127ra37), & bIZ, PD-L1 ZBHIFIR X RN M. FURKRR CDS Btk T Mk
DAIEETEMEZ BE3 S ¥ 525, FLPD-L1 HUETPD-1 L PD-L1 & OB EIETSD L
FOMBREEEENEETA Z ERRENTND . EDOZ D PD-1/PD-1 Y H 2 Mg

BT B AMIRS TR R T MO ORBE L BT HFO—2L LTERD
nTna, ‘

AT, BEERBR OFE R D PD-1 OMIRSMEEL (PD-1 Y V> MRS ICEA L.
PD-1 & PD-1 U W > FL DG EBEET 2 Z LIk BAFURRERA: T MlROTENE
bR O AFRZ 69 5 MBS ETE 2 R T 2 & & TR R TUIESIR 279 2
LRI TS, ‘

IRHOHMREN S, AFNIEMEBIC ST A RIBREICRVES b L HF S,
WA X ) VN ERE AR E LIZBRKRRE ER L. A, B2tk UER
MO FERR S T, ‘

AHOVERBFIC S BEOSRERIGIC L 5RWERENRH b b, BEEIILTIC
ELRREMNH D, AROREFRUEREHICIT. BEOBEL+2ITTV. RESR
D BIIIHEITIE, BB L RIS UM 22 ik & R /R0 L EH L Gl
7RI M 21TV, BE ORERGIC X 2EHEANEDIL D HEITIE, BIREE SRV
FUHIOEEEDBEDIRLBEZIT IO LERS D,




3. BRPER
ﬁ%xm%%ﬁwﬁﬁmT/%/)/hﬁwﬂ BERIC M 2 1T o To E R BB RBR D
A% R,

[FEzhiE]
O ENE IR (ONO-4538-15 RER)
HRELHFMRBEROT L YF~T XNFr EEEFERZ) CAT. 7L

VYR T)) BRI GIRMA OB I HEE O &R DX v Y Lo ERE

(ECOG Performance Status 0 X TN 1) 17 Bl & BRI2, AHK 3 mg/kg % 2 B REIRIE AR
BE LT, ZEFMEEEB CHOIEME (LET IWG criteria (2007) 12 E-5< A Elz
&£ % complete remission  (LAF. TCRJ) XIZ partial remission (LAF. [PRI) DEIE) i
75.0% (95%ERXM : 47.6~92.7%) Thole, 723, FANCRE LIZBEIT 20.0%T
HoT,

@ 1BHE IARRABR (CA209205 35R) (Lancet Oncol 2016; 17: 1283-94)

H R EMBHRBEEITRIC T VY X< I2 X 3188 %S T - B T EaH
@Eﬁ%ﬁv%/)/AE%%(:$—+B‘mmemmmmﬁmm0&Un80%
ZRBRIT, AH 3 mg/kg % 2 BB CHRMBE L, TEHHER THEIEMER (K
71 IWG criteria (2007) 1223 < PRHFEIZ L D CR XL PR DEIE) 13 66.3% (95%(E
FRXH] : 54.8~76.4%) Thoto, 7. FANCHRE L-BEIZ 200%ThH o 7=,

[Z4i]

O ENE DR (ONO-4538-15 3BR)
BEFRIIZHIIROON KK L ORRBEBNEETERVEETES L 20T
b, BBEER S%LL LOBERIZTRD LBV THoT-,

REEN %L EOBHER (REMMIT R REE)

BEMNKLE W‘Jﬁ‘ (%)
EAE FER
(MedDRA/J ver.18.1) 17 51
4 Grade Grade 3-4 Grade S

2(11.8) 0

EEIFR _ 17(100.0)

1(5.9)



Bl (%)

%Eﬂiﬁﬁ e
Eﬁipu 17 g’J
(MedDRA/J ver.18.1) .
£ Grade Grade 3-4 Grade 5
B 0 0
wy h 2(11.8)
PESHERALIR S : 1(5.9)

O

FFRIERERE
/MR R
FREH
_ AR

& Y DAl S (59 0
&+ U o AhiE
o TRBRBUR

FEEDEN
154

RIEL I
LSEOIIE

000 O]
OO0 OO

BB, REMHRE 16 (5.9%) . BEEHRRE 2 il (11.8%) . KBK - BEEOT
#1460 (5.9%) . FFHSEEREE 1 6] (5.9%) . HRIRHSREREE 3 Fl (17.6%) . #HRIEE
3% (17.6%) R (X infusion reaction 1 ] (5.9%) TR® biiz, Fiz, EEMHESIE.
DS, fhde. | BIBERIR ., St i/ MR/ MEEEEER . Ik, BHEREE. BIBEE.
M - BEER ., BEEOKEEE, #IRMEERE, TEAEEREE, BRROSEIE
RITBD LN D Tz, '




@ WA FENAFER (CA209205 RER)

FEFLIL 238/243 il (97.9%) KRB B, AR L ORBEEENREETEXRVWEE
BRI 185243 Bl (76.1%) ICBD STz, FBEEN %LU LOBWERIXTRO LB T
?) D 7":0

FEBEH s%uJ:nguﬂsﬁﬁ (All Treated Subjects)

B Iy A ] B (%)
EAE IR
(MedDRA/J ver.18.1) _ 243 i
42 Grade Grade 3-4 Grade §

@EM’E}% ] 185 (76.1) 48 (19.8) 0

e
PRI TE
5

2(0.8)
0 0
1(0.4)

34 (14.0)

2(0.8)

TT353) 7(2.9)
AR M YR T = S— PR 14(58) s@.1) 0
Y /3= 14(58) 9(3.7) 0

L 14(5.8) 0 0

28 (1 1'.5) 2(0.8) 0

7. MEMEMER 15 B (6.2%) . BEHRIAEE 19 B (7.8%) . KIg%k - HE
THI6 B (2.5%) . FFHEREREE 22 1 (9.1%) . F&R 5 (2.1%) . FURIRESEEREE 28
Bl (11.5%) . PPRRIETE 40 6] (16.5%) . BHEREREE 4 #1 (1.6%) . MMk - BEREZE 1 i

(04%) . BEOREEE 3 F (1.2%) . #IRMARZEAREE 1 461 (0.4%) . infusion reaction
38 (15.6%) | BEX 261 (0.8%) RUOSESER 24 (0.8%) TROLN, Fi.
BEAEMEEAE, DRFR. Mk, | BUERIR. SR MBI MEEEER, BIREER O
TEABREREIIED bhRhol,



4. REBRIZHOWT
7?(%%3\%##& L CHARERAE (&R XBELATHAZ 0D, YA LH
WEETEIMRTHILENRD D, TOLET, FROBREPE R BE LW - &/
”’E’L A OBEIC L0 BERBHEAZRE LEBICST 5 2 ESRER D, BT
DO~QDFT R TEMTHRRICBWTHERT 2 & TH D,

O MERIZOWNT *

D1 FEO (1) ~ 5) OVTHIIEYTIHRTHSH T L,

(1) BEAFBRENEET 208 ADFEEL RS GEREN RS ARSI AR,
HIIAS A BB LSRR . RS AR &) (ERR 28 4E 10 A 1 AR ¢
427 Kk

(2) ¥EHEERke (ERL284E9 A 1 BRRS : 84 Mgk

() #EFRMBNIREET 2R ADFEERE (BADREBEER. A DI
BhwEbE. BARFEEEHEERIER &) R

4) S RAbFIRIEERZFRE L, S SR EREME | IS b BRI NE 2 Ofisk F
AR DB EIT-> TV AR CERR274E 7 A 1 BB : 2538 HEdR)

(5) MEMEERNITEERME ORI EHEIT > TWOD SR (FRk 27 4 7
A1 BB 1284 Fagk

| D2 HHEK DX L BEOLERIER ORI R ORI +45 72 ik & i
B R OEM (TROWTNNICEYE T HEM) 25, BEBERORFICET HIERO
HEEELLTRESL TS Z L,

x

s  [ERGEHRESE2EOMBIHEER KT LE-BIZSEU LORATBRDOBKRIHEZ1T
STWBZ &,y 9h, 2FL BT, PARYEES & LILEKREBEFZOWHELZ1T
S2TNBHT &,

o EMRIFREE 2FEOMPIFHEZ KT LIZRIC4FULOBREREZAEL TS Z
Lo OBy 3L R, EMAREMIEE O ) AEIREE S CRIRMEF OFHE %2
FoTNDZ L,

@ BERNOERZFREEOEKHIZOWVT
EXRLFEREHICERETIEEENEB SN, BESENLOFREN, A - &
SMEHPNFEROEER NEMEICHT 2 EREML. AEFEVRE LA OME

EH, ERFENITONEHINESTWDH T L,




@ BUWER~DHIRIZONT

@-1 HERR R HIZBR3 2 B :
MEEMERBREOEERBIERABIAE LB, 24 BRZEREHIOT, YszhizkX

TR ERICRB W T, BERULBERIIE U CAREER O CT £ DREROENNZ M

HERBREOKENY BFIE L. BELICHISFRERESINE-sTWEZ L,

@2 ERUEFE I L HAFERAMGICET 58

BAZRICED BN RAHB R UERE A T OEREFENVEIERE=2Y) 7
EEVICERDAY V== T 2TWERE LIERZ A TE 2F — LERKHIIE
fHShTWnbsZ e, B, BEERICOVWT, PABRE LZOFKRICHHSICAMSIT
W5k, '

@-3 BIER OBZETLRISIZB LT

BIVER (MEMEMZRBICMZ ., EEFMHENE, LR, k. BEHRAEE. XK.
HEOTH., 1 ERA. FHEREES. FRIBMERE. pEEE. BEE (Bre -
RAEMEREBRZET) . BIBEE. Mk, EEOKEEE. SHIRMALERE, infusion
reaction, SREPEM/NRBAMESEBER (TP) ., BEORERIG. BEIRFEME., LIgEE

OLEAHED - 4RIK - OEMHIMNGES) . RiEE M%) S8 LT YR XUk
EFREEOREMMELH T HEMEEE L @EAORBECXNICE L CHRERURES
ZTONDIERMICHDT L), ELIGHGRABER TX AEHINES-TNH T L,



5. BREXNBLRDBE
[ZaticBi+ 5 3E]
@ T@k&é?é$%;owfiﬁﬂwﬁﬁmfmeénfwé Enb, BEZIT
bz,
o AFOMSITH LIBBUEDBEEREOH 5 BHE

@ TEFRTOIMIZIH T FRICHEY T 5 BEIC OV TIL, AHIOREIIHEE S h 2
A8, MOTEFCRIRAE R R VAR Y | EEICAHEERT I L2 EETE S,
Ce HEMMEROAHIIBEEDOH D BE
o B E{ERE CHIEE R0 5 BE R OTEBIME O MU RIS SRR M 2
ZOIICRIERELR O D BE

. BOREEROA. XULBIEARE L IIERMED B ERERBOBEEED
HHBE

o JEBmBHEE (EhBHMRBHEEELET) ObDLBRE

s ECOG Performance Status 3-4 & D #B#

[Fihikic B2 HE]
O BFEMBMEBHEEORT L YX o< DI IR A OB R UIEIE T
OFHBER XY v NBEREICBWTCERAOEENTREN TS,

@ TRIZET2BEIHT 2HXHORE R CERITEC OV T KFOFER
ML SN TR LT, AFDOBREMNBR L RO,
o ALERIERIGROBE,
o OTUEMEEREA & O,

D ECOG @ Performance Status (PS)

Score EE

0 | &< BEARLESHTES, BFHALFLBEEESHREATLD,

| PHERJIZE LWIEENIHIBR S D03, BITHRRE T, BAEERE > TOEEIRITI Z LB TE 5,
AN NS il

2 BITRIBECHYOHEDEY O Z L 3T _TAREEMEEIITER Y, BHRO S0%LL BT~y FACBTT,

3 BONEESOHEOEIYOZ L LTERY, BRD 50%LL EE Xy RKOBFORIT,

4 ELETRV, BHODEDOEY DI LIIEL TERY, BRIy KOBRF TR T,

9




6. BEIERLTHETREIR

O WHXEFITMZ ., BERFEEEVPRET 2EREIE ST EFI O R R O IERH
RADIDI LB ERE+SICEBRE L TOHLERTIZ L,

© MHERMBICEL D, BEXITORBRCEMEROfaBREL +oBA L, RELS
TOrLEETDHZ L,

@ FEREMERD~RXT AL Mo T

REMERENHODLNDZ BB BDT, AAOTEIZH 2> Tk, BERE
RO PRREEE, k. FE%) ORRR O X SMEOERS, BEs+s
WZIT5 28, £, RBESUTHEE CT. i~ — -5 0RELEBT 5
P

AR OFEILEE O infusion reaction 122 TRABCHORIISD TX HHE
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