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42— OE LR FHIBRER (ON0O-4538-03/CA209026 3 | 4 =2— OEEMLFRIFEMERE (ON0-4538-03/CA209025 3X

B®)
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(1)
TEFFMER THAREFYR LT, T0s) £v
5,) (FPfi [95%{SHEKM]) 12, AFIBET 25.00
[21.75~NE*] B H. =Xl ARRET 19.55
[17.64~23.06] Z A TH Y. AFIZ=~m U A
AR LB ENICEEREREEZ R LI (-
NEE 0. 73[98. 52%{E HH KR : 0. 57~0. 93], p=0. 0018
(BB log—rank #2%E]. 2016 F6 H 18 HF —#
B A7),
(")
1 0S ®hEEATED Kaplan-Meier Hi#R
(ONO-4538-03/CA209025 ERER)

(&)
FEFBIRR ThI24FHM (BLF. fosy) (R
Sefl [95%{E#EX 1) 1%, AFIBET 25.00 [21.75
~NE] BB, =1 ) AREET 19.55 [17. 64~
23.06] AATHY, FRNT=~<o VAR LEE
HENIAERLEERZTRLE (=K 0.73

[98. 52U{ETHX A : 0. 57~0. 93], p=0.0018 (BRI
log-rank #¥7E]. 201546 H 18 BF—F# b v b A
7)o

(% B8
1 0SOPE#EFTEEO Kaplan-Meier B

5 X2 HBARAEMICKBITD 05 OPEMEHRFED | 52— X2 HAAEFICEKITS 05 OFRMEFERTRO
Kaplan-Meier #i#f (ONO-4538-03/CA209025 ZEk) Kaplan-Meier Hi#g
62— @E I RS MFEER (ONO-4538-16/CA209214 3 | 62— QEEILFEIMIERER (ONO-4538-16/CA209214 3

)

{LEEFRIERTEFE OEITH: X ITIEBE O BB
TR HmyE B 1, 096 f6) (B AR A B3 12 Fl & 5T,
A AT BTz Ot CIT., TR
AT A=wT] LW EEERRO B, R=F =
TRE 546 ) BRI, A=FoTEIBEELT
AH+A ) AT OFIMERTRZEMEEZRETL
7o FTEEFMIEE T B International

R) '

{EERIERTEE" | OEITH UTIERAE OB
TR ARIERE 1, 096 FI(A AR ANRBFE 12512 Ste,
A Y AT (BaFHE%EL) R (T, TRE
o Y AT ) 2R S50 B, A=F =78 546
) ZMBIZ, A=FTEBHBLE LTEA 41
VY AT ORMMER VRN ERFE L, &
SFiZEE ©¢& 5 International Metastatic RCC




Metastatic RCC Database Consortium (LLF .
[IMDC) & W5 .) U R743HE*30 Intermediate
KO Poor VAZ DBRE (KHI+A Y Lv 7§
425 ], RA=F- =7 422 #) ITkiFB 0S (i
i [95%FREEM]) 1, AR+ AU A<-TEHT
NE[28. 16~NE] 7 A, R =F =7 HET 25. 95 [22, 08
~NE] #ATHY, ZHA+ A Y AT TR
Fo TR LRHENICERREER R LE
(/~NF— Kk 0. 63 [99. 8%{EHEX R : 0. 44~0. 89],
p<0. 0001 [JBH log-rank #E], 201748 H 7 A

F—Ehw A7),

* 1 BRI T 3 FIEOERER VWA
F, L, UTOBSIIISRREECLED
7,
SEEEIERTFTRR A B MR 1o L C L TR Y
B SRR B [0 L. & PR Sl
R+ (BLF, TVEGF) &V ,) NIk VEGF 25
HERER L LSRR R ] BT Sh, 2
SR BRI ORKRE N H 6
AU ERIBBICER LizEE

(&)

3 0S5 O RN IFEO Kaplan-Meier phi#R |

(ONO-4538-16/CA209214 RER)

Database Consortium (EA T, [IMDCl) UV R Z4¥A

*3¢ Intermediate BT} Poor UV R Z MAE (FH|

+A Y Aw T 425 B, A=F =78 422 f)

(BT B 05 (FRME [9HEEEMI) X, AHI+

AU AwTET NE [28.16~NE] H B, R=F

=T 25,95 [22.08~NE] A THY., KEI+

A Y A TR A =F = 7RISR LEEFHERIZ

BRIERZR L (N — Kb 0.63 [99. 8%f3

TEX R : 0. 44~0.89], p<0.0001 [JBBI log-rank

ME], 017TE8ATRT—F Iy v A7),

* 1 BB N T 528 RIEORBERR VA
#, 2L, UTOBARERIGEECZY
720N, <
SERYIRR AT e 72 BARARE (T L C 1 BT
RIS MBI R E (/2 L, MEWNEIEoE
EF (BAF, [VEGF]) XIX VEGF ZF M Z IR
& LTEEFEZR] BT, DofffEiY
IR HRIEORKEERE,L 6 W AL ER
BRRICHERE LGS

() _

B3 0S &R Kaplan-Meier HifR

AT 4EM : Intermediate &ZTF Poor U AZ B
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AT B EEM : Intermediate R Poor VA &
&

7= B4 05 ofEFEIFEEO Kaplan-Meier HIfR | 72— 4 0S D PEEFED Kaplan-Meier thi
(ONO-4538-16/CA209214 3XER) fRMT XS4 @ Favorable U X 77 8%
fEAT 22 : Favorable U A 7 BB

8- #1 WO TRARNSYLLEDORER | 82—V F1 WTNOOBETREAEREN S EOBER -
(ONO-4538-03/CA209025 FRER)

9—V K2 WINPLORECRIRNE SR LOBIER | 93— F2 WTRHORETRHAEN 5% EORIER

_ (ONO-4538-16/CA209214 FXBR)

13— | O3 BHEHOBHLHRICELT 13~3—Y | @-3 BHEROBEFCHmIZELT

BIER (BEMEMREICLZ, BEEMRENE. O
Fhdk., FhZk, BEBUGRMERE, KIBK., EEOTHL
1 TOPEIRY . IE s, eSS, IF4L, skt
R, FUIRIRHSHERES . TERAMBEESE, ik
fEE, BiHE (BRe- - REETHEEEREZ ST,
RIRMEE, Pk, EEOHEESE, #iriibieER
JE. infusionreaction, EELZMIEEE, mIKE
BEERE, B, BEORERR. IR IETM:,

DS (LEAED - 4R - DESEIHANES)
) H LT, YRR X iR E R o H A
HEAT HEMEEE L (BIEHOBECRIRT
BALTEBERUVIEBES2ZIToNI&BFEHB

&)L EBIOETRER TE BEHIPESTND

BIfER (MEMMEAICINZT., BEEGELE, O
k. Wk, BBEIRRE, RIBR, EEOTH,
1 BpERRYA . ITHEREMEE . RS REES, &

REE, BEE (BAe- RETHEEREBREST),
BIEEE, Mk, EEORRES. HiRLRER
%E, infusion reaction, SafEdEin B E4ssE
F IR REORERR. RRIEEME, OEE
E (LEHE - Rk - OEERAES) ik
EiA) T LT, YR DEERBRO
HEfEET 2 EMEEE L (BIfEA OB
IR L THRERUXEEZZTONHIEHFIEH D

T &) ELICHEE BN TE 2 EHFE > TN
5T &,
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15 Ry (ZeMicEd 53E] 15 ~2—3 (et 5EH]
(@ m’) @ ®)
@ HBEMOFMICEBWTTIRICERETHE8EI @ BEWMOFTMICBWNCTRICRYTIAE
DWTHL, AFORGIIHEE SRV, ik DWTE, AFOFSITHE S IRV, o
PRI A2 OBRICRY . ERICAFEERT RIBIRERRVEAICRY . BEICARZERT
BLELEEETED, BLELEERTED,
FMEMRREBROSHIBEFEDH L EFE MEERREDEHNIIREOHIBE
HER MR TRIE R 2 R) 5 BE R UNEH) faE@RE CREE 2RO LB RUED
T D S A A R o R Tiﬂfﬁﬁ%%@ﬂfﬁ IZRIE P D Jik S AR A iR 2 R0 R R At 2R S D il uﬁ%f‘
RN ALNDBE MR A BN DBE
BoMREBOSM. XiTEEMN2E L <iX HOAFERBROSH. TBE2E L
BREOB AEREBOBRTERECH HBE BEEOHCHRERBOHRERECH 2 BE
[BERBERE (EhEpiiaBHEL St} Ob [BRstRE (ShRMEBEELZST) Ob
DHBHE B E
BEORE IR E 588 Karnofsky Performance Status T0%sRiH #2
« Karnofsky Performance Status 70%skfy ®2) DB
DBEE
16 R— 6. BEWELTERET~&HE 16 ~=X— 6. REICELTH aﬂ‘«%@:@
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@ FEREWEAD<RIA L MEONT ® EBRBEWEADZRI AL Mo T
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- EDRIBEREREE . TEAHMIEEEE N ORIEE FRR R R
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ERHLDLNAZ EBHBZOT, RKEOKRKE
BRLARI R O S AR P I3 EBRY I N 3 I B R
fRE&E (TSH, EHfE T3, WM T4, ACTH, M

T, AFOR SRS R RS LM R EH
ROl ERREEARELEE R (TSH, WEBE T3, WFHE T
4EORE) BEETDIZ L,

INFS—NVEORE) EEETB L, ()
(B&) (@ 1)
(@ )
HHARF ) S EORBEAMEET A RT A o ORFTEF (FIEER)
_ # [5!

HY - (THREEERD) Y- : (BB ETHIBR)

3L 7V —IN AEEE 20mg, FATEERE 100mg ROV | 31— A7V —R TR 20mg, [FRFERRE 100mg KT
FAFEFIE 240mg (—i4 : =Br<=7 (BT FLATEE 240mg (—R4E : =R ~<7 (BETF
B¥az), DLTF. TARHF 2v5.) iE, ANFERT M z), LT, TR &, MEEETERAS
¥Rt e AT Ly s 2 BTV R = feAF Vs At (BETVA M -2 ¥ —X
A ¥ —X AZ A7 (BMS) #f) BHZ L/~ b PD-1 A7 AT (BMS) %) PREFELHEZE b PD-1
(Programmed cell death-1) l=xt4 5 REY IgG4 (Programmed cell death—1) {Z%9" 2t M8 IgG4
£/ 7a—FAHETH B, T/ 7a—FNVRETHDB,

4 ~—3 HELEDBMABERCT Ly YFvwTd AR | 42— HFEEMLBHRBHELV T LY <7 <R

Fr EETFHBZ) LT, I7reryRi<7)
LD ) ICHEFME SO R A O B3R X EHEE O
TR XU N BEHE (ECOG Performance
Status O U8 1) 17 Bl &Iz, A% 3me/keg %
CHMMBTAMEFELL, FEFFEERTHD

Fr (BEFHEHEL) LT, Treryx=7))
WM SRR O B3 T EEA P oo B s
xR fEEEE (ECOG Performance Status
ORTNL) 17 FlERERic, A% 3meg/ke % 2 WA
MR CAREE L, TEFHEEE Th5E5%




=N (ET IWG criteria (2007) 1ZE-3<
HEIZ LB complete remission (LA, TCRJ &
V5,.) XX partial remission (EATF, [PR] &
VWH) DEIE) 1 75.0% (OSUSHRXA : 47. 6~
92.7%) Thotr,. B, BRNCHE LBRER
20. 0% T o7z,

(&)

1 FEIFBHR 5% EOBEHER_(ONO-4538-15 3%
B (RetirR g )

(32T IWG criteria (2007) IZE:-5< PiupEIC
£ 3 complete remission (LLTF. ICRJ) Xik
partial remission (BLF, TPR})) DEE) X 75. 0%

(OB%{EHEICRY : 47. 6~92. T%) Tholz, I,
FRMCERE U= BEN: 20. 0% Th > T2,

M) -

R®1 FHBHEBRSGLEOBIER

6~ —

2 BB 5%LLLOFIER_(CA209205 FRER) | 6 ~— #F2 FHABNSYLALOBIER (ALl Treated
(Al]l Treated Subjects) Subjects)
9N ©-3 EHEROBZECHSRITE LT g ®@-3 BIEAOR—KReRIE LT

BIER (RIEHARRI NG, BEEGESE,. D
. Bk, WBIEERE. Kiggk. BEOTH,
1 BRI, RS, FriseemE, 4. Bt
JRE e, FORIMEAEREE, TERAMARE, &
e, WIEE (BAL - RAEHEMEELEET).
RIREE, M, BEEOMEES, HIRMLISER
fiE. infusion reaction, EEE/MEMEZE, MERE
BREGR, ER, BEORERRS. IR
DS (DEME) - &R - DeEIERSMES)
&) Rt LT, MM X ITT B E R > P
WE AT HEMLER L BIEROBERISIC
BLCEEROXBEZSITbNE&IC L5

EIfER (MEMiERicms. BEDHESE, O
k. k. RIHRABE, RIBR, EEOTH.
1 BUEIRYA, ITHRsERE. RIRIRERE,
EE, BEE (BRe - RMTHERTREST).
RIS, Mr. EEOREES. FIRMLLERS
fE. infusionreaction, SEfefipAthigidithitsn
FR-—REORERIL. BREEE. LBE
F (LEME - RAR - LEMEIUES) R
Zufn%) R LT, MR IDIBEFEE O
HE2H T 5 ER &ESE L - (BIEA OBt
ISICEA L THRER VB EZIT LN EHITH D
&), BEHICHRLENRTE SEHAE ST




LY, BHICHEDRMBNTE ARENESTNS
&,

DTk,

10 =—¥ [Z2MicEdT 3EH] 10 R—Y [Z2Mic ¥ 55IE]
(@ I%) (D &)
@ BEAOFHMICBW T TRICEUTHEHIT @ BEMOFEICB DT TRICEYTSBEI
DNTH, AFOREIHE SRRV, Mos DOWTHE, FRIOREITHR IRV, HBOE
FOBIER 2 WEEICEY . EERAFZERT ORI B RWEEICRY . BEICAREZERT
HLLEERTED, HLELEBETZA,
FEMEREBOEHIIEEDH 5 83 MEMEMEEDOEHIIREDH 8
TR E G iR E CREE 2RO 2 BF R UIEE) B EERE CREE R D 2 BERUED
P D F S R At ¢ O R P M AR A B D BT R AE P D F S AR R RO R e ME IR R B D B L A
MDA B D BRE LB A LN D BE
B EAERBOAH, BN L BEAERAOAH, ITBEARE L IX
BEEEOBCARBERBONFEDCH D BE BREEOCBCRARRBOREREDOSH D BH
[z EE (ShamlagEREzed) Ob B BEE (EhHMREHEEEZE) Ob
BBE HEE
ORI 2T 5 AFK ECOG Performance Status3-4 &V &
_ . ECOG Performance Status3-4 1) s
it~—2 |6, WL TS & HIE A=Y 6. BEERLTEETNEFHE
(@N@ M) (O~ n%)
® LARBHERAD=RP A MTONT ® EREWEAO=RY R MIOWT
(%) : ()
PRIREREREE, TRARIEEER CREEE Eﬁﬂfﬂﬁﬁé EERHLDDLNDAIZENHBHD




ERHLDLNAZEBHDIDT, KFEDERE
BRiEEIR DM S5-I E R I A o i AR
WA (TSH, WEHfE T3, H#HE T4, ACTH, misf

T, KF OB G FALER & UM 5 1M R 1L 241
AN B REAR AT (TSH, MEEE T3, BFEE T
AZLDHE) 2EETH L,

aNTF I NVEOHIE) 2REET DL, (1)
(&) (@ ug)
(@ )
BROREERKET A R7 A o OWETEFR (G RE)
# 15
HY - ("FARERERD) BYR—T (BUIHHRERHIER)
INR—Y F 7V AL 20mg, [ELRTEERE 100mg KUY | 3 R—U A7 V=R AHERE 20mg. [FAETRERE 100mg KR
FRMERE 240mg (—iA - =R ~<7 (BEBF FIARSLE 240ng (—R4 : =B~ 7 (BEF
). BT, TA#D &5 i, MBS T FEHRZ), BAT, TARKD X, MNEELTESERS
EHREHLE ATV I A BTVA IV = fLeAF Ly s AL EATIVA MV 2L —R
AY—Z A7 A7 (BMS) 1) DSBHFE L7k b PD-1 AT A7 (BMS) #) MBEZELEZE b PD-1
(Programmed cell death-1) Zx%f3 2 b hEY 1gG4 (Programmed cell death-1) (=43 b MY TaG4
/7 R—FVRETH D, T/ 7 ua—FAETHB,
5 F 1 FRELED 5% EORIVEM_(ONO-4538-12 8 | 5 ~— F1 FHBHERHN UL EORIEM
) ‘
81— ®-3 BIERORE-CRISICEAL T 8 ~— @-3 EERORECHIRICEALT

BIVER (MEMMERICNZ, BEFENE, L
ik, Bk, BORERIEE., KPR, BEEDTAIL
| BRI, T4, IFeeEmRE. R, st
JRER, FRBRSEEE, TEABREEE, g

BIfEA (WESEREACNL, BEHESE. O
k. Bk, SOBARE. KBk, EEDTH.
1 EUBEERNS, ATHRREMEE. FORIMSEEREE. Mk
EE, FEE (Bre - RATHAEERREZED).




EE BEE (BFRe  REWEEERZ2ET).
BIREE, ML, EEOREESE. HliRneER
JE. infusionreaction. EERMKEE. mIKE

RIEERE, B, AEORERG. IR REN,
LfEEE (LEMB) - ARIR - DEESES)
) TR LT, SRR ITT BEE R B D #MT
H2A T SIEMEEE L EHERORERIRIT
ELTHRERPXEEZXIT NI &ML S Z
&) ELIZHEERAENTE ZEHBESTVD
Zk,

BIEEE. e, EEORBEEE. #IRnieER
fit, infusion reaction, FefEfhifn~frjpid-ficst
FER R EOCRER S, REENE, LR
= (LEHE - HRAR - DEEIEA NS ) Ak
%) WL T, YR IR BER#E D
HEMEEXEIT5EMEESE L (BIEADOZ%
JRICE L THERUXBEZ TN EHITH D
Z L), BEHICHETARNBERTE BEHINES T
AZ &,

9~

[Z24 iz B3 5 HIE]

(@ m&)

@ BFREOFMMICIS W TINS5 RHFIC

DWTIHE, AFIDFEEIIHEE IRV, fhos

FERIRE R R WEAICRY | ERICEK 28T

HILEEEFETES,

- HEMEMRBOSHIIEEOS D BE
MR BB iRE CHRIEE 2D 5 B8 L UIEHE
P 0D FUR BRI RS o IR B i 2 B D I SIE
HE{LBRALN D BE
B OeERABOSMH., JUIBEMZE LI
BREOBCABERBDOHEEREDH 2 BE
B2 E (EhaBHEEE2Sl) Ob

9 R

[Zaitic B4 2EE]

(O Y

@ BEMNOTMCBN T TN TABHE

DWTid, AFIORGIFHERINA2VRE, hots

FORIRIEB 2 NEEITR Y, HEICHKAZER S

HBZLEEETES,

- MEMREROESHXIIBEEDH 2 8E
fBEBRE CRIEE 2B 32 BERUES
P D ST R o R B MG AR B D AR I R AE
BB L BB BE
HOARERBDE M, XITEBHEMRE LI
BREEOHDAFEREBEOBREROH D BE
[ ERE (ELREEBEERES) Ob
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10— | 6. BEZBLTHETNEHIE 102~ | 6. BEICELTERTIHE
(DO~ ") (O~@ )
@ FTHREMERO <RI AL MZDONT ® EARBHERD=R(T A MzoWT
(%) (1)
< FRIpEEEEEE, TERAKEEER ORIRE FRIREEEER S LRI ERHEZD
ERHLbNAZ ERHBOT, AFOKESE T, REOBREFRBTE VRS SR FIIELS
PR A& AT R UM 5 HA R oh 12 E BRI PR D S R A B FRRAASAERR S (TSH, SERE T3 . iR T
RE (TSH, WFAE T3, UFME T4, ACTH, S ALDORE) ZFEETH L,
aANT VS —NVEOHIE) 2EBETAHZ &, (&)
(B%) (@ &)
(@ mg)
BEEET R EOREEREETA F7 A o OUETERT (FFENRR)
¥ | IH
MR- (THAEERD) Y- (R YHRREREIER)
3= F 7Y —IR sEEHE 20mg, FAEFHE 100 mg K | 33— A V=R A ERE 20mg, RLRIETETE 100mg BT

VRS E 240mg (—¥4 : =R <7 (Bs
TR R ), BT, TARH) W5 ,) &, AR
TEHRASHEAFT VY 7 X @RTIV AL -
v A ¥ —R A7 A7 (BMS) 4L) 2B L7k b

FARSE 240mg (—it% : =A< 7 (BEF
M#az), BLTF, TARA) &, DERERIEERS
HEAF LI A BTY AR v P—X
A7 A7 (BMS) #t) MBEELUEE kb PD-1




PD-1 (Programmed cell death-1) {43 b &Y
IgG4 &/ 7 a—FAFUETH B,

(Programmed cell death—1) lZ%f4 At R IgG4
/)7 a—FARETHB,

4R—Y ®1  FEHERSBLL EORIFEA_(ONO-4538-41 3 | 4 ~=— F1 FERNLULULOBER (REMMTIIE
B (ZatfEirdfed) 4 )

7L @-3 BIERORUFLRIGIZE LT 7~ ®@-3 BEWEROBZE-CoxHNCE LT
BIVER (RIEMEERICI A, BEEFEE. O BIVER (MEMHERSACNL, BEEHESE. O
Bigk, Fhae. BUAUTRRMIRAE, KRIBR., EEO TR, e, fhak. HIRUARMRIE. RIBK. EEOTH,
1 TOpERRIA. BEAL, JTHeeiEsS. BTk, Mtk 1 BUPELRIR, FFEBmeREE. FRIRHEEE, MR
MR JE, RURIREEEREE, THREBERE, W EE, BEE (BFre  RUEREEER2ET).
EE, FES (BFRe- - REMETEERE ST, BIEEE, Me, EEOHERE, HikneER
BIBME, B, EFEORBES. #IknieER fiE, infusion reaction, FfEiffn gl iy
JE. infusionreaction, EERMIEEE. MEKE FIR-—AEORERK. BRIEEE. DIEE
RIEGRE, . BEORERIS. RIS, = (LNEHE) - BIR - OEMEISEES) ek
DIREEE (LEAEED « RAR « DERERIAMRES) BdE) TR LT, YPERILERERESE D
%) xRt LT, MBI SUDTEE FH O B PR AT A ERR & EE L (BWER OB RNt
HEEGTHEMEEE L BIERDBELHRIRT IS L THRERUXEEZZIT O I5M4EH D
BMLTHEERUVXEZZTLALE&GIIHD L) ELHICHETRLENRTE BEGINES T
&) BEBIZEYIRNBER TE B ERHBE-TWD BTk,
&,

82— [Z 2tk 3 2 251E] g _— [tz ld 5 %HE]
(@ #%) (@® ")

@ WREAEOFTMIZEWWT TRICEY T2 8FIK
DWW, RAIOERGIIHEI RV, fhots

@ REROFMICBWTTRICRYTBEI
SR, FRIOREGIIHEREARVE, ot
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ﬁﬁiﬁﬁﬁoAﬁXiﬁﬁw%é$% RIE MR BOEHFIIBEEDH 5 BE
MR EEARE THER 2750 2 BE R UTER fmEERE CREL 2R 5 BERUED
0 SR AR 2% %’l@i’éﬁﬂfﬁﬁé% DR HAE M 0D S R AR AR R R Gt it 2% 46 oD R 2 S
MLV ON G BEE HEESHZONDEE '

HDEERABDEM. IT@HERREL <IX
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| (@O~Q ) (®~® IH)
® ERBEWERADOZAT AL MIONT @ LRBEWERAD=RVAY MTOWNT
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PR IR RE IR . T T (S HR AR IR R VR B bt FRIESEEEN S bDLNEZZEBHDD

ERHLONBEBHBDT, FHEDOHRKS

BRAAETA ONE 5B R X B EIRIC R o T aE

PR (TSH, WEEfE T3, UEME T4 . ACTH, M9

aNF V= NVEORE) ZFEETHIE,
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(@ R

T, AHOK%EFEMBATE RS HM T T ESH
ECH A RE R AT (TSH, WERE TS, TEBE T
4EDORE) ZEETHZ L,
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BB AEET A T A~
=RAvT (RETFHEEL)

(RFE4 : 47— B AR 20 mg. A7V ATHE 100 mg, 47 V—
A RTGEHE 240 mg)
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VA2 942 H (o 6 HYET)
JEA @A
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1, i

ERS DAL « REMORRE O DI, T TBE I E SV EEREANRKD
BB, &biC, IFEORSEEIROMEERIC L0 | SUKEER 2 ¥ OBH 25 R IR
FEZSAKEINAHC, ZhbOERR L EISLEREEICRIT S 2 L RERO
L 2o TRV EHHEGEE L U0 XA 2016 (7L 28 4 6 H 2 B BM#RE)
KBNTH, EFNERLSEOEAOREEERRB - & & ShTW3,

FAERTHF RS, S EIRR AT 0 7 7 A ADBEEEOERR L H bR
RBZERD D, ZOED, HMERUEEMICET 3RS +5EHT 5 £ T/,
WHERSOBELZM ST LAPFSNABZEIS LCERT3 L L, BIE
FIMEE LB BRI E & 52 L ST —E OB 25 4 ER R A
TAHZLENEETHD,

LMo T, ZHA FTA Tk, BHREBEDPINETILEDNTWAERESEN -
MEMRMITESE | D TFOESRAORERERZHET 2850 b NEREM, Ex
HRUBEEEETY,

BB, AHA BT 4 %, MIATBIEAERRERSRAAHE, AWHMEARKR
BRp RS | — AR A B ABRRARIES, HERHFIEEEA A AEES RO
— AR A B AR EEEOH IO L ER LT,

XL IR D EIES ATV — R AR ERE 20mg, A7V ARFHE 100mg, ATV
— RS 240 mg (A ¢ =RAY T GEEFHEER))

HRERDHRIRPR  PIRTREAET - HROIE/ AN

HELRARERCHE  WE, A=A~ T EETHEX) & LT, 168 240mg
% 2 BRI T RRTHET 5,

W R OE R NFERTERARE




2. AR, ERBF

AP R AT 20 mg, FAAFEEE 100 mg RORARHE 240mg (—4h : =
RA<7 (BEETHEEL), LT, FH Lvi.) i, MEFELTEERTEAS
Vw72 TV RNV =¥ —X X747 (BMS) t) HBFE LIzt  PD-1

(Programmed cell death-1) (Zx4 2 & M [gG4 &/ 7 vn—F NHUETH B,

PD-1 %, ALY 28k (THIR, BHIREGTF =27 0%7-THla) RUOFE
BiRMMICRIRT S CD28 7 7 I VU — (T Mk EHBIRIICIE L AT 54
TH) KB AREMETHD, PD-1 EHIEIEFRHRICEET 2 PD-1 VAV F (PD-L1
BUPD-L2) LESA L. Vo SERICEiE s A EEE LT Y Y ROFEECIRES
BIZFE LT3, PD-1 U H» FEARRRARISIC e b O e RIEFEHRICHEER
LTRY, EEEAERED) LR LIEESHEMTIT5 PDL1 ORALIFGROESF
HE L OfICROEBREFREH 2 Z EBBESHT D (Cancer 2010; 116: 1757-66) .
%7, Bt BAEERE TITEGEE T HRRELTAA ¥ —T = H < (FN-y)
IZX - T PD-LI ORFERFE I, BEF UEEGHEGKICBIT 5 PD-L1 ORR L IFEO
AFHE e ORI EOHRBBEGERH S L 0@REDLH D (Sei Transl Med 2012; 28: 127-37),
&bz, PDL1 ZHEFRE IR AMNEIX, FURRRM CDS BBt T Ml oMinEE
TEMEZ MBS A, HPDLI T PD-1 & PD-L1 & DS RMEETS L Z0OHR
EEREREET I EMRRENTWVS, EOZ L5 5 PD-1/PD-1 U F v FERIZ, 2
AFHRRAHIEASRATR T Ml b OWBSEFEET 2BFO—2 L LTEZ LA T
Do

AFT, EERER O R, S PD-1 OMEAEEER (PD-1 U > MRS ICEE L.
PD-1 & PD-1 U H v FLORAEEETZZEICE D, BPARRERNR T MROE
AL RO A 33 2 MR ETR 2 18504 3 Z & TR e ilERD R 27T
ZEBFEREINTNWD,

Zh o OHED L, AR T 2 H e RERECRVED bO LHF SN,
NIRRT B g b LR EE L, A, ZeR CEEERER S
17,

AR ORI ES BEORBRISK L 2BHERSNH b hh, EEXVIFTR
ERHUHEMRSH S, FHOBEPRURSHIL, BEOREE HTT, RESHE
W BNEIRAITIE, R L HEITS U MR 405 & B #-0EHA & L Ol
PRENBE LTV, BEORERSIC L AEHERNEPN DB, BIBRERL
&R OB EEOERNRMEEIT I BERD B,



3. BRIREE
EIBRAEEARHETT - BRI/ NRiE (RYE LSRR B ORBRICH
24T o Te ERERABROBEEZ R,

[FZhiE]

(R LR
OEANFE IHERAGR (ONO-4538-05 FER)
75 FF K ST LRI 79 2 YRR TIB B/ VNI HRO R LEE
B (BCOG Performance Status 0 XU 1) 35 fl& &Iz, F%F 3 mgkg % 2 BEMRT
R LE, TEFGEHE THhAEHE (RECIST A FI7A4 » L1 RICEIS kR
PIFEIZ & B CR XHLPR) 1X25.7% (95%IE1RKRH : 14.2~42.1%) Thol, 2B, il
WERE LTI 9.0% ThH o7,

O SIMAHFRER (CA209017 3B%) (N Engl ] Med 2015; 373: 123-35)

77 F T REI ST ERIERE R R T 2 B IB B/ VX IIERORE LS
B3 (ECOG Performance Status 0 & T8 1) 272 i (FRHBE 135 41, REHFEAH 137
) BT, FEFXFEAE2HEE UTHEA 3 mgke % 2 BH R CARHRE L.
FEFMEEE THHIEETFMM (PRIE [95%FEEXE]) &, AFHFEET 923 [7.33~
13.27) #AB. FEXFEAFETE60I [513~733] YA THY, AFRE FEZFEAC
X LRI E B RER A R L (P FH 059 [96.85%F X : 0.43~0.81],
p=0.0002 [JZ3I logrank #R7E]).

1o

® & o o g o
a1 T N B WD

Probability of Survival
iy

=]
e

o
(Y]

.1

oo
1 T

1
] 3 [ i) 12 15 18 21 24
Owverall Survival (Months)

Number of Subjects at Risk

Nivolumab 3 mg/kg

135 13 85 63 52 31 15 7 2}
Docetaxel

137 103 68 45 30 14 7 2 ]

~=t Nivoturmab 3 mg/kg (events 1 B6135), median and 95% C1: 9.23 {7.33, 13.27)
- -¢-~ Docetaxel fevents : 112137}, median and 95% Cf: 6.01 (5.83, 7.33)

B 1 08 oW AT O Kaplan-Meier B (CA209017 BAH) (FB{ES (L S 5RH)
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FFR Y LB
OENE I#AEL (ONO-4538-06 k)
7T F I RAEE RS A 2 WRRER B S/ VA IEEOHERF LR
FRE (ECOG Performance Status 0 X TF 1) 76 BlERRIZ, £H| 3 mgkg % 2 RFEFEIME
TRIAHE L, EEMMER ThAHEPHE (RECIST V4 FT7 42 L1 fRICES< T
RHPFEIZ LD CRIIPR) 1K 19.7% (95%IEHEM : 12.3~30.0%) Thot, 0¥, F
ANCEE LIC I 9.0% Tho e,

@S AR (CA209057 35R) (N Engl I Med 2015; 373: 1627-39)

77 FFiH ST L FHIEEE R T A YRR B B/ VX OIBROIER T LR
¥ E8# (ECOG Performance Status 0 T8 1) 582 4 (AHIEE 292 fil, R4 ¥ w/AE200
B EXEIZ, FEFFEALRHRE UTHAHA 3 mgke % 2 BRI TREHE L.
FEFMEA THHEEFEHM (PRl [0s%EEXED k. FHEET 12.19 [9.66~
14.98] B A, FEX XEAET .36 [8.05~10.68] ZATHY, BAZ Fe ¥l
S LI ZRNC A B RER 2R LI (A= FH 073 [95.92%EHREMH : 0.59~0.89],
p=0.0015 [fER log-rank # 1),

14

B 2 o B o= oo
P - T B -

Probabllity of Servlval

=
L2

02

o

0.0

T ] T T (] I - [] E]
o 3 & 1] i2 15 18 21 24 7
Ovetall Survival (Konths)

nemvber of Subjects at Risk .
Hivalumak 3 mpg

297 232 194 168 146 123 62 32 9 0
Docctaxel

250 244 1 150 11} 1] 3 10 3 1
e sfivolumak 3 morkg {events ; 1960292}, median and 95% Ci 1 12.10 (2.66, 14.98)
- %7 Docetaxel fevents 1 223/200), madian and 95% €1 : 9.36 {8.05, 10.68)

B2 OSOHRIAZHT O Kaplan-Meierfifft (CA200057388) (#6154 b S hi-46)



(PD-L1FEIR BN DO FEMER O i)

Wi/ M4EERER (CA20901 7B R (XCA20905738%) A AN ORI BED S B, &
EAHERIZ BV TPD-L1 & 365 L - JEEHIEAS 5D A4 (AT, TPD-LIFEER) v 5,)
CETAERAE LR —HOREOT —FZE-SE, PD-LIRBRSERITRBWITIHEYT
BT o B MER RO BRI TO LB Y Thotz,

HEHMHIZE LT, BE LEETIE, PD-LIORBBRI L O, FEs3e 8l ik
L CAREE COSHIERE T A HABED b,

HERT LR T, PD-LIRBER I%REOHE A F & XA L ISIEFHROFHR T
Hot= (TH),

BB, RELREE, ERELEEE BT, PDLIOFERE L LT, FFoTeHET
77 NERER Th o7,

W
™,
(1] o
H
3] e
5 &3
z
ias
5
> B
b
364
B
€03
b2
[A3 1
us o6
- T T T v T T T d Y T T T T pe———
(] 3 [3 a 12 1% ® 2t 3 z 4 3 & ] 12 15 "% Hl F2 it
Trerxak Sorveval (Mol i Grerall Survival (Months)
Nombser of Sabgcts at Rk e of Subjects 8l RISt
hvalumad 3mpig Merolumab 3 mgig
158 =4 10 0 4 a2 2 W * [ e 28 L b kx| & n B 5 [
Docrtand Doxetaxe!
L] [+ 64 w 38 » 1 5 2 o [TERN. ] [ =] 4 16 11 4 k] 3
= iyebamat 3 sy ig feventy | YIN8K), meBan and 253 CF 1 3045 P25 1425) e polama 3 gy [esveds : ERRTAL mbtli ard #7415 1715 (1 100, 2063
3 Bscetand (evests 1 7577015, median and B5% €22 10,09 7.6, 11,89 2 Detefaxel (everts : 937281, medan and 95%-C1: 950 (D, 1055
Hazant Ratn 3 mpshg o D and B5% O 05040.65.1.24] Hazard Fane 3 mpiig aver O nd 957% O £ 053 {047, S8

3 CA209057 K> PD-L1 HEJCO 05 OF AT © Kaplan-Meier giig
(K : PD-L1<1%DBFHEMH, HE : PD-L121% O EBE4EH)



[Z4it]
(R
OEMFETHERER (ONO-4538-05345)

#z1 FHEEN5%L EORIER (ONO-4538-0578%)
Grade 2 Grade Grade 3-4 Grade 5
HIfEHTER FE BB B REHHR EE RIR
(MedDRA I= X 5 SOC-PT 434 B {%) F¥ (%) H¥ {9%).
OE g 35 35 35
Sk 24 ( 63.6) 2 { 57) 0 0.0)

B | {88
o Bl
w m

R -

R SRR I NS AT =T — T ]
M2 LT F AR —E R
D2 ERE 3 (

[}
—

2

{ 57

EF AT E
el

[ Rk U a iR e
BE

2 57

2 ( 5D

: 5 (14.3)
BES B E 2 { 57

FEATD BARE SN EITEMAIL, MedDRA ver 17.11% BIWVTIERE 2 7.

GradelZCTCAE (Common Terminclogy Criteria for Adverse Events)  v4 H A3HERICOGHHIZHE 1L 5,

g, PUEMIWER 251 (5.7%) . K% - EEOTH2H (5.7%) FRERIEE

(%

T v NV —IEERESE) 361 (8.6%) | FFIEEEREE 2 61 (5.7%) . FRREREEEEDE 3 4
(8.6%) . BIBHMEREE 1 #] (2.9%) . THEREE (REETHEEELSE) 14 2.9%)
KU infusionreaction2 il (5.7%) R bk, £k, EEOHERE (FEHERE

R, LTHBE, HMREHES) | TEERERE,

I BUREIRIA, Bek, ETEMEE/IAE,

feige « BREZE, 5 & IBERR LB RIIBY bz ol, FEWEFARBRREIIEES

& (BRREEEREZE0) 230EERETT,



QYRS FEAERER (CA209017388R) (N Engl J Med 2015; 373: 123-35)
F2 FEEEDR UL LOBIEM (CA209017 38

Grade 4 Grade Grade 3-4 Grade 5
RI{E)IA R P MBS | mE B | BB B/BRE
(MedDRA = £ % SOC-PT 535D ik (%) H¥ (%) Hi (%6}
B 131 131 131 -
76 (58.0) 9 { (0.0)

FRMRS RS

bl oy

BRI
e

5

At

Effia bElG S A EERA I, MedDRA ver I7.1T&JHW TSR X 7=

Grade{3CTCAE (Common Terminology Criteria for Adverse Events)

villZHE L 5,

. FIEMENRBA 6B (4.6%) , KL - EEOTH 11§ (84%) . #&EE (F
S RU—EEREE) 1361 (9.9%) . ITHREREE 4 6 (3.1%) . HURIREEREREE 5
(3.8%) . BHEAERE (RMGTHEMERAS) 46 G.1%) . EEFESE 186 (0.8%)
& % infusion reaction 1 #iil (0.8%) Wb bIin, -, BEEORMEEE (FEFERIRE
ERE, SIGHEE, SREES) | TEABERES. BITREREE, | BEERA. BEX.
Bage - Bl BB RUOLHRITRED bhid oz, ARIEHBBRRRITEES
% (BHRREEEF2ED) 250HEMERERT,

GERYE L)
DOENE D+ARE (ONO-4538-06358)

#3 BREEMRS%L EORIER (ONO-4538-06745)

Grade 5

Grade 4 Grade Grade 34
MtEHTA I EIE | £3  RgE®: | gB RIE
(MedDRA 2 k. % SOC-PT 455D F (%) HE (%) HE (%)
P 76 76 76
) K 64 (84.2) 16 (21.1) 0 (0.0)
Kt Oy T G 1 SR
PBREE T 7T e

1)

(=)
=N

(342 |

2 (28).

urf 5 ( 66
) 4 ( 53)
EL 8 ( 10.5)
4 { 53)

: B A 6.7+ N KRR WOUON G £ ) O IO

# 9 (11.8) 1 { 13)
R 11 (14.5)
Eig o 11 (14.5) .

CHREEE A8 (B | LB

Vs SERBRD 6...0LT79 £.26)

g AR

T2y |

T4 (s

(28

303




Grade 4 Grade Grade 3-4 Grade §
B{ENEE R BB | BE  RBER | BE RBHSE
(MedDRA 1= L % SOC-PT %%) #H% (%) H (%) B {%)
OF N 76 76 T
=ik 64 (84.2) 16 {2L.1) 0 (0.0)

bﬁlﬁtﬁﬁﬂt&%

11 (14.5)

1 (14.5)
4 ( 53)

Cin |

B b EE SN H TG4, MedDRA ver 17002 AV B2 70,

Grade}XCTCAE (Common Terrminology Criteria for Adverse Events)

ks, MEMEMEBAMA (5.3%) .

K% - BEOTHSH (6.6%)

v4 A ARETRICOGHEIC BE L 5,

. HEEE (F7

e S L EREE) 10651 (13.2%) | TFEEEEREZESH] (6.6%) . IR HEREE 104 (13.2%) .

B RREREE LA (1.3%) |

FrEEE (RATHEEERSE) 461 (5.3%) Rtﬁinfusion

reaction 3] (3.9%) PR b, £, EEOKREEE (KEHERERR, £W

BE, FREES) |\ TEAEREE.

1B9EIRIA. BEot, BRI IE. AR - ﬁLHﬁ-’A‘f\

58S BRROLHRITRD bhhrodz, ZEMERARBRIIIEEES (RERERE

EEZ2Et) 230EHERETT,

@¥ESEIERER (CA209057 3ER) (N Engl I Med 2015; 373: 1627-39)
F4 FERN5%LLEORIER (CA200057 5Bk

Grade £ Grade Grade 34 Grade 5
RHEHTIE FH  wEE | B 0 #EHE | £ BI$E
(MedDRA 2 X % SOC-PT 4438) B (%4) HE (%) H¥ (%)
s 287 287 287
30 0 (0.0)

i

199 (69.3)

Ea]
-~
& ¢
N
=

:_’Eﬁh&ﬂ&fﬁwﬁ%’ E(Z09]
A 24 ( 84)
it 27 { 94 1 { 0.3)

EA G SR HIEAIT, MedDRA ver 17.11% IV TREAE R .

GradelXCTCAE (Common Terminology Criteria for Adverse Events)

viZHE B,



728, FEMENERE 10 61 (3.5%) . KIBK - EEOTH 22 ] (7.7%) . MRESE (F
e N EMRRE) 26 B (9.1%) | FFEEAERTE 15 41 (5.2%) | FHIRIREEeERRTS 27
Bl (9.4%) | BHEES (REEMEMEBRLE) 76 (2.4%) | Mkk - BRE 1 6] (03%)
K infusionreaction 8 ] (2.8%) B® bhiz, i, BEEOCREEE (FFHERE
EEE, SRMABE, FABES) | TEEEBRERE. RIERERE, 1 BERRE. L.
BIEMGEAE. 5 & FERECLHEITERD bR o, ARERRIRRITEESR
% (BEREERTZ280) 280EHHERETT.

10



[k - AE]

AHOBEMEHIETIALZMALEY I ab—a ik, &% 3 mgke (&
H) Xk 240 mg % 2 FRIER GRS LEROAFOMLEPRERRM Sk, £O%
R, FH 240 mg ZRE LBEOBRERIT, £ 3 mgkg &% E LERORE R & LK
LTEEEZRTETFHEREZLOD, HAABRFEBWTARERER S TS
e AR (10mgkg % 2 BRMKBTERE) TARIZHRS LBOREE & it U CRE
ERTEFRENE (FR), MA T, BEROBEIBIT 37— FIcE-S5% , A% 3 mg/ks

(RE) X3 240 mg & 2 BB TRE LZBEOAFORER L T X ikeit
OEEZRINT ARBERIGTF AL S, YFEBEEISWTRNBIThh £,
FROBE - BEOBM THSMR R SMICARLERIIR W ETHIS I,

£S5 FHORDEBR AT A—F

i3 - T8 Crmax Chind14 - Cavgdl4 Crnaxss Cruinss Cavg,ss
{pg/mL) {pg/mL) {(pg/mL) {pg/mL) {pg/mL) {(pg/mL)
3 mg/kg QAW (35.2 fo.s) (10;?';4.5) (17.21?23.9) (75.1)],3171) (27?12,'}07) (42.717,'?27)
240 me QW (51?12;?03) (1523'354-6) (25337.8) (10;,5254) (1 ?57:'21;58) (62.11(,)9: 87)
10 mg/kg Q2W (14;,9;19) (51.2 39.2) (79.90(3'21;14) (33?,9232) (1a:z21,l ;]13) (23?,7 286)

U (5%, 95%I) . Q2W : 2RI, Crax : DIEH G ORI M P IE. Cuisars : B EHE 14
H B D AR H R, Cagar : TIEHR L #1418 H £ TOEIMPFPBRE, Cows : EFRIEICIS
B EBRILTEPIRE, Caings : EFINER BT 5 BRNEPRE, Cops : EHIREIZEIT 2 EHMH
RE

11



4, ﬁﬁ%’_ob\r

ML LTHEARERE (&R AIREbhTWaZ kb, YELHAELE
@Jk%ﬁﬁ'é-zf LR THIVENRD B, TO LT, AR OB SNREEN 2 BH £ 20 - &
EL, KROBSFIZL D EERBEWEHZRE LEBRICIRT 6 2 L BRRERED, BT
DO~@OTRTEMETHRIZBWTHERTRETH S,

O MERIC-HONT

@1 TR0 (1) ~ 8) OWVWTFRLREETIHBFTHDZ &,

(1) BEAEFBRENSHEET DB ABHEGESIL RS GRhEE RS A FOEES I R R,
Hish 23 A EaE I SRR, HUSDS AR &) (FRL304 4 A 1 HRER 1437
HiF%)

(2) FrEdaemRle (CERR 294 6 A 1 HEER « 85 faak)

(3) #FERTRMENERET I B ARTEER (BARIEEEER., 2SARREE
BITREL, PABPGEEEEE R L)

4) AR ZEEERLRB L, SSRLEEENE | IS RFHENE 2 Oz i
AR RHEIT-o T AHEsR (FRE 284 7 A 1 AR @ 2540 Higk

(5) PLEMEEAAFEEMEORBREEIZ D RHMET o TV BHER (K 28 £ 7
A 1 AERA 1290 HEsk)

O-2 MiEOLFEPRER ORIERSE B OIS T2 2 & BB EF-OERM (TRO
WER MY T B ER) B, BB EROARICET 2IREOELE L LTERESN
T3z e,
= :

. EEGHIEE 2 FOUMITHERE T LI 5 FL 07 A BHROBHRTHES
ToTNBIZE, 9h, 2EMU I, PAEYEREST L LEBERIBESOTES:
THTWHWBZ L,

o EMGRHFRAE 2 FEOPTUMIHMEZIET LRI 4 ELU LOBKRBRERFEL TS
&, Hbh, 3FELU LI, MEORAERREESE DR EREORKIHELZT-
TWwAI &,

@ BREADOEEMFREBROERFNIC-ONT

EXLERERICHEETHIECENEE I, SECENLOFRED, FOME-K
SR AER OB R OEME I T 2 HHIRE, AEFEBRE LZEEORE
HFE, ERFLNIITOR I EHIBRESTND I L, '

12




@ BlfER~DOXRI2NT
@1 FERR KRBT DB
PR BRSO BERANER S RAE LB, 24 BERRESHOT, YRy -
RSBV T, B UERMERICE UTAREER G CT S0RIER DERI4
BERREOHKRENY AR ELN, EHICRIBTR2ERNIE- TS,

@2 BEREEFC L 58FFLANICETE R _ '

BABDEICEDLAEMNRABAOCEREEF T IERREEENEERE =4 Y 7
EEDREERDALZ V- T2 T0EREL FHRELFT TE 5F — AEREH HE
HEaRTWBEI &, 226, BRI OWT, BABE L ZOKRIHSIEMENT
Wwaz e,

@-3 BIfEHORBELRISCBE LT

BER (MEMEmERICI 2, EEMGEAE, %k, Hik, FETREE. KRB,
BEEOTH, | BIERA, RS, FRERESE JFE, BLags, MkiieRs
TEABERS, MREE, FEE (F15e - RUSTHEETREET). BITEE,
M5, BEEOREES. FIRmLERIE, infusionreaction, EERMIFESE., MERER
IEfREE, . MEORERIS, BRIREME, DEESE (DEHE) - 20k - OEMES
W) &) IR LT, SRR sULEBE RO FMEL A7 S EM o EE L (B
EHORHTCHIRICE L TIRERUXEREZIT bNIRGICH L Z ). HEIZ#EY:
WEPTESERMPESTWVDHZ &,

13



5. BEXGE D BE
(At B3 5 FE]
O TROBHFIEBWIAFIOFEHMESBIESA TS,
o T FFEAEETMEEFERES AT AURAERNB H/ VX IIEREOR

E LR EmEE
o UIFTHAESTEFRERET R T HURATRLRIB I/ IVHUIFROIHE
R LRmEE

2B, R LEA CEGFREETFERENITALKE A& FEIEBF IV Tk,
BRIl & LCEGFRF 1 3% & - —PHEAXITALK T o & ¥ —FILEHR O
BREYETHEE,

@ TRIEYTHBE T IFROBERUHERFIEZ W, AFOFEME
PR ENTELT, FHORERGL2LRV,
o ALFERERBROBE
< HERAEBIIRIE
. HMOHEMEEREHFALTRESNDESE

@ fERRAA FI4 v (AARMEFERR) 128 T, ECOG Performance Status 0~1
D 75 P |- X3 ECOG Performance Status 2 ‘&P OBHF T3, 5 3 t{LHm#A
(FEeF$ELE) OBRESEAHERIATRY, 77 F 8 OFERAERE K
WhEBERINWEWIr—AB 535, ZOEE, 77T TRAORRENRZL EHH
3 APEFREAITOBRREXAT2RBICEV UL, FROKREEZBETE S,

@ AFEIHEABIERRCEV T, RPLEERUVERYE LEEOWTHLOAEICE
WTH REX SRR L CEEERRIE S TWS, EEL, #ERELEED
BETHE, PDLIERARICLVFHIEOEMBERD Z EHPTRINIERIFDL
NTWNBEI e, ERELFEEOBFICEBWTIEIPD-LIBEHELHER L LTE
HOBRERIEOHW 2T 2 EHBEE LYY,

o PD-L1 BIMEN 1%KRHTH D Z L BPHERINEIERT LEBEREIZB W TR,

(5D BCOG ¢ Performance Status  (PS)

Score | EZE

0 | &< MERCENTES, BAMLRUHFEBEDRRZ T2,

PIRRI B LW EEENE SR A B A%, SHBITIRET, BERCE - ToOERIIITH 2 LB TES,
] : ERVVERTE, HEEE

BITRECASOEOEY O &It CAREMMERRTER. BP0 50%LL EE<y FATRIT,

BoN-HSOEDEY O L LnTERY, 3RO 0% EESy FPIFFTIRIT,

Blw|r —

£y, BSogely o el TEAL, FEEAy PR CRTd,

14




FH, FEZ3eVEoAFPAORB-EEROR 5285, &2
~_AT Y e BETEEL) Oov I =d 2R (R4  PD-L1 IHC
22C3pharmDx [&'=] ) {2k Y PD-L1 BREEFER LI IERELEEOBRE
ThoT, AEOBUEE (K7E4A : PD-LIIHC28-8pharmDx [# ) ) Itk3
BERESESRGAIE, BLTOREESEZIAHORE DG ERF TE
YAl

SCHREE)
+ ~ Andreas H Scheell et al. : Mod Pathol. 2016; 29: 1165-72
- Fred R. Hirsch et al, : J Thorac, Oncol. 2016; 10.1016/j.jtho.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

[Z2tic BT 5 5EHE] .
) TEV*%?%%%Lomrmﬁﬂmﬁﬁm REENTNB I EMNG, BERFT
bl

iﬂ@ﬁ%LﬂLﬁ@F@%&@@&é%%

@ WBEEIOFMIZBW T FRICEE T 2 BF IOV, FHORSIHRE SN

.

L DEFERRAEDR R VERICRY . HECAREZHERATHIZLEEBRETE S,
R EOS IR0 H B BE

Mt EERE TREE 280 5 BE R UNEEME O BUR sl - Bgu e it 28
E O SHEEEILB A LIS BE

B eREREAOE0 ITEMHNAE L IEREOB CAaFREDHAERED
HHBEHE

R BHE BB HEELSl) OH5EHE
HEEOBE I F T2 8F

ECOG Performance Status 3-4 &V B

W2 gL, hOPTEHREER OB LI oWT, MR, HERGICEYS T3 - Lol HEREMEE A
FEERORBOBZNAND D4, EEIEE FRHEY LU St Bg GHESR) oW Tk EDREY

TRy,
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6. MEITBELTHEETREEE

@ HACESHICMA, MEIRFEEE PR 2 ERSICE-S R O FBHER CHEIEMR
Ot LEREREF+FICEBE L THhLERTI &,

TRRBRLAIC e D, BEITEORKRICADERVEREL-HSRA L. AEZHE
ThbkETsz e,

R EEFICB VT, PD-LI BESFEHHERE L L CAA OB G & 21l 5
ZEMEE LWV, PD-LI BEERHER TERNEEIE., FROHEROETEHE
o Ui iR ETA L, '
FRBMERO< XA > MZOWT

@

@

FEEMREENRH NI Z ENRHDOT, FROREIZH T - Tk, BEE
W (EROR PR, Rk, REVE) ORRERUEE X BREOERSE., BEY T4
ITH o &, T, HBEISCTEM CT, MF~v— 7 —E0OREZEETD
&,

AFIOEE T EE D infusion reaction 122 THEERIZ -5/ ihDTE AH#
fET-o7 L CHMT5 Z &, £7.2 B B LAFEOFHFF 5-FFT infusion reaction
BHLbNWDZEbHIOT, FHBREFRUFFIRERET#IT NS FATA
YERIET 5%, BEFEOREER+SICEETHZ L, 2B, infusionreaction &
RI|BLEHAIE., 2 TOBELRVERNBELICRET L ETRE L HoHE
THIE,

FORIBSEERE., TEABRERESERVRIBEERHO DL Z EXHDHDT,
AHF| O S BtAR R O S M PR ERRIC Ao inleetRE (TSH. #EE T3,
¥EEE T4, ACTH, M2+ —AVE0RE) #EET2Z L.

AEH OB EIZ LY, BEOKESICER T2 EE L b ikc REBRE
BHobhaZ EBdHd, REPRDOLNABEITE, BELLFRIIL LKL
By A i & BB A RO AR & EHE L TE SRR R T RE DR
FiSi X ARER B ORI HEEICIE, FROERE TP, RURBRES
NEVRIORSERZETEZZE, 2B, BIERERNLEOEREICLVEIE
AOBERRD b2WVWESEIZIE, RIBRESE LA ORERRIF OEMN
HLEET S,

BEHRTE, BBE»CEDARB L THOEHERRRBETHIZ LBRHDHIZD,
AR OBERTHICHBHEHORRICA-SICEET 5,

| BUBERE (BUE | BRI Z ST Bhbbi, BERFES M T F— R
WEHRZEBHAOT, BB, Bl BEEEOERORRLMEEED EFI1
FEETHZ L, | ERFRELOAEEGIEEREEPLEL, AR VR
Hok5ELEOENRAEZITI Z &,

AHIOBERRBUTBNT, H5RMAPL BB, ThUMR, #5HEND 14
L 3 BB 5R T Z L ICEOFEMEITo TVt Z & 25El, AEFREFIT
EHRICHEERETHROMERZITOIZ L,

16



‘ (#E2) B
. HERE, BELEFELE R3EWEH OSSR

<FEFFEABBERLRDBE>
BEREHEMNOLLEE
BIFEE AL TR EE

BIEF UBEEDR DN D B

f# AEHNOBEEOHERED H 5 BE
R TAR L TWA i 0 b 2 B

< FEZ A EERS & R2BET>
BHmHobsBE

PR & U HEED b 2 BE
IFEEED D 5 8%

FEEOH 5 HE

HEOHHBE

R DO H DB

< FE&FAOEXZEER>

BB .

VavER- T4 IF—

BE., e, FEEEE

BHEERSE

PN ZE, ARHEAE

R4

BRI E NEEEES (DI0)

BEEL, BB, Rk, KBk

A V7R

R FRIR A S S

SRR

ISR EEIREBEEE (Stevens - Johnson SEMREE) . MR EEIEM (Lyell FEHERE), A
¥ LRI —F, BiKIE, VEIE - RS

OIDEEEE, TRIRIDARIEIRIE

R YE

PAIRFANE RNEERWEREE (SIADH)

EERNONEE OB, WEHR, KHAREE, MR EEORMMEEEFRE. Radiation
Recall B4
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A HEET A FT A4
=R (BETFAEE)

(R4 : 7P —RARBE 20mg, 7V —AEHHE 10 mg, 47—
AR EHE 240 mg)

~EEEAE~

FR 2 9F 2 A (FHILEF 6 AET)
BT BE



B

LB

AHI DO, 1ERBAF

W PR R AR '
Iz o T
BEXRLINDBE
BENEBLTEETR&E3IE

IS

P2
P3
P4
P19
P21
P23



1. ZLBIC

EEE R O - ZMOBEOE DI, BT XESICESWSEERERRRD
bivd, &bz, EORSEHROBHRICL Y., MAERRLR OB RS RFERR
FEELPEARENAIPTC, T LDOEXMFREICVLELRBFICRMET 2 Z LIERD
EEL o TR BEMENEE S EOEA T 2016 (Eik 28 £ 6 A 2 B EIEIRE)
IZBWTh, EHMEELSEOFRORBEHEEZFBZ L & TS5,

FEEASREES T, BEREALEEE a7 s A VRBEOEER LA L MICE
RBIENRD D, ZOH, EHHERCESECETA2EHS+0ERT S £ ToM,
UHEHMNOBRELHRS T LB Eh3B8FIH L TERT L &b, 8IE
FARRE LRI NERSIGE & 22 L N EHER— OB 2 M EFREcER
THZEREETH S,

LT, AHA RIA Tk, BRERERSLINETICELR TV SEZRIEE -
BEMAMCESE | UTORESOEERERZHETIBANDRELRERF, B2
FRUBEBEREERT,

BB, AT R4 4%, MSTEEAEER ERESRBAEE, ARHEEARER
EERIEE A, — ikt HEA D AERAFES R UAEHREA B RRER %20
Db LR LT,

5 e RBEER A7 VR ERBHE 20me, A7 Y — A AHEHE 100mg, 37
— AN AT 240 mg (%4 =T (EETHER))

AL RAPREIDR - BERARE

WA ERARERCRE - 8%, BARKII=F<7 (EETFH##EL) LT, 18 240mg
2 MEME CAREET 3, =L, BERAEIC BT Ak
HYEEOREE. #EPRIT R VARAETLET S,
RIEUIRAEAZESEGAEIIN LTI/ ) AvT (BETHEE
Z) EOHAT 2EARE, BE. MARIE=AL-T GEEE T
%) LLT. 1 E80mg # 3 BHRET 4 ELAWSEST 2, 20
%, =<7 GEETHEX) LT 1E 240 mg % 28

ke T RREEY Do
B 3% R 5T ¥ F MR TERASHT

&%)

EHEAECET 5 Y — R A AR S0 mg (—A A VY A= T (BiEFHEEZ))

DOFREXIIZIR. RERVRAE '

% 3 X i 3 R RBEIRTELABERAR

AERUCHE: B RAL ) A7 (BEFHHEAZ) & LTI1E 3 mgksg
(kM) % 3 BRI T 4 EATRHES 2. 728, MOREEES
FEBEAT2HAR. =R~ 7 (BEFRER) LHFRATD Z &



2. FHOREH, AT

A7V —AR S REE 20 mg, FURTEEHE 100 mg X ONRUSRFE A 240 mg (*’ﬁx@n
<7 (BEFHEEL) ., DT, TE&H) End,) 3, AR TS L 2 5”
Ly Z Ak (B7VRA M w4 ¥—X 2747 (BMS) #) BBEZE L=t | PD-1

(Programmed cell death-1) {2635t FlIgGs £/ 7 2 —F NV RETH D,

PD-1 4%, FEHEB LAY S8k (THIKR, BHBLEOT 25 40% 5 —T M) RUVE
BERMBICRE TS CD28 77 1 U — (T HlaoiEE{b 2@ EL AICHET 54
T KRBT %A THD, PD-1 ITHREREIICHEE T2 PD-1 U V- F (PD-LI
ROPDL2) EFEA L. U SBRICHERES 72 Em L TY S BROELINESR
BIZHIM LT3, PD-1 U T r FEIFUEERHRLSMC b O~ RIEEESIREH
LTy, EMEAERE» LUK L EEHEEICKITS PD-L1 ORBRLIFEROLERF
IR & OBICA OHIEBERERH D = & BE SN TS (Cancer 2010; 116: 1757-66),
k7, B R AMERE CIRERE T MRREET 24 v ¥ —7 = a L H v (IFN-y)
& 5T PD-LI OFRENFTEIN, &% ULEERZICBTS PDL1I ORRLIFEO
AFHE L OMICEDORBEEERH D EOBREL H D (Sci Transl Med 2012; 28: 127-37),
E Bz, PD-L1 2 W®EHREIEENAMAL, FFEERS CDS Bt T MioHlaEs
EHEZEE XS24, 5 PD-LI HiffT PD-1 & PDLI & DEASZEETZ LF0MK
EEEEPEET D Z ERREINTND, EOZ Ehd PD-1/PD-1 Y F > FERIL, 2
MABREAHR AR T MR 5 OBREE e 2 BF0O—2 L LTEZ AT
3,

AL, SERRBR O RS> b PD-1 ORISR (PD-1 U > FRESHUR) I2fE L.
PD-1 & PD-1 U H U FLORBEEEETIILICL Y., PAFESREA: T #ADE
AR UR AR 2 HRE SR 285032 2 & THRENRIIIEE DR 2RT
ZEDBFERENTVES,

BHEIDIERBFFCESGREDCRERIGIE X 2BERASERH bbh, ER IR
EDAREMENDH D, AROHREHRTEERICIE, BEOBELTSITTV, 2EFE
B BNTHA IR, BB U FRIE U= F 0072 M & SR % #-oEm & il U
YI2ERBDW 2TV, BEOCEEIGIC L 2EHER BN DN 2B, RIBRERN
T URIDRGEOBEIZLEELT O LER DD,



3. ERRRAE
M B A BRI FE 2 1T o f- R ERRBOE 2~ 7.

[ %hiE]
QOEMNS TFERE (ONO-4538-02 3ER)

FHnTy (BATF. TDTICH & 5,) 12 K B {LFEEER & T 2 RIRTIRTEER I
I/ IV I EROELBRAERE (ECOG Performance Status 0 208 1) 35 #] &3 84,
A3 2 mg/kg & 3 ERIMR CARME L, EFEIHERE THoRYE (RECIST A4

FZ 42 11 BRICE-S< e FEic L5 CR UE PR) 1K 22.9% (90%ZHAXA : 13.4~
36.2%) Thotz, 7B, FHICHRE LEBREIX 25%Tho 7o,

OENE IHREE (ONO-4538-08 FAER)

(EFRERBEORBYBRAERI/ VX IEROEEECERE (ECOG
Performance Status 0 & T8 1) 24 6% %812, 7% 3mgkg % 2 BEMR TREHE L,
FEIEEE THAENE (RECIST 4 KT A2 L1 RIZESSHRHEIZLD CR
L PR) FE 29.2% (Q0%{EHIEM : 16.7~45.9%) Th -7, B, FaNRELH
{E1X 6.0%ChH o,

@UES EITFRRER (CA209066 ER)

veraf = 7 ABEEY 4 VABBEIESSRE R Z Bl (BLF, [BRAF) £ 3,) V600
ERORVMEZRIERBROBBUIBRAELZIS/VHAXIHEROBLEARSEE

(ECOG Performance Status 0 2 T8 1) 418 ] (AF#: 210 F1l, DTIC B 208 #il) Zx&IZ,
DTIC # 5HR & LCAH 3 me/kg % 2 BRI CARHE L & & 0F R R
PR LG, TETMEEE THH4AFHM LT, 1081 i) (FRE [95%(E
#KR]) O RRRITE R, AFBEZ NE' [NE~NE] #J. DTIC BT 10.84 [9.33~
12.09] #HATHY . AFiT DTIC o LEFFRICERLRERETLE (NF—Fik
0.42 [99.79% MK : 0.25~0.73], p<0.0001 [JEHBI log-rank HRE], 20144F 6 H 24 H
F—FHhy bAT),

o MEEAEE (BUF. FE)



1.0
0.9+ s, ""ﬂ"" *ﬂ#
y . Wit nn@«-r ﬁfﬂbf{?':«’#
0»8- % - S N
0.?* . r-c.__: .?' .....
Eo.s
1 0.5
# 44 ‘ :
0.3 é;
0.2 o
0.1
ULV S —
0 a 6 g 12 15 18
at risk¥ S ()
AENE 210 185 150 105 45 8 )
ShNILTE 208 177 123 B2 22 3 4]

1 OS ® Kaplan-Meier Hi% (CA209066 5)

@S SIIEREY (CA209037 #gR) 2

AV AvT (BEFARX) BT, MV AvT) 2 5,) Xid BRAF BHEA
ERLOEREEZE T ORBUBRAELIY/ VNI EROEBERAERS
(ECOG Performance Status 0 XU 1) 405 5 (A#I#E 272 #il, {LZHHE (DTIC b

WLTGFren7 ) 7xENeDbM) B 133 6) 2RI, (LEREEZHBELTER

# 3mg/kg % 2 WHIEIRR TRESE LZ & 2 0OEFMMER U REMER BT L, TEER
HEE THDIEHR (RECIST HA F5 A2 1.1 JRICES < PfEiz L5 CR XX PR)
IZDOWTARBRE SN HAD 120 FlEAENTIRER & UTFRBIT 21T - o R.
FRBET 31.7% (95%IEHXM : 23.5~40.8%, 2014E3H 10 HF—FHhy bF47) T
Holr, 2B, FAMREDROMEIREL TWih oz, b5 >OFHERFHER T
H3BO0S (FR{E [95%EERE]) IOV T IR FdA =2 b (BBT) o T hREMAT
AT TofE R, ARBET 1547 [1239~NE] # A, {L¥EEER T 13.67 [11.50~NE] #
ATHY, AR LFRES LEHZNIEFEREREZRE R o (MF—Fib
0.93 [95%EHHEM] : 0.68~1.26], p=0.6299 [BH log-rank #¥7E], 20144 11 A 12 HF
—F Ay bET)..

OENFIHEAR (ONO-4538-17 #ER)

LM EREROMGORTRR MY/ VA EROEHEAERE (ECOG
Performance Status 0 2T} 1) 30 fldwd&ic, £F L4 ) A= %8R (UIT., 4%
TAEV AT LWI,) &E Lk, EEFHAEEE CHAELYR (RECIST 1 FF



A 2 1.1 BRICE-S < FdefiEic X 5 CR XX PR) i 33.3% (95% 15 $EIX 19 :17.3~52.8%)

Thhotr, 2B, FANIRE LZBEIL 23.8% ThH-o T,
* 2 A [ mghg KED &A U heT Imekg (RE) 2 01T 3 EBIBIEC 4 EARRE Lk,
A 3 mgkg (FRIE) % 2 BRARIRE G Ui, PSRV TR, AR RIS L,
A Y A= T RAERIOEBSHET 26 30 AU EORBEZBWTERSZMM L,

@M HEIAERER (CA209067 FAER)

(L RRERIBEOBIBUIRAGE 2 H]/IVH O EM B AERE (ECOG Performance
Status 0 BTN 1) 945 ] (RAI+4 VU A7 314 B, AFFE36H, AU AT
315 50) #RRIL, A VY A-TREEHBE LTEA+A Y AvTRERUEH
BE QMR OESMER R Lz, TEFHEE TH5 08 (iE (95%FHEH1)
ORI RITZ, AH+A Y A< 7B TNE [NE~NE] # . ZFHIFETNE [29.08
~NE] #A. A €Y A7 FET19.98 [17.08~2461]1 P ATHY, £H+A LY bheT
BKERUOAFEITA U AT EREICH LB PHICEEREREZ TR Ui (RH+A
Y A TS N FIE 0.55 [98%(S4RKM : 0.42~0.72], p<0.0001 [E%! log-rank
BE], AFEE  ~P— Tk 0.63 [98%EFHX A : 0.48~0.81], p<0.0001 [EH! logrank

WE]l, 201658 A1 BF—# v bA7),
1.0 e
0o
0.8
074 .
06

05
04 S ER|+FULTTR

03] A w oo
021 & qEyawTH

01 * ABUO : THY
0.0

Wbt Hr

6 3 6 9 12 15 18 21 24 27 3 33 36 3¢
A riskdx EENM (R)
AM+ACULTTHR 34 202 265 247 226 221 209 200 198 192 170 49 7

FHE 316 292 265 244 230 213 200 181 181 178 157 5% 3
fEULTF® 315 285 254 228 205 182 164 149 138 129 104 4 4

2 OS ® Kaplan-Meier Hi#8 (CA209067 35R)
* 2 A5H) 1 mgrkg (KE) &4 ©Y A+ 3mgke (KE) %F A I 3 WIMFET 4 EARTE L%,

A 3 mglkg ((KE) # 2 BINREECAEEE L, (PRRSHCEWCL, &HlEmiliciks
L, A U A EABOEERT 25 30 HULORRE SV TREZIM L,

721 AR B RRE A B B AR R E 2 H IR+ A U AT RELSWTRE
L 7SN 1 HB5RER (CA209004 3A8R) D =ds— b 8 IZKIT 5 FHR (modified WHO %
T ES< CR X PR) 1. {LZEBerhRiaiuis © 46.4% (13/28 fil, 95%SHEKAT :

6



27.5~66.1%) , {LSIEEEIRIRRE T38.5% (513 i, 95%ISHEIXRE : 13.9~68.4%) T
&)OT\:G

(PD-L1 RELRFH O itk B 22 tt) .

YESL B IIAEAER (CA20906734R) ICHAANDNERE DT —F 2 H-3& | [EIEER
WBWTPD-LI 2 BH L EEAER 5D 2EE (BLT. TPD-LIFBE) Lvi,) 3l
WEBRRMICEIT 2T o RV ESEOHERIILUTO LB Y Tho T,

I LT, PDLIZESER1%KE (PDLI<1%) ORFLEF L B LT1%E Lk

(PD-L1=1%) DBRZFEMTA 'Y A7 O LRZEHEMEVVEHARFTRENE (TRD,
BB, A4 EY A TEOESMT T 7 7 4 MIPD-LI< 1%0D BEHEMH L PD-LIZ
1%DBEEMTRETH - 12,

PO-LERFR SRR

10 By

(23

Gy
&y

o8 ®
g as - . g o _
B g wmesuLTIR R, S g R LT —
&E e EMB o PR B3] LA xmi . dy
6] O FEULTIR 021 & JHILIIR
o4 ARG R ar L ARUD: ey
L2 B e
0 3 4 & 4 15 ® 7 W F WHX K 003 & § 2 15 oW 2 OH ¥ B X M
F S A af ki LR A
EMSACULTIR T MY MR 0T R R W T M 7 8 B & 0 EMEAILTTR IS5 T4 132 W7 1e P 105 W@ it B 65 27 0% 0
THE NY D & M Ty oBs e2 W W OB .%o w2 B AME 123 165 158 & ¥ 1AL 12 VT M2 We 9B 26 1 o
ARGLYIR TS W OB T T M ST O W 4} oF 2 AUEETIM 164 155 138 1% 15 107 80 BS W W B4 ¥ 2 O

PO WLt

LT~y

a9
o8
a1
=1

3 CA209067 78k® PD-L1 R2HERTO OS @ Kaplan-Meier B
(£ : PD-L1<1%OBELF. AE : PD-L121%0OBEFHEM)



@EREERPB AR (ONO-4538-21/CA209238350)

SELFIREO b/ M/ IVHT OEMREABAI 006 1 (HARNBE 28 FlEETe, AFHE
453 fl, A Y A< (EETHEEZ) BHE4S34H) 256810, AV Lw725RBELT
A5 3 me/kg % 2 BEIERCREHFE Lz & & OFSROESEERE Lic, B
HACHABBRAETHN (P4 [95%FEHERM] ) OFEMRTERE, AF#ET NE

[NE~NE] # 8. A 'Y A< 72 TNE [16.56~NE] I A THY, FHFliTA Y b=
2 LR R ERIERE 2R Uiz (A FiEb 0.65 [97.56 %5 8K : 0.51~0.83] |
p<0.0001 [JBRI logrank BE]. 2017€ 6 A 12 HF—F b v + A7) .

* . ATCC (American Joint Committee on Cancer) JEXNI4AE (E 7hR) W33 G,

1.08

—B- - EHIE

0.94
—E — AEVATTHR

0.81 N
0.7 Py

0.61 |
051 =

0.4

B b HE o 3

0.31

0.2

0.11

0.0‘[ T T T T —T T T T —
o 3 6 9 12 15 18 21 24 27
at risk ¥ ERREFAME)
AFiBE 453 309 353 332 311 291 249 Fal 5 0
AEVLYTE 453 364 314 260 252 225 184 58 2 1]

X4 EERAETHRO Kaplan-Meier thi# (ONO-4538-21/CA209238 7RER)



(2] .
QEMNPE IERE (ONO-4538-02 FRER)
BEHESIILH (100%) KED LI, AA L ORFEERTETE RVEEFRI
30/35 B (85.7%) IR BNz, FHEED sull LOBHERIRRITROLEBY Thol
%1 REEH 5%LL LOEIERA (ONO-4538-02 #ER)

BRI SYET : B (%)
HAEFE 35 4l
(MedDRA/Y ver.16.0) 2 Grade Grade 3 B E

5 {14.3)
2 (5.7
3 (8.6)

4 1 {2.9)
AST Ky 5 {14.3) 2 (5.7
Mg 7 -7 3 2wkl 2 (5.7 0
I CK 33N 5 {14.3) 3 (86)
I L7 F =8 2 (5.7 0
i ebr gl olvd 3 vyl 2 (5.7 0
o LDH #90 5 {14.3) 1 29
Y TSH ¥ 3 {(8.6) 0
fiLH TSH #gh0 7 {20.0) 0
CRP #i30 5 {14.3) 1 (29)
I EETREM 4 (114) ) 0
y-GTP #3m 4 (114 4 (11.4)
R F o BERG: 2 (57 0
~FF T L 3 (86) 1 (29
U SEREE A 5 (14.3) I (29)
IFHERE 2 5D 1 9
BT TF 2 (57 0
/R A 2 (57 1 (29)
RICER S A 2 (57 -1 {29
FILER B A 6 (17.1) 0
SERE T3 H8A0 2 (57 0
JHEEE T3 Ml 2 (22.9) 0
HEHE T4 B 6 (17.1) 0
SHEE T4 BN 2 (57 0
Y o= FRTHM 3 (8.6) 0
Ter ALP 380 5 (14.3) 1 (29
L EEIN S N 3 (8.6) 0
= — S —Hyin 2 (57 0
HH AN 2 (57 0
ERl B BV N = L R g% -y i 4 (11.4) 0
I CK 3 2 (57 0

IR S SUR SR
Bt




WIS ' BiE (%)

AR 35 4)
{McdDRA/T ver.16.0) 4> Grade Grade 3 LA B
FIEE 6 (17.1) )

Z SFEHE 11 {314) ¢

D:1i3 2 2 (5.7 )

BER ik FIE 2 {57 ]
sty d g 2 {57 0

W RGO 4 (11.4) 0

k. BIEMRE1H 29%) . RIgK - BEEOTH LFl 2.9%) . #hERES 4 61
(114%) . FFHSAEREE s Bl (14.3%) . BHREREE 2 ] (5.7%) . FIRARMEAERESE 8 41
(22.9%) . BIFEE 14 (2.9%) . EEOEBEEE 18 Q%) RUEEIEHE 14
(2.9%) B@EH LI, Fi, TEKEHERESE, infusion reaction, [ BFERAF. R,
BEIEPEAAE, Mk - SR, Ok, ik, TR, BRUHRARE/ 2 1 F— R T
eV ML MR HESEBERITED bR o fo. FEWERRBUR T MBS (BRRKRE
BREZ2ET) 2E0EHERETRT.

@ENE TR (ON0O-4538-08 FER)

BEHGT 22724 5] (91.7%) @B bh, FE L ORREERTETERVWEEE
13 1824 ] (75.0%) 1IZRH biz, FEEN S%L LOEHERIZITRDLBY Tho
Yl _
22 FeEHEH 5% EOBHER (ONO-4538-08 )

REIRKSEH : il (%)
A 24 {5
{MedDRA/I ver.18.0) 4 Grade Grade 3 LA Lz
LRNEN 18 {75.0)
CRSRIEE. ST I e
TR e
RS L s .
L > DM S LU MR e
- e e .4 0e7) o
{KITEpdy o 2 (83) 0
AskosEREE o Vil - s
e 2 (83) o
BRURRRES e
2 83 O
DERBITETARERE 0
BB 5 (20.8) 0
5 5-(20.8) 0
BHLDISRES 2 (8.3) 0

2, KBgk - EEOTH 241 (83%) . JTHMERE 161 (42%) . TEREHERS
1] (4.2%) RUHIRIRMERERES 7 (29.2%) BRRH b, T, FEEMES.,
FREE (¥ - S ERERY) | BEERE (RIFREEERE | AIBRE,
infusion reaction, 1 BUFERE. EEEOKERS (RISHERERE. WKL, FXR

10



B/E) | Bk, EEMGENE, Mk - ML, S SBE, Uk, R, TR, B
FARLARIE/ X A3 F — R ORI M/ MRS R BN IER® b o 1o, ARHERZ
BRREEESR (BRREEREE2ED) 2EURIERETT,

QUESMBIAARE (CA209066 ) ¥

FEHBITAFITE 192/206 B (93.2%). DTIC B 194/205 5l (94.6%) WiBHbh., ik
Bk L O HRBEGRITIE TE WA EESITAFIRE 1537206 #1 (74.3%) . DTIC B 155/205
B (75.6%) KR D LT, WTNHh OB TREEN %L LORERRTEO L BY T
Hol,

#F3 WThPORCHREFEN 5% EOBWER (CA209066 BB
BlEE (%)

%Eﬂ;;% AHITE DTICE
{McdDRA/T ver.17.0) 206 {7 205 {5

4 Grade Grade 3 LA 4 Grade Grade 3 24 I-

23 (11 2)

25 (122)
32 (15.6)
85 (41.5)

] 22 (10.7)
T 33 (16.0)
oy 34 (165)

21 {10.2) 25 {12.2)
41 (19.9) 0 30 {(14.6)
10 (49)

11 {5.3)

13 {6.3) 4 (2,0) 0
j‘tﬁ:@iﬁﬁﬁm 3 {L5) 0 1 (5.4) 0
5 35 (17.0) 1 (85) 11 (54 0
b it 31 {15.0) 1 (0.5) 6 (2.9 0
2 EBE 22 {10.7) 0 1 (0.5) 0

2B, AR THEERERS 3 @ (1.5%) . Rk - EEOTH 6 41 (2.9%) |
MRS (X7« NU—EEREEE) 2844 (13.6%) . IFEEEEEE 741 (34%) . B
REIEE 4 # (1.9%) . TEMEBEEST 44 (1.9%) . FREWEEES 13 4] (6.3%) .
infusion reaction 15 Y (7.3%) . 1 ZUBERSE 1 ] (0.5%) . EEOKEREE 3 6 (1.5%)
RUOEESEE 1A (05%) b bhik, £k, BIFEE, B, EEFENE, M
% - pmE, DA, Bk, TR, BEIMRANE/ I 4357 — RUGEEME /MR
FERIIRD bhizh o, FEEARSRIIEESES (MEREERE 2SN %
BOEIERERT,

11



@7EENAHRER (CA209037 FAER) 2

FEFRITAHIFE 265/268 5] (98.9%) . {LZEFRHLRE 98/102 61 (96.1%) IR® L

., TREREE & ORFRBERBEE T X RWAETFRITAAEE 199268 # (743%) . {LF
FEEETE 85/102 5] (83.3%) R BNTz, WO TREFEN 5% EOBIER I

TEOLBY Thol,
F4 WTNRPORTHEEER 5% EORIER (CA209037 3E)
s (%)
0ty by |-
el e TN
ﬁ(ﬁggmm ver.17.1) 268 4 102 41
o 4 Grade Grade 3 BAE 4= Grade Grade 3 Bl &
ERIER 199 (74.3) (34.3)
#i 18 (6.7 3 (1D 24 (23.5) 5 (4.9)
B ER R S 1 (0.4) 0 8 (1.8 2 (2.0)
FF BRI AE ] 0 20 (19.6) 16 (15.7)
Jnujxmaﬁf)im 1 (0.4) 1 {0.4) 12 {11.8) 6 (5.9)
GiEes 11 (4.1) 15 {14.7) 1 (1.
Tl 42 (157 1 {(04) 16 {157 2 (2.0)
Rl 33 (12.3) 0 39 (38.2) 2 (2.0)
- 12 (4.5) 1 {0.4) 21 (20.6) 3 (2.9
| e é&’ﬁ%%xtﬁ&lﬁﬂmﬂ)ﬁﬁ A LT DT W e T R e
5 14 (52) 0 7 (6.9) 0
iﬂm 82 (306 3 (LD 41 (40.2) 4 (3.9
— ﬁ?_\_‘:#?m!mﬂ O . ¢ o= I
CRRBRRRAT v i
ALT Befn 14 (52) 3. l) 1 (1 0) 0
AST 0 15 (5.6) 2 (0.7 2 (2.0) 0
H ek S ¢ ] 7 (6.9) 3 (2.9)
diL R b {04} 0 8 (7.8) 3 (2.9)
1 ER &l B 3 (1 1) 0 818 2 20
'fﬁ%%itﬁﬁé&ﬁﬁ’%’ R s B it
I 18 (6 7)
RMRBIUBARBIRGE il
B&Jﬁ“%m 15 (56) o 13 (12.7) 1 (L0)
1 {04 0 10 (9.8) 1 (1.0}
o Swm oo .3an oo 0 s 0
13 49 0 8 (7.8) ¢
2 (0.7 0 28 (27.5) 0
51 {19.0) 0 2 (2.0 0
F 34 (12,7 1 (04) 5 (4.9) 0
PRI BRI E 16 {6.0) 0 2 (2.0) 0
DEE AL 24 (9.0) 0 0 0

B, AFIEICROCTRESE MRS 8 (3.0%) . KABK - BEDTH 4 ] (1.5%) .
PARIEE 33 61 (12.3%) . FHEEEREE 22 ] (8.2%) . BEERE (RHEEREMERR
&) 545 (1.9%) . FURNBHEEERSE 23 f1 (8.6%) . EIBMEZE 1 # (0.4%) . infusion reaction
1048 (3.7%) . BEEOKEEE 1# (04%) . BEE 241 (0.7%) RO E 5Bk 3 6
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(1.1%) PR O, Fi, TERAHRERSE, | BERK, BEEMEIE, ML - i
Bk, D%k, gk, IFge. BIBUHRARE/ I AT — R UM/ MRE A SR B
ERD bhighot, AREARBRUIEEES (RRREERFEZSY) 2808
R ET T,

OENE TR (ONO-4538-17Ek)
HEFSITLH (100%) TR b, A# & OEEBERTETSE fxb\€£$%%é
] (100%) 258 bz, HEBB%U EORERIXITROLBY ThoTe,
#5 BEER %I EORER (ONO-4538-17 345

BENKSH . Pl ()
AT 30 )
(MedDRA/J ver.20.0) Grade 3 BL L

J_I!i'lljw f'_FFH _

L?ﬂ#ﬂﬁl&nn}tﬁﬁ 2 (6.7 0
EEIN T 7 {23.3) 0

TH{kgE 2 {6.7) 2 {6.7)

T AT

5

T3l
ek (s
;'E‘;Jt\

A M

" ALT Hit 11 367

3 {10.0)
7 17—Em 5 (167} 1 (3.3)
AST 8im 1 (36.7} 2 (6.7
v-GTP ¥70 5 (16.7} 3 {(10.0)
U 28— 10 12 (40.0) 7 {233)
R E el
_ W]IIL'T-"T}DJU YRRT 7 9—-Eth}Jum_ -
r‘gdz Yo LdE 2
B7FALT I mEE 2 (6.7 1 {3.3)
{L\:-r k J 7 b [ HE 5 (16.7) 4 (133)
3 1 {3.3)
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HYE RS #lE (%)

1G5 . 308

{McdDRA/J ver.20.0) 4 Grade Grade 3 LI E
T ST ¢ (33.3) q
eI 18 .(60.0) 2 (6.7
Belk LIRS 4 (13.3) 1 (3.3)

7235, MREE] (30.0%) | FTHEAEREE 1405 (46.7%) . RRIREEREREE 761 (23.3%) |
PN B3 (10.0%)  KABZE - EEE O THI3A (10.0%)  ELE DR EREE3F (10.0%) |
TEAEGEREE 26 (6.7%) . 5 & 5 K141 (3.3%) | AREUTRIARRE/ X A/ 37241 (6.7%)
BRURIRMSEREIF (3.3%) PROLNE, £, BHEEE, BITMEEES, 3
FERIE, gk, BIERREENIE, M4 - #EI54%, infusionreaction, /[OMfide, e, figtE
M/ ERIRA SRR B OITF 254338 8 D ivie s o o, ARERARBURIUIETESE S (BK
BEERE2ESl) 2SDEHFEREEZRT,

@¥ES BB (CA20906750ER)

FEERIAF+A LY A< 73123134 (99.7%) . AF#F312/31388 (99.7%), A
B U A 7EE308/31140 (99.0%) IZFR® b, BBRELORRBERAETETERVAESE
BRIIAK A U AT BE3003136) (95.8%) . AFIFE270/31341 (86.3%)., A E'U A
< 7EE268/3114 (86.2%) IRD bic, W DHTRERISUL EORIERIET
FOLBEYTHoI,

6 WTHHONTERRERs%I EOBHER (CA209067 2E)

B3 (%)
L R R A S
*ﬁﬁ!ﬁ;ﬁ A AH|+ A E? JA-"7’R'£ M*Jgi feY Aﬁﬂ#
" 313 fi 313 fiil 311 {5
(McdDRA/ ver.19.0) £ Grade Gradedlllk £ Grade Grade3dLlE 4 Grade Grade3 Ll L
S£RHEM 300 (95 s) ]83 (ss 5) 270 (86 3) 65 (20.8) 268 (86 2) _87 (28.0)
]}\]ﬁ.}iﬁ’sﬁ% ] '_ o .............. T TR V_
mrtkﬂalﬁé*&m@m 34 (109) 3 (1.0) 15 (4.3) 0 3 (1 o) 0
FRIRBEREIS T HE 51 (16.3) 1 (0.3} 32 (10,2} 0 14 (4.5) 0
'F%'*ﬁ‘:ﬁ? B0y 506 2 {0.6) 206 12039 3508
H’fdm 28 (8.9 1 (0.3) 18 {5.8) 0 28 (9.0 2 {0.6)
AW 40 (12.8) 26 (8.3) 7 {2.2) 3 {L0) . 35 (11.3) 24 {1.7)
L ke 12 (3.8) ] 15 {6.1) 0 17 (5.5) 0
FH 142 (45.4) 30 (5.6) 67 (21.4) 9 {2.9) 105 (33.8) 18 {5.8)
mYe]-p 19 (6.1} ] 13 (4.2) 0 7 (2.3) 0
=L 88 (28.1} 7 {2.2) 41 (13.1) 0 . 51 (16.4) 2 (0.6
| 0060 806 200 109 260D 103
ifmikﬁﬁ Ll s s ey e e e e e
B ALn TS (99) 1 (0.3) 25 (8 0) 1 {0.3) 17 (5.5) 2 (0.6)
e 22 (7.0 0 12 (3.8) 0 10 (3.2) 0
W 118 (37.7) 13 {42 11 (35.5) 3 (1.0} 89 (28.6) 3 (1.0)
B 60 {19.2) 2 (06) 21 (67 o 21 {(638) 103
CEEREREE i RS
ALT K370 59 {18.8) 27 (8. 6) 12 (3.8) 3 (1.0 12 (3.9) 5 (1.6}
FIZ—ERM 23 (7.3) 9 (2.9) 17 (54) 5 (1.6) 15 {4.8) 4 (1.3)
ASTHe 51 {16.3) 19 (6.1) 13 (4.2 3 (1.0) 12 (3.9) 2 (0.6)
U A—E1EAn 43 {13.7) 34 (109) 24 (1.7) 12 (3.9) 18 {5.8) 12 (3.9)
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#l2 (%)

O FHIACV ne TFE AHIRE A EY he TR
(M:EDRAIJ ver.19.0) 313 61 —— uél

4 Grade Grade3PllE @ Grade Grade3Plbk £ Grade Grade3 DL

TRRDE 60 (192) 4 (13) 36 (11.5) 0 a1 (132) 1 (03)

T 2134 103 29 03) 103 21 (68 0
” 17 {5.4) ‘1 (0.3) 15 (4.8) 1 {0.3) 9 {29) 0

18 (5.8)
24 (1.7)

12 (3:9)
(1.6

20 (6:4)

(4.8} 17 (5.4 11 (3.5)
112 (35.8) 6 (1.9 67 (21.4) 1 (0.3} 113 (36.3) 1 {0.3)

3 91 (29.1) 10 (3.2) 72 (23.0) 1 (0.3) 68 {219} 5 {1.6)
gk BN S 38 (12.1) 6 (1.9 14 (4.5) 2 (0.6} 38 (12.2) 1 {0.3)
S EHE R 27 (8.6) 0 28 (8.9) 1 (0.3) 16 (5.1} 0

B, AEl+A Y ATTRICBWTHREESH (27.5%) . IFHEREREE 10241
(32.6%) . FIRIRHEEEREERTH (27.8%) . BHBEEEE2141 (6.7%) . MEM:MZEE2S
il (8.0%) . KA « EEDOTHI6H (19.2%) . EEOHEEEE2H (6.7%) . T&
SRR E27H (8.6%) | BISHEREREE 1461 (4.5%) . HEZ3H (1.0%) . Mk - B
#2651 (0.6%) . infusionreaction 136 (4.2%) | 5 & 5 BER3IF) (1.0%) | fHZ36 (1.0%) .
BUTRRIARAE/ X A3 —50f1 (16.0%) | FT281441 (4.5%) K URAR ML 42 42 AE 24 (0.6%)
AR bhiz, 7o, [ BEERRF, HEGHEME, OHAR OGRS/ MR R
FIERRD bIe i o 7o, ARBRIC BV THBRER6H] (21.1%) | FFEERE 2441 (7.7%)
HRBMEREREE 4761 (15.0%) | BEEREES (1.0%) . WEERHEESH (1.6%) |
C KBk -BEEOTHI6H (5.1%)  EE O FEREESH (2.6%) . TEAHBRERE3H] (1.0%)
B R AERE 3] (1.0%) . %364 (1.0%) . infusionreaction 146 (4.5%) . S & 5 [E
220 (0.6%) . WEWUHRARAE/ X A 35286 (8.9%) . FF&K281 (0.6%) K UWEHARML
RERIES (03%) PRDONE, i, 1TERKE., BEGENGE, Bk - iRk,
D%k, Tk Ui tE i/ MR EEBR IR b o 7o, RRIEA BRI
MESS (BRREEEEZ2ED) 280EHERETRT,

BRI HEREMEAHEBE 2 HRICER +1 ) Av T RSB LENS
I HHERER (CA209004 3ABR) D ad— b 82T, {LRIERIBIRASE 28 # & b5k
EEETRIRARE 134l L OB T, BREHIHEAERIIRD ORI,
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DEEILFA S MAARER (ONO-4538-21/CA20923875k)

A EHBIIAFEE438/45208] (96.9%) . A BV A= T H446/45305] (98.5%) 1D 5
. BRI L oRPERHPEE TERWEFERITAHREILS/M4526] (852%) . A £V
b= T RE434/45345] (95.8%) WCRRY Bz, WIh OB TREENS%EL LORIERIX
FTERDEBY Thot,

#£7 W ORTRERAS%EL LORIER (0N0L4538-21ICA2092385.“&)

A AKIB AEYLITE
Grade 4 Grade Grade 3 &) - 4 Grade Grade 3 B L=
BB YL BEE | BY RO | BHR O OREK | BE O OERAY
(MedDRA 1= 413 SOC-PT 23810 FH () HE ) Hi (%) #FH =)
B 452 453 453

2k 385  (85.2) | 65 434 (958) | 208 {45.9)

L BENRBIOR AT , PR
BeitiRg 57 (126)

. SR ' LB o Lan] 1 L
TTH e (243) | 7 ( 13) 43 ( 95)
i 68 (150 i (02
B : 28 ( 64 1 (02
AT . 12 (27 1 (02 { 04)
O Vs 24 {53
Kigs 2. L2023 (0D 99) .34, .. 0.1

R AMESSORERRORE T SRR I S S I )
EHE 57 (126) 1 (0| 53 (117 4 {09
T 156 (34.5) 2 (0| 149 (329 4 0.9)

e SR ek £ L3) 4 L9 ) 2 (04

CEEERME ot s e e e
Y 3—E 1 30 ( 66) 19 (42)| 26 { 57 16 ( 3.5)
ALT ¥ 28 ( 62) 5 (LD 66 { 5
AST K1m 25 ( 535 2 (04 60 (
737“""—"?”“ . | 2339 8 (204 14 LT

4 (e 1 (oI | 15)

’ 24 ( 53) ' 50 (1LY 9 ( 2m
TP 105 (23.2) 152 (33.6) 5 (LY
B 80 (18 | 5 (L 133 (/A 14 (3D

TS, RS O ' 1 T -

R s (3| 2 (oa] 24 (53|
CRgEERE T e
T TRBEREE T o 49 (10.8) 1 {02 i ( 68) 2 (0
R e T A 36 (80 1 {02 18 { 40) 1 (0
ik 7 (L% 2 { 04) 48 (10.6) 11 (24

ks, AFEHCBWCREMER 11 6 (24%) | BEEHEMZE/ I A5 —48 f
(10.6%) . NTHERERESE 40 61 (8.8%) . R ISR 2 91 f] (20.1%) . ThIRFEE 83
| (18.4%) . BFHEREIEE 6 1 (1.3%) . Eli%i%acﬁﬁ% 67 (1.3%) . TSRS
8 {5l (1.8%) . infusion reactionll 5l (2.4%) . KB - EEOTH 214 (4.6%) . E
FEOREES SH (1.1%) . | EHERAE 16 (0.2%) . L340 (0.7%) . SEIEE
2 (0.4%) . AT 3 61 (0.7%) Bz, £z, HIEGEDLE, LK. B,
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I i/ MR PSRBT - BEBESS, FRRIARZEIRE B O L MEIEE RITRD b

hibok, RUMFRRRRRAMESRS ERREERNZEL) 2ALEIHRY
=T - -

1) Robert C.etal. : N.Engl.T.Med., 372 : 320, 2015 (CA2090663R8%)
2) WeberJ.S. etal. : Lancet Oncol., 16 : 375, 2015 (CA209037 REk)
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[HiE - BE]

AR OBERMIEYBEETAEZFALEY I 2 b—3a a0k ¥, KF 3mgkg i
240 mg % 2 WEBRCRE LEBEOARomEPRENRN S, O, &3
240 mg Z#eE LBEORERIL. AH 3 mgkg %5 L BROBEE L Il L CEA
ERTLETAShE SO0, BAABRECRV TARERER SN T3R5 A (10
mglkg % 2 BEIERECERE) CAHE2RES LEBEORBER L G L CE#EEZRT & TH
Ehic (F#), AT, BEOBEIZBIT 27— 2I2E-3%, &H) 3mg/kg XId 240 mg
% 2 ERMRTHRY L-BoXRRIOREE - A it ef b olEZ RN 58
BRIGEFABEESH, YEEEIZSWTHRENMTbUEER, LSRofk - BEO
B CHZER OESMECHERERIT AW TS, T, EMRAEEE BT
BF—~ZILEKS&, AH 1 mgkg XiX $0mg &4 V'Y A< 3mg/ke % 3 BRI CH
5 LEBEOARIORGR L2tk b oEEERAT ARBNET ANEES L, ¥
BEEIZ O W TREAR{TON R, LRORE - FEOR TRttt HERERIT 2w
&TFil sz,

%8 AROEWEIE T A—F

Mk - i Cox - Cumind14 Cavgars Crnaxsc Chinss Cavgss
(ng/mL) (ug/mL) {ng/mL) (ng/mL) (ug/mL) {pg/mL)
} weke QW (35-52{ fO-S) “0~]7?§4-5) ( 17?1??3.9) (75.23171) (27‘.51%.107) (42.717,.‘1527)
Mm@V | s 1-712;1033 (15-:;?54-6) (25-31?417.8) (10;,5354) (41.857,-?58) (62.]1?3 87)
0mghe W | (1710 | (512.792) (wﬁi@ (u?;m (mf;n (257,350

C YL (5%4T,95%45) . QAW ¢ BEFMIRE, Crox : HIEEEHOBTIMAETELE, Cunad : FIER 514
BH iCﬁlTéﬁ:{Eﬁn?ﬁqﬂﬁﬁ‘ C:lvng: @E&g‘ﬁl‘ﬂa A i'ﬁ@lﬁﬁglﬁl?ﬁq’ﬁg\ Crnaxss © ft"’n?ﬂ}iﬁ?;!:i‘s
(F DEAMTTPIRE. Crings | EFIRBICE T D BARIIE PREE, Cavgss : EFRRIBIT 51T 5 FHMAET
el
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4. FHERRIZOWT

RIBTRAELEGR BRI 25600, AREMH L U TERSEHE (&6
HE) BBELNTVWABZ Lhd, YREPENIIRETE AR THINERDHD, %
DT, EEGLY A SENE RMP) tE-5%, FHOEERZEETETE~0WH
HIRHDHRTH- T, FHOBREMNE I 2BHF LN - HEL. FRORFICLVEER
IER 2 BE LR BT 5 2 L BAERID, UFOO~O0 T~ Tk iigic
BWUERTER&ETH S,

O MERRIToWT

@1 TFED (1) ~ B) OVWTFhNCELT AR THEI L,

(1) ELEFBARERBET D BADFEEN RS (FRERT RS A2 FCEREIL AR,
S A S LSRR, HURAS A DREREEE R &) (TRE304E4 A 1 HFR 1 437
Hig%)

(2) FeEHgaEalE (FLRE294FE 6 A 1 AMEE : 85 HEER)

(3) MENRMENIEET B BABREEEHE (A DREESRERR. A DI
W 9EkE, DS ARSYGEESHEEREL 2 &)

(4) SR FEERZFRE L., S FERENE | A {bSRENE 2 ozt L
IZRBBHEE{T>TWVWAER (ERt 2847 A 1 HERR @ 2540 fEfk

6)ﬁﬁﬁﬁ%ﬂ%ﬁmﬂm%®ﬁﬁﬁﬁkﬁ5ﬁm%ﬁoTwéﬁm($ﬁ28$7
A 1 BEFR : 1290 HisR)

O-2 EHERAEOCFEFERORIER TR ORI 4-53 /2 5058 & 8RB 2 7R
(FTEOWTNNIZHEY T HERM) B, YEBEROXRICETAIRROBATLLT
BEIh Az Lk,

#

s [ERGEIFREE 2 FOTMPHESET LRIC 5 FULOBABREOBMKIHESR
FoTWadZ k., 25, 28 ik, BAEYEESE L UEBRKREREZOWER
ToTWnWBHZ &,

. EEGTRE% 2 EOTEFHEEET LRk 5 U EOREERBESROE
REREFLTNDBZ L,

® BRACERMMEFREEOERITOWT

EELBEHRETRICEFT2EEERIE SN, MEAENLOFERED, GO - &
SHSICPIFRO TR CEMSIC T EHRM, AESSSRE LBE0oRE
B, SRESHIZIThhBERHBE-TWEZE,
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@ EHEROHFRTONT
@1 BEfERSBHEBEORIRERNICEET 2 EE

FEMEMRBEOEBRAEANELE ULERIZ, 24 HREBEREHOT, HiZhizkX
PEEBSRIER I BV T, BIR L2 ETERICIS CCABREEE T CT £0R{EROER I 2
BRREOCHAPY HPEELN., EHIMNIGATRERZERHPESTHDH L,

@2 ERUEF I 5FFFRNICETE R

BARTICED 2EMNLRASECEREZF T 2EREFELRERE=# Y 7
EFEDEERORAS ) —o v T RITOERE L{FRE LG TE 37— AEREHNE
HERTWBZ L, 2B, BHEEMIZOWT, BABRELZTOFRRIZTSICBAMENT
WAk,

@-3 BUER OREF-CHISICBE LT

BIYER (MEMERRBICIN L, EIEGIEE, U5, 5525, BERUHMARE, KB%.
HEOTH, | BERF., A2, WEEESE. R, BEEER. FIRIEEERS,
TEAEERES, MREE, BEE (Br4e RREHEEBREE D). BITEE,
B, EEOREBEE, #FRMAAERE, infusionreaction, HERMEFEE, hERER
TEEEE, . BEORERIS, RIEREE, DRESE (LEHE - Bk - OEES
VHES) %) xr LT, YRR OLEREREEOEMEZF I 2 EMEEE L (8
EROBERCHCE L THRERUXEZZIToNAIGHICH D Z L), EbICEEA
MENRTX BEHIPESTWDTZ L,
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5. Bl ABE

{FEEicRE§ 5 3IE]

O TROBHFRZBWTAHHOFUMRFENTVS,
»  ALEERERGER UEERR OB L2 I/ VA IBR OB BAE

BE '

»  SEEUIRRE O Mbe HI/IVE B OEMRAMHBE IR A INEHRE
7728, BRAFEGET LR 2 AT EEITBW T, BRAFHEAIZ L 55 b E &S
5Tk,

@ FH+A Y b BEHMEEFRERBROBIBIRTELREEBAERE ZXR
& L7-#ES S IHEABR (CA2090673ER) IBWT, L ENEA Y AvTHE
X L CEEBRIES TV B, KL, AFI+A Y AvTHRE L AFBMRE
B2 ik U R RENZ BV T, PDLIRERFRICL VA B AvTDER
HHRBELRDZERARTRINABEERELNATWS (p2R) , TOD, |G
IR RENBAEEBHIIBNT, AFlLA ) A7 L OftAKREOTH 2 H
45184, PDLIRERR 2 RERT S 2 LA EE LV, PD-LIBRERI%UETH
B EMNERENEEFIBVTE, RAL, AFBEMREEELT D, Bk, B
CIRARRERESREERE 2SR L Lol [ HERER (CA209004R5) Dok —
F8IZBW T, {LEEERBRES L{LEFRERBREBEE L OMTER+A ) A
<~ 7RSOFEEICHELRERITFRED b Tniv,

*AF OB L LT, BRFE4 : PD-L1 IHC 28-8 phammDx [# =] #BRRBEH T3,

@) AJCC (American Joint Commitice on Cancer) TR (55 74D W0il-5< T4
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(M 55H]

@

@

TR T 2RFICOVWTIRABEOREREZR L I THWA I b, 52T
binZ &, '
+  AEoOpmiet LIBBEEOBEEREO H D RE

BRSO MICB VT TRIEZY T2 B8EIC oW T, FRloRGidHREh 2

M, MOBEFRERENZWEEIBY ., HECAREZERT LI LEZBETED,

o MHEEMEEOSHXEIEEDOHDEE

o [AEEERE CHRER 2R 3 BE R UIEEHED B RIS Bk h ¢
HEOMICIIEHE (LR b D EBE

o HEBRBRBOSHF, TEMERRE L EERED B AR EOBTEED
HHBE

o  [EHBAE (Eh@BARBHETEI) ObLEHE

o REOBEXIIEESAETIBRE

s ECOG Performance Status 3-4 2 D EH

(¥ka)

ECOG ¢ Performance Status {PS)

Score

0

2 MR EHTE D, FIFITLELRHEREFHRR T 5.

BEMOIZH LOIEENIFIR S a8, SITAHET, B> TOMSEIIIT ) Z LB TE D,
{7l - T, K

SATHECHSOL DM ) O 2 LT+~ THEEAERI TE 2Ly, A PO S0%LLEEA~ Y FATHE T,

BOIL-ASOFOMY O L TEiy, B0 0% Ex~<y TR,

PSPty =]

£LTIT, BROFORID O LTa TERY, B2y FaHFtRIT,

22




6. MEBELTERTXHEH

O WAXHESME, BEERIERE PRI 5 BRI ESEFHOREL TEELRE
Aol bic B ERE+ oI BR L ChbERTZ L,

@ WHRBMCESL D, BENIXEOFRICHPER CRRELHSHA L. REZRE
ThbEETHIE,

@ BBV RLAEMHEGERFIZEVT, £/ LA Y AvT7 LotAEEOFR
R 534S, PDL1 BRBHHERRTH 2 LB E LV, PD-L1 BEREHFER
TERWEAIIL, FH A LY AT L OSHOBET # I HE L ECRE
THZLE,

@ FEREMWERAO=RT A2 MIOWT

HEMHRERL DDONAZ EBHBD T, FFOHFEIH I o Tk, BEE
W (PR, ZEK, FEEVE) OFERETHT X MnEOERS, B+
TS 2k, £, RETELTWE CT, iE~—b—S0ORELFEHT S
k.,

AR OB EIIHEE D infusion reaction I[Z{H 4 TR+ oaxtioTE A H#E
W27 o7 ECRISET 5 2 &, 1.2 5 B BB O AR 51T infusion reaction
BHobNDZEbbHDDT, KAREPRUFRRGEETRII A F YA
YERUET %, BEOREL+LICBST 5 L, 728, infusionreaction &
R LB E IR, 2TOBELEERPELICEET 5 % TEEE HoBE
THIE, :

AR S, TEABEREERVRIBTEESH bW AEZ EBHDIDT,
FHIOFE AR E R SHF P ESRIC Ao WHEEERE (TSH. 5 13,
WEEE T4, ACTH, P anrF Yy —LE0RE) #EHTDI L,
AROREIT LY BECHRERISITEREY 5 L2 b Hx DEBRFE

 BhobhAIENHD, REPBOONEHETIT, BRLEFERISLE

B AR & RR A R O ER LR L ORI R BB AT B O
RIS X 2 RIER A EDN BB A0, AFIOKRE T L, RUBIBRESR
LELVRIOBEERZET S L, B, BBRERLVELOBRE LY El
BAORERDBD LARVIEEITIT, BIBEERNE v LSO S fS i OEm
LEETBEZE,

BERTHE, SR OHEIABRB L T LEMERBRETAZ LB A7),
AN OB SR THIC DEERORR I ST EET2 - &,

I BERYE (BHE | BERR 2 Bhbbh, BREES M7 F—U R
WELZENHHOT, BB, Bo. EHEOEROBRLMFEHHO ERIZ1
NEETDZ b, | BERASEDN I BAITITESEFIEL, £ 2R Y v
H OB EEDENRREEITH 2 &,
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® BIBYRAELEEEAIEEE CHEAT BRI, FROEKRARICZBNT, &5
BIRAD D 3 0 A BAA, EILBARRL. #BE5RRAD D | L 6 WA Z L ITHMEDTT
T TV L EBE, FRARSTEIERWCSHROBRREITI Z &,

® F2UBREOEMBAERE~OWEHBIFREL LTERTSERICIE, ARIORK
REBIZBNT, 2B Z L ICHSEOFTMEITo T L L2 BE I, FHFEEBIX
EHENCROMREZITH Z L. B, MR L LTERTIHEAIE. &
ROBEHEIX 2 P AETETE L,
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R AHEETA R4
=R~ T (BETFEBRL)

(BR5e4 : A7 VR EEBE 20 mg, A7V — R AREEE 100 mg, T 73—
A AR 240 mg)
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1. Ui

EIEGOFDE - TREDOTEROTDIZIE, ;ﬁEﬁii’%LEdwtﬁEtﬁﬂﬂmx&b
B, &bz, IREORFERFOESRI L, FUAERS R & OEFa iR
FEZELBERENZPT, IAOOEELEZRICHELRBFICRIT 2 Z L BEED
?%%2: o THEY BEMEBGEY L k& ORATITE 2016 (k28 47 6 A 2 ARIBIE)

BWTH, EFNEELASOMEROREBIHEEZRD Z L L Eh T3,

ﬁﬁwm%ﬁﬁﬁmm:%ﬁﬁm@ﬁé&7u774wm%T®E% R LR
RBZEWRDHBD, Zoid, AHMRUREEIIET BN T2EHT 5 E CoM,
UHERLOBEPBIZITAZ RGBT ALTERT B L LBz, BUE
FANBER LB SERNE L 52 ERTRER—EOEM 2%/ T ERMA cHER
TARILEBEETHD,

LEBoT, BHA BT A Tk, ABERESLINE TIRELATWAEFRIESF -
RFMRMI-ESE UToERMOKELFAZEET RSP OMEREMYL, B2
FRUCEEEE T,

7B, $ﬁ4b74/ﬁ MSTATEE AR S ERISEA WS, ANMEEARK
EEERNEHE S, —RFEEEBEA A ARBRKRARES, —RAEMEA R AESEERZSR T
Aﬁ&@&ﬂﬁﬁu%%ﬂ# DBHDH L ER LI,

WME L HAEER 7R EEHE 220 mg, 37V — R EREEE 100mg, 7Y
— R EIEEE 240 mg (—ik4 - =AY (BETHEEZL))

FHELRAPRENINE - BRNIIEREE2E T 2HEFRHE

#HBLHARERURE  @F. AR =FL <7 GEEFEMz) & LT, 18 240mg
% 2 AR CAEEET B,

& B FE A NERELR TR ISAT




2. AR OB, ERBE

F 7 DR RIS 20 mg, FEATEHE 100 mg & ORLARE S 240 mg (—iR4 : =
R GEEFHEEEZ). BUF, TFE) Lvw5,) i MFERTERSSTEE S
Vw2 A @TIVARMY e ¥v—X AZA4T (BMS) £) HEEFELEE + PD-1

(Programmed cell death-1) (=332 & hl eG4 £/ 7 o —F K& TH S,

PD-1 %, fEMEL LAY 8k (THIEE. BHRRUTF 27 4% 5 —THilR) KUE
BERAMINICRET S CD28 7 7 2 U — (T HIROEME(LE RN E L AIHIET 545
FH) CRT2REGHTH S, PD-1 BRI RMAIC RS 5 PD-1 U ¥ F (PD-LL
EUPDL2) &AL, UV mRicfitEs 7 g mE LT U S ROTEE LR 2
AHE L TWS, PD-1 U Fr FidiFiEsffasisiic v s ol 2 EGHEHICRER
LTiY, EERAEBI» U L ABEBHERICBITS PDL1 OREALWEOETF
W & ORMCADOHEERER DS Z EBFEIN TS (Cancer 2010; 116: 1757-66)
i ENRAERE CIIEREE T MEPELT B I —T=n < (IFNYy)
Ik - T PD-L] ORBEAFE I, B8 LLEERERICEIT5 PDLI ORER Lo
AFHR L ORI EORBEREGERH S & 0E L H B (SciTransl Med 2012; 28: 127-37)
E 52, PD-L1 2BHIRR SN AMIRY, FUEREN CD8 BB T Mo MiEE
MR BE S E A, i PDL1 HiffT PD-1 & PD-L1 & DA EMAETS L Z0OHA
EEFEREE T Z ENRINTVS, EOZ 06 PD-I/PD-1 U H FIREIX, A8
AABRARHURRERA Y T ML ORBEZERTH8FO-—2L LTEXL LA TN
B,

AL, FEERBROKERD S PD-1 sk (PD-1 U F FEEEHER) /A L.
PD-1 & PD-1 UV FEORARMETZ I LICL D, BAFFISRNE T MRS
Wt&tm:/vﬂﬂﬂakﬁ*réffﬂiﬁa%i%&%ﬂéﬁﬁﬁ'é CREN R RER SRR
ZEBEEREINTWS,

IHhHOMEN S, AANIEEBEEIC ST A RREERCRVES b L HFE S,
FEERE LS L L-BRRR L = L, A9, 2R UCREEN R ENT,

ARHN OIS GBEDRBERISIC L BBIERSEH bbh, EEXEELI
ELTEMA DB, AHOBEPROBEHICT, BEOBEE AT, BENE
B BRI BEICIE, T LI F BRI U PR AT & R F - TENT & 85 L O
SIRBRIRNT RV, BEORERISIC L 5BHEANREONDHEITIL, BITEEHRL
T VHOR B EOHWNRAE LT ) BERD B,



3. ERPERREE
BRXIIEREE 2 T2 EHESEORREICTFMEfT o ERERRROKE L
R,

[FZhiE]
EF RS IAARER (ONO-4538-11/CA209141345%)
75 F R B ST EFEREE T #0 b6 A DINICREET UIERSRD b

7 ARIA B AU O BETEREORER & 72 b W ITH/ IVH OFRF R L E 2 EE 3614 (A
ANBEVIGEET, AFE2405], FHEBER215)) 231, RBHIYEMINRRL -
AR (A b P Ldd—b, FEFSIEATEY F <) B E LTAKB mke?
VEMER CAFSELE L E0FHERVESEEMF L, ZEFMEETHLIE
AFEE BT, OS] EWvwi. ) (FRME [95HEEKE] ) OfhmMfRrERIT. &
FNBETT7.49 [5.49~9.10] F B . HREET5.06 [4.04~6.05] Z HTHY, AFNIIEHRAY
EATAGERIR L iBRIC L 2R EERER R U (0 — FH0.70 [97.73%(F
BHIXM - 0.51~0.96] | p=0.0101 [/BHllogrankiRiE] ) .

o1 ;MG H AUSHTE O F RO R 2 e,

¥ Gk SREEFEMAIE, nEE P - FUBTR UWEE,

1.0 £ _
ool % - FHI
N k- 3R
0.8+ \‘b
E 0.7' ‘i{:\
0.6 i
$ 0.5 ‘l; \-L\
a
0.4 M b 1
. .h‘“- %
0.3; "'b.au:
0.2
0.1 | RS-
00
0 3 6 9 12 15 18
at risk#¥ £FAM (B)
F¥IBE 240 167 108 52 24 7 0
HNBE 127 87 42 17 5 1 0

1 OS @ Kaplan-Meier fi#f (ONO-4538-11/CA209141 FER)

4



(PD-LIFEZLR R 0 F MR UL 2H)
EpEIEE S MAARE (ONO-4538-11/CA209141R5) IWHAANGRIBHED S b,

JEEARARIZ BV CPD-LI 2 B8 L EEMRN & 28E (BIT. PD-LIFHE] L
30) T BFERPEONE—MOBREDT— FIZESE, PD-LIRERJNCTRRRIC
AT 2T o Te AR LB RIIUTO LB Thotr,
A LT, PD-LIBHEER %R OB EICHBR L ZIERROBERTh o (T
&),
23, PD-LIORBARIZL BT, FAlOREETa 7 7 A VMERKTH -T2,

—~Nivolumab 3 mg/kg -~ Nivolumab 3 mg/kg
P Investigator Cholee w1 N s Investigator Choice
E g :
4a aa
W 60 ¥ B0 -
s [
5 &
40 40
® ®
¥ a
1) 20 -
[} - - - o . : - - -
D 3 6 % 1r 15 18 2t 24 2T 3¢ 33 35 39 0 3 6 9 12 15 18 A M4 27 30 3 3k 39
2 EFAMA) SEFMM(A)
at risk atrisk
Mvolwrab3makg 96 74 59 42 30 25 22 19 15 11 8 5 1 0 Mvomab3mgkg 76 54 39 32 29 20 19 17 15 0 3
IvestigaiorCholce 63 45 24 14 10 6 4 3 2 : 4 O 0 @ Invastigatar Cholee 40 30 19 4 10 7 5 4 4 | 0

A Nivalumab 3mp/kg (events:B 1/96), medianand 95% Cl: 8.1 (6.7,9.5) A Novotumsh 3mg/kg (events:67/76), median and 95% Ck: 6.5 (4.4,11.7)

@ Jnvestigator's Choi 60/63), modianand 95% CL 4.7 (38,6.2) = Investigatnr's Choiee (events:19/40), median and 95% Ci: 5.5 (.7,8.5)
Nivo vs INV Chiice - hazard ratio (95% CI): 055 (0.39,0.78) Nivo vs INV Choice - hazard ratie {95% CI): 0.73 (0.49,1.09)

ONO-4538-11/CA209141 B OPD-LIRHEFITO0SO R EEF #2857 4 0 —7 v 75— & OKaplan-
' Meier i #
(£H : PD-L121% O BEERM. R : PD-LI<1%OAEHEM)




{Z24%]

FEEIL RSB MRS (ONO-4538-11/CA209141745R)

HEELIARKIBE229/2360 (97.0%) K USTHREEI09/11164] (98.2%) IZ#d b, T8
BRI L ORRBEBRBEE CERWEEERIIAAFRE139/2366] (58.9%) .
il (77.5%) @R bz, BRERUL EORHERARTROE KD Thol,

< HRRESG/111

F1 FHERRBESUE EORIER (ONO-4538-11/CA209141308%)  (Fedfgixds )
pE] AR L
Grade 4= Grade’ Grade 34 Grade 5 4* Grade Grade 3-4 Grade 5
RHERAEE RE REP | RE RREY | BE BES | BE RBE$ | BRE RWESL | BE BER
(MedDRA 1% & 3 SOC-PT ) T O | E¥ () | FEO(%) | HE (%) | Ei (%) | HEO(%)
wHeA 236 236 236 111 111
i 139 (58.9) 31 (13.1) 1 -{ 04 39

BRIV S REE

#Hih

ﬂ. il

£
L e~

3.5)
2.1

3.4)

{14.0)

Bk T . 1
! Eﬁﬁdﬁﬁ: s e B T OO LR e Rl E R MER R U o B TR
i Wﬂﬁ’) A D :
; o g L e o v< o N :Viir:”;
A7 ( 72) 2
it B R IO % R 7 Cen
s&lﬁi‘n&ﬁ&‘F%ﬂﬁFﬁ% ..... B o e : it val _ ..::f_‘ B
R 14 (126 3 (27
B 7 ( 30) 10 ( 9.0)
L2 T 17 ¢ 19
3] 18 { 7.6 5 (45 1 { 09)
Efid 58 SN EAHEEELIE, CTCAE vA.0 #FAVTEEHAL . McdDRA ver 18.17 & Vv TinAEEz i,
723, FIEMER 76 (3.0%) . BREUSRARE/ I A4 —5 61 (2.1%) . FPhe
BEE 5 F (2.1%) . FUIRAREEED En Bl (7.2%) . FEREE 74 (3.0%) | %‘%sbﬁs
%) fF] (0.4%) . BIEMEE 160 (04%) . FTEMEEERE 2 F (0.8%) . FIRORIER

SE 15 (0.4%) B U infusionreaction3 #il (1.3%) 738
DiRde, Mgk, KBk - EEOTH,
fgs - BEiESR,. EEOREE

Wbnio, ik, Efﬁ*‘;‘!ﬁjjr

1 BURESRIS . SesstEm /MR ESTER, %,

=, FUEIERRUCEEDOREESIIRD badoT,

ARMEARBRAIEEFS (BRREEREZED) 2A0EMERETT.



[FAiE - AE]
| AROBERESEEBEFARFALEY I al—Ya it k0, BK 3 mgkg (&
H) Xid 240 mg % 2 BB THRE LEEOAROME T RESRF SN, TOK
R, FH 240 mg #HE LEFEOBRBREIX. FA 3 mgkeg 25 LEEOBRER L &
LTEELZFRTEFRISRELOO, AAABRBCRBNCRARERAERENTVWEA
i - fiE (10mgkg % 2 BERERTRE) CEAZERES LEOREE L B L CHE
ERTEFRESNE (TR, MA T, BROSMEICEIT 57— Ic 3% 24 3 mp/ke
(RE) k240 mg % 2 BB THRE LZBORFORZRE L 7N ik et b
DOEEZRATIBBESTIAPEEEN., YHBEI SV TREPIThREER.
LEOBE - AROBTHDER ELSMICHRAERIIRV L TR SAE,
#2 AAOENBIE T A—F

% - Crnax Crmind14 Cavgdi4 Cnax,ss Cuinss Cavgss
{pg/mL) (pg/mL) {pg/mL) {pg/mL) (ug/mL) (pg/mL)
3 mghkg Q2W (35.Szf fo.s) (10.17(?'264.5) (17.214,‘23.9) (75.:]{3;71) (27.612,'10’}) (42?1??27)
H0mg QW | (5 .712,'103) (15254.5) (25.:;?;:7.8) : (10;,5354) (41?57,-?58) (62.11(,)91 87)
10 mefkg Q2W (14;?;19) (51_621 '739.2) (79.900,'?14) (33???32) (1831,1 ; 13) (23?,7 §86)

UL (5%, 95%8) . Q2W : 23 HIRIRR. Cuoax : FIEHSZ O FIMTE DL, Conas © FIEREH14
A Bizdst) BRI & e, Covpars : FIAIEE542140 B E TOEHMIEPIRE, Cras : EFHREICE
U BB PRI, Cone © EHRIBIZBIT 5 RARME DBE, Cups : FEKE 51T 2 WA TFT
e -



4. mﬁkomf

FBEM L LTHERBEERE (26E) ABREoh 1D 2 b, YEWELE

@Jlu%ﬁﬁf’é‘ LR THLIUENRSHD, FOLT, AHORENEYREE 2 - 4
L. AFORSIT LV ERLREWEMZRER LERICHIST 2 2 EBPRERED, BT
DO~RDT T2 THRICBNWTERTHETH D,

@

oW T

O1TFTED (1) ~ () PVFRNICEETBHERTHE T &,

@

@

3

4)

&)

BEAESBREREEST 3B ASFEEEILSFEERS EEARS A SEILARER,
S A EGEES LA, kA A BRI ) (ERK304F 4 A 1 HEER 1 437
HEF%

FrEMRERlT (ERC294 6 H 1 AR %K
FEMREREE T DB AZTOEERR (CARFERREERE. A2
BARRE, B AREEEHEE R &)

AN FEREBEERE L. SRS 1 i3k bdiimE 2 oz H4e
WRBBHEToTWARER (K284 7 A 1| BEFR : 2540 fii5k)
FEMNEERA T EEMBOERERIFRZ BT T ShE% (P 28 4 7
A 1 BB 1290 HigR)

®-2 Eﬁ%ﬁ@k%ﬁ&&@ﬂwm%ﬁﬁmﬁmm+ﬁtﬂ%aﬁﬁ&ﬁo[%ﬂ
IEHEBES (TROWThMCEY T3 EMITHEAERN) 2, YR oAFIZE
TREREOELEL LTREENRTVWAZ &,

#

EEfArmEE 2 £0OPBIHMERET LiRIC 5 FULORABRDOBERFES
fToTWBZ e, 5h, 2 EE, BAEDEEY L LEBEREEZOWE R
FToTWnaIZ e,

ERRIFREGE 2 EOAMIHERET LizEIC 4 £ Lo B ARMGEREEIROBKR
TEERIT-TEY., 55, 2FEL R, RARDERE? & HEEEEEERED
BERIHEEZ{IToTWAB Z &,

[EAT R LA BRI IE R OMMINHELET Lz&ic, 5EU Lo nEESR
OERFHEET> TRV, 5H. 2FULIE, PARDREL S OEIRIORA
EROBRTHEZToTWD I &,

2B, AR L BEFICE W TIREEREO2HHNEEE2ET 5720, BFOHRK
WY i AR EMIT EOROUVTRPITIR TR R R TSR (EREEE O FER
HBERUBHERRERORMGIC-H27 55 L B AR SEM) L ORELEEDO L &
IRTHILE,




@ RO EELERFEROKRIZO>NT _

EELEREHICEE T IHEENRBE SN, MECEISOBBRED, At &
EMEEREPNER OEIE CEM T EREMSIC T 2 FHRE, FFFLRREL
BB OMEES, ERELPIATONIERHIE-THEI L,

® BHER~ORIGIZWT
@-1 MG 3 EMH: _

MR REDEELBERDIEE LT, 24 BEIZFRER O T, YR
PSRRI BT, BERLEEWERICE CTAREERE T CT H0RIER OERIZ&
ERREOKRERY BRIZELA., EHITHISWIBRERPE-TND L,

@-2 ERUEFHICLIFEESRAHICET 5EH

BABRIED A EPAN AR ECEEL AT EEEFEVEHERE=4 ) 7
BPEDEEROAI V—= U T ETWERE EHEREXT TE 5 F— AEFREHE
CEERTWAZE, B, BHEERGICOWT, PAREF L ZOFKRIZHSICARENT
WahZE,

@3 BIER OREr-CRIRIZE LT

BIfER (FMEMEMRBICMZ, EEMREE, LHR. FHR, SEFREE. XIBRE.
HEOTHL. | BUERA. AL, IFEEEE. R, BUEERE R, RRKRESEEE,
TEAKERES, WRES, BEE (Fre  FUTHEERRZED). BIREE,
fde, BEOREEE, BARMSERT, infusionreaction, BEERMMKHEE, MIRER
SEMRRE, i, BEOMERIS, BisREE, LREEES (OEME - 2RIk - DS
IRHESE) &) It LT, SRR ILEREREEOEMELE TS EMEELEL (Bl
EROZECHIGICE L THRERUCIEZZITo5&HICHD T L), ELICHETIR
ALED TE DB E-TNE I L,



5 BEMAGLERIAE
(Ao R4 2 EE]
O FSF IR ST EEREROD S BHE BN CEAROEYERTIh TN,
@ TFRICEYTIEHEICHT AAFORERCERFERICOWTIL, REOFEhEN
BELENTELY, FFORESHELBRLRY,
s IIFTHEAZEDEERBICLDBREORWESE
- HiTtBREENEREE
o {HOTEMERH S AL TREShABRH
@ AANTERRLRENFEREICS VT, SRERIZBS W TR BB L TaZiERN R
HEENTWBR, PDLI BERFILL VY FHECHANRRD Z LBATRINLHRHR
BELNTHNBZ LoD, PD-L1 BHRE+HRER LI L TARIORE AT OB 2
THZEBEE LY, PD-L1 BEER 1%RWETHD 2 EFRER S BETBN
TH., AFILAOEBEERE L BET 5,
*AFIOBWES LT, Bi5E4 : PD-L1 IHC 28-8 pharmDx [#' =] HRBEN TN D,

[Z&tizET 5HE]
O FTREESTIAZFISOVWTHEHAFORESBERL SN TR0 b, BEEIT
Pl k,
» KRR ORES IR LIBEREOBEFEEOH D I8E :
@ FREFOFMICB N T FRICEY T2 BHI 20 TL, AHloRFEI#ERs2Y
2, MOMREBERER R WGESIZRY ., HEIEFA A ERTLILEZETE D,
 FEEMREROAFNEEEECH D BE
o JEfRE CHBEY 2R 5 BE L UNEENE o MU il g o m i il 4
LD KIENER A EN D BE
o HERERAOATE. UL L RO B CREELOBRAERD
hHHBE
o [HBRBEE (GhRERBHEESI) OHDIBE
s HERHOBRRXIEFEFTLIBEE
+  ECOG Performance Status 3-4 ¥V B

(D BECOG 0 Performance Status (PS)

Score | JE

0 | &< MELLFEETED, BHAEAL IRARFAHIRZ TS,

I RA B LV IR BN RIER S B 28, MTAMEE T, EIERCE - TOMERITI 2B TE D,

U s omvsgr, o

RONEASDEOEIY O E LBTERY, AFD 0% LE~y Kkt TRIT,

N

LTk, BSOFOEY O LA TERN, BERKSy FF T,

10

SETMRETANOEFOR D O LT TAHEEAEERTE 2V AT S0% B3~y FATBI T,




6. BEELTERINEHE

O BHACEgmE, @ﬁmm¥%m%#¢5%ﬂ%h%@%ﬁﬁ@ﬁﬁ&@ﬁmﬁ
RAOES i BERERE TSR ER L THLERTB 2L,

TR SESL D, IE T2 DEIRIC A SR OYERES OB L, HEL2E
ThbEETHZE,

PD-L1 S5 LR Lttf$ﬂ®&%7€%ﬂ%¢5 EDEE LnaS, PD-LI
HHEERHER TERWEERIX AAOERAOETEEMIC B LI EclRETS

@

®

;.&

ERBHEHD <3V A MW T

BEHERRERHODhE Z EBH DT, RFOEGITHIzo Tk, HBHRE
(PR RS, 7, REE) OMREUIE X AREOERSE, B85 1+545
WATH 2 &, E£k, BEIE U TEE CT. ME~v— 1 —S0ORELEHTS
&,

AR O EZEED infusion reaction 24 2 TEAKIZFT-SRAIEDTE 3%
BE1To7 ECHtAT 3 2 &, £, 2 B B AR OAHE 58512 infusion reaction
BHobildZ bbHi0T, FARGPTROFFERERT BT/ FATA

L VEAETRE, BEOREEZTOICEETH I L, 2B, infusionreaction &
FHBRLEZHEITE, 2@ TOEELCIERSE2ICEE T2 CRAF 2 +oHs

THIE,

RRIREERE, TEAREEERUVRIBEERH LRI ZEBHEZDT,
Kﬁ@&%ﬁ%ﬁ&ﬁ&#%%$ﬁﬁ%%mwamﬁﬁﬁﬁ(ﬁm\E%T&
WElE T4, ACTH, M a5 —AEOHIE) #EETs 2 &,
AROBREIZLY | BEOCRERIGICERT S L2 2 bh A4 RREBOHRIE
BhobhdZ bihsd, ZENRRVDLNEAITE, BELUEFRIIE LK
HMAY ek & BB EFOEED & EE U CETARENBZE 21TV, BEDRE
BUSIZ & DRIERBGELNBAGAICH. AFOFREIPIE, RURIBEE R
NWEVRIORESRERTII L, 2B, BIBRERL 05 LY EIHE
MOBENRRD NRVIFEITE. BIBRERNE LSO MEHF o'
HEET D,

BE5#TH, ZEM» L& ABB LTI LEERRKET 2 ¢ 8bs D
AR OEERTHICLBERORRICHICEET 5.,

1 BUGERIR (BE | BB RB 2S5 ﬁ)m%%bn ERAEEY TV F—o R
KEDZEBEHDHOT, N, Bb, BHEOSROBHRSCMIEED LI+
DEETLHZ L, 1%**‘%%&19%7_*};% ZiEEsEERIEL, AR ) 8l
RoBEE0ENLAEZITIZ L,

AFIDBRRBRIZBVT, BEFHBL 9BE. THRAERL, &5HME»L 14
RV 6 B Z S ICFMEDTHI 21T o TWe Z L 22512, ARRSPIIE#HG
KHROREREITI T &,
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(FF4 : &7 P —RAFEHE 20 mg, A7V —RAFHE 100 mg, A7 T—
KRB 240 mg)
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1. EU»IZ

[EIEG O « BLMOEROT-DITIE, T ESICESWWEEERERNRD
BIA, &bz, ITEOREHHOESIC LY. FUREER R & OEFNRERIERRS
FEELPEABENDITT, ThbDERLRZRITHNERBEITRAT D 2 L XREO
BEL o TR BHMBGEE LU OERIE 2016 (Fhk 28 42 6 A 2 AMEERE)
BT, EFMEERKSOFERAOERIEIEEZRLSZ L LT3,

SR RFER ML, AR T 7 7 A AVBRECEERR LTI bR
RBZEVRHD, ZOdh, BPERCEEEIZET 2 HRAH-0ERT 5 ¥ ToH,
WMHEMSORELMIZITIZEBEFINI B LTERTL &L L bic, Bt
FARREI LB NERHIGE & 5 2 LR —EOBEH &7 EFREE cEA
THZEREETHS,

LizBoT, BHA RTA Tl BREREPILE TRELNL TV AEFRIESH -
BEHRMIcESE UToOEEMORERERAFHET AL LEREM, &2
FRUBEFEETT,

B, BHA BT A id, WIITEIE AER L EFEEERGHEME, ABRTEEARR
BEORIEE Y S, — it A A ABEEARES R U REFEA B ARRSER =00
Jiob EERR LT,

WMELRBERS ATV — R AT 20me, AU R EARERE 100mg, 7Y
‘ — AR AR 240 mg (—HR4E - =R AT (BRTHE#ELZ))

HEERDPEIHR  RIBEIRFEX TSRO T HITE

HELRARERUHE B8, RAKH=BEA<T GBETFEHRL) L LT, 15 240mg
% 2 WERERTAETET 5,
(LR RTARO MG AR R TS0 BMEEIC X LT
AV bheT (BEFHEEZ) CHATIESE. @BE. RAK
=R~ (ERERFERBEX) & LT, 1240 mg % 3 B
BT 4 BEARRET D, 0%, =FAA<7 (BEFHARR) &
L. 1[ 240 mg % 2 EREEMRETAREHET 2.

a3 B 5T ¥ E O NFEER TEMG IR

(B%E)

MR BT B Y — B A AL S0mg (R4 A Y AT (BEETFHEBRZ))

OPEXIIPR. HERTHE

ZhHE X X %) B BB RESUTEB M O B m

AERCHE: =fLey (BETFHEEL) LOFBIZBWT, BF. BAERA

VU AT (BEFAEL) L LTI1E ] mgkg (BE) % 38MH

BT 4 BEAEHET 5.




2. ARO¥E. (ERBE

A7 —R ATEEE 20 mg, [FAEE 100 mg R ONFARTE 240 mg (—ikH =

A= (BEFEBEZ). LT, (FH) Lv3,) iy NFER TEESH L A S
Ly A (BTUVA MM =LY —X 747 (BMS) #) 2B LEE  PD-1
(Programmed cell death-1) 12392 & Ml IgG4 €/ 7 v —T ARG TH B,

PD-1 bk, FEHE(L LI U > 88k (T #IBS, B IR O F2 5 4% 5 —T #if) ROE
BERMIICRE TS CD28 7 7 2 U — (T Ml OEE(LE#BIMICE & AlICH#ET 55
TH) WRTAHARENETH S, PD-1 ITHERFRICRIR TS PD-1 Y 2 F (PD-LI
MO'PDL2) #EAE L. VBRSNS 7T 22 L TY 3 koEEbRES
AICHH L TWD, PD-1 U H . FidFEEFRERLSM e b Ofkx 2 BRI EER
LTRY, BHEAERENOERUI-EFHBICIT S PD-L1 OFHLITEOAERF
Y L ORICAOHEEMENR H D = L RNBE XN TS (Cancer 2010; 116: 1757-66)
i EMIAMEE CITHEERE THRPELET S A ¥ —T7 i< (IFNy)
W& - T PD-L1 OFHARFE N, &Y LEERRICSITS PD-L1 ORH L gD
EEHR L ORMICEOCHEBGEN D 5 L OWE L H S (Sci Trans! Med 2012; 28: 127-37),
E BT, PD-L1 ZMHIRE S SN AMME, FURERMN CDS B T MloHREE
FEME 2 IRES S B2, L PDLL HifkT PD-1 & PD-L1 & DEAZEET 5 & Z0MMK
BEEEHESRIETH Z BT EINTVD, FOZ Lhh PD-I/PD-1 U # 2 FERRIE, 28
AFIBAFERRNR T AN ORBER2FEHT 3BAEO—2L LTEL LT
b,

A, AR O R b PD-1 OMFSGEIE (PD-1 UV F 2 MESHBIR) I0Ea L.
PD-1 & PD-1 VA v FEORFEEEETIZLIZL Y, BATUREEN: T MlRoiE
LR OB AHIRIC ST D MR EEFEME 28T 2 2 L TRENREEDE 2 =T
T EBHERENTVS, ‘ .

I OHMENS AANIEEEEIC T A RRERIIRVEL DO LGS L.
BHIEREE RS LR A M L, Aok, REMR UCEREEIFHER INE,

ARFN DRI 55 REORBRIGK & BEERSAD bbhh, BEEXEELI
BB AR H D, ARORE PR OEEZICIT, BEOBER /T, REFR
» HNIH AT, BB U ELITE U S0 Mk & KB 2 R EE L U Ol
GIRERBE £V, BEDRERIGIC & 3 EEAREDPN S BAITIE, BIBRESL
LR OR ELEOTNZNE BT O LERD B, '



3. R
BILEIETHE Lm0 B O RIS £ {T o T 2 R AR ORIE &
7_1._\-—;«9

(&%)
OEEERSEMHRR (ONO-4538-03/CA209025 BEk)

&S ARERRELETIREBEEER (T F=T, AnTF=T Y727,
R R=TE) el R S AT B AT SIS OB M R s
821 il (AANERE 63 Pl ETr, AHIEE 410 F], =<1 U ARFE4LL ) ZxtRIT, =
Ao ) ARERBE UTAH 3 mgks % 2 EEFRECREHE L E 20FIERTE
2P BRETLE, TEFMER THA2EFHR CLT. oS &Wvwi. ) (i [95%
(R ) X, AFIFET 25.00 [21.75~NE] A A, =< U ARFT 19.55 [17.64~
23.06] HATHY, FHTTAm U ARCH USRI ERERETR L (AF—
FEe 0.73 [98.52%{E8E X R : 0.57~0.93] . p=0.0018 [/BH log-rank #2E] . 201546 A
18 HF—Fhy bA7) .

—&— REE
—O— IATILAE

0.4 N, ,::"_,;. st
0.3- '
0.2-
0.1
0.0-

N I S B N T A ML SN I S
0 3 6 O 12 15 18 21 24 27 30 33
at riskE LE1EEARE (B)

AFB¥ 410 389 359 337 305 275 213 139 73 29 3 0O
INOVLAE 411 366 324 287 265 241 187 115 61 20 2 O

1 OS OHERZHTRD Kaplan-Meier Hi%t (ONO-4538-03/CA209025 FARR)




Fio. BARNESER 63 4 (BAIRE 37 #1, =<u Y AR 26 #) @ OS (i [95%
EHEKE] ) . AHIBET 2737 [23.62~NE] 2 H., =1 Y LAFETNE [NE~NE]

HATHoT (NF—FH 1.50 [95%EHIKRE : 049~454] ) .
* HEEFRE (R, D)

1.0
0.9
0:8-
0.7
0.6+
7% 0.5~ R ot w1 § J A &
$9.4~
0.3
0,24
0.-1..-
0 23 6 9 12 15 18 21 24 27 380
at risk¥ ETFERE (B)
KRIF 37 37 36 35 3B 34 24 16 & 4 0
INOLZEE 26 26 24 24 24 24 20 15 9 38 O

B2 BARALHICBT S 0S O RIFEITRD Kaplan-Meier R
(ONO-4538-03/CA209025 35R)




@E BRI R FE RS (ONO-4538-16/CA209214 FAER)

{EEEFRER BT OFITHE TR ORI B iE BE 1,096 #] (AARNEE
72 flEEi, AV A7 GBETHERZ) M CTF. TKEH+-A Y a<er] &
5.) 2EESS0H], A=F=TEESA6H)) BRBIC, A=FoTEREE LTAA+LAE
Y A T OFM R E2MEERET L, TEFHIE H T4 % International Metastatic RCC
Database Consortium {(ELF. [IMDCJ &3, ) VR 7 53F" @ Intermediate J2.7F Poor U
27 DBRE KR+ A ) AT 0, A=F=7F 4224 TBiF2 08 (TRE

[95%EMEEI] ) 1E. AR+ A U A-T7HT NE [28.16~NE] B A, A=F=TH
T 2595 [22.08~NE] #ATHY, AH+A ) AwTHIIA=F = 7B LHEF
Bl FBERERE R LE (AN —FH0.63 [99.8% 58X/ : 0.44~0.89] | p<0.0001 (&
B log-rank #E] . 2017E 8 AT AT —FH v bAT)

*] : BRI AT B LS PREOIRRER LV AE., L L, UTOBSRYMARECE DRV,
SEAEIMR AR BTG LT 1 S OMN S AiEmaR: [eie L, MM R 7
(BUF. TVEGE] &35, ) Xk VEGF SAEMREN L LEEREER<] BIET &, Hoff
ML AR FE ORI 505 6 4 A DL RS o iR LIRS
*2: A5H1 3me/kg (KH) LA Y A= inghks (KHE) ZIF A K 3 BIARIFAC 4 @ARTHE L,
A5 3 meke (KE) % 2 BRIERCAMME LE, HHERSEIBVTE, AFERDCHRS
L. £ BV AT RAROEERTH 6 30 HB LORMBE BV THRE 254 Lk,
*3 ¢ P OO~BOWTILIC LY L E410 Favorable VA7, 1| X3 2 HA FW-TESICE
Intermediate ¥ A7, 3BHL L& 3THAICIZ Poor U AZ L &L,
OB b b B0 ST H BATRRO BB & T | sk, @Kamofsky —HRIRTE 80%5kH,
B~E 0 B ARRERE TR, OWESD AL T AEN 10 mg/d 22 5, OFF PR
WA LREEBE 5, @IV R 2

1.0 v~

Piobabiity of Overal Suseival
o
]

— AR D AT
0.2 ——-—— ATV
QBTFL T

L15 ]
0.0
£ F L ¥ L3 L) * L] ¥ L} L
] 3 ] o 12 5 1 21 24 27 30 a3
Crvrrrall Soewd (BAavitha)
EHLLEY A-TEE 25 399 A2 35 32 a8 306 24 119 42 2 )
=B 422 387 352 215 288 253 225 179 &% 4 3 ]

3 0S DRI Kaplan-Meier it (ONO-4538-16/CA209214 3B
FEHT R 4R : Intermediate 52 T Poor Y A B3

6



23, EREEREIHRALR (ONO-4538-16/CA209214 HER) HBWT, IMDC Y 2%
4338 Favorable U A 7 OBE I FEFNHE B O RER L hbhofn, Yk
BRIz 8B A BT Favorable U R 7 OREOF — 2 T ESE | EROICHTET o7
BR, B4 Y AT HEME U TASF TR TRERERIELNLTWS (F
E), -

.0 T N

Ql’g

o
2
e
1
4

-

0.8

&

T e

0.7
0.6
0.5
0.4

0.3

Probability of Qveralt Survival

0.2 e PR A Y Y A TR
—m————  R=F=TRE
0.1 CQRUGA fTHY

0.0
1 N SRS SRR S B | pres——

0] 3 6 ] 12 15 18 21 24 27 30 7
Overal Survival (Moiths)

-]

s
W

FH AT TS 124 1200 116 M w0e 10¢ 88 78 27 2 .

ZsPSFH 14 19 19 17 T4 10 103 104 84 32 3 0

B4 OS @ ERfRTE O Kaplan-Meier B8 (ONO-4538-16/CA209214 335k)
' BT S:4EM : Favorable U 2 7 35



[Z& 2]
OEFHEMESMIARER (ONO-4538-03/CA20902555)

BEHEIIAFIRE 397/406 B (97.8%) , <12 U LATE 386/397 #l (97.2%) Lm&b
b, 1BEREE L OREEENEE TE RWEEELKIIFFIRE 319/406 ] (78.6%) |
n)AxﬁnwmwﬁJWM%)kﬁbankowfnmmﬁf%ﬁ¢m5%gimm¢

CHIET#ROLBY Th-oT,

F1 WTRHORCIRBEER 5% EORIEH (ON0-4538-03/CA209025 LR
i (%)

BB A EFTpIe
- 406 # 397 f7
{McdDRA/J ver.18.0) %= Grade  Grade 34 Grade 5 4= Grade  Grade 3-4 Grade 5
BEUER 319(786) 76 (18.7) 0 349(87.9) 1450365  2(0.5)
R IO SR S i :

04237 31({18)

24 (5.9} 1(0.2) 0 21 (5.3) 0 0
50 (12.3) 5(1.2) 0 84 (21.2) 5(1.3) 0
57 (14.0) 1(0.2) 0 66 (16.6) 3(0.8) 0
8(2.0) 0 0 117 (29.5) 17 (4.3) 0
. L (§N9l. o e e seny 103y 0
IR RN EER LR SRORE B e R T R et
pidaLhs 18(44) 1(0.2) i} 33(8.3) 7(1.8)
g2 134 (33.0) 10 (2.5) ] 134 (33.8) 11 (2.8)
SO S 5E 1.7 0 0 75 (18.9) 12 (3.0)
AR 17 (4.2) 0 ] 36 (14.1) 2{0.5)
B 34 (8.4) 0 0 37(9.3) 2(0.5)
CEREEMRE RN TR N R s e e N PR R SR
= Lasn: LRI 1(0.2) 1(0.2) 0 24 (6 0) 1(0.3) 0
1 2 V7 = KT 27(6.7) 1(0.2) ] 33(8.3) 0 0
KA o 19 (4.7) 1(0.2) 0 29(7.3) 10, 3)
oL RF a—/LliE 2(0.5) 0 0 26 (7.3) 0
Ptk 9(2.2) 5(1.2) ] 46 (11.6) 15(3.8)
WRUZURY FILE 5(1.2) 0 0 64 (16.1) 20 (5.0)
ommEBR o 481 205 0
EEMRBLURARRIRT U
M’ %m 27(6.7) 1(0.2) 0

Luen o0 o 0 Ay 0

- 1@ 51(12.8) 0 0
ﬂﬂﬁ’ e 24 (5.9) L TR 19(4 & 103 o
RS, MMMBETRRMRMEE. o i i
UEm 36 (8.9) 0 ] 77(19.4) 0 0
05 bR e 30 (7.4) 3(0.7) 0 51(12.8) 2(0.5) 0
S ' 3107 0 0 41(10.3) 0 0
. il OO 11 ¢.2) S 6(1 =) B 580146 112.8) 0
B EUR TSNS e e i
TR 12 (3.0 0 ] 20 (5.0) 0 0
T4 R IR 26 (6.4) 0 0 33(8.3) 0 0
FifE - RIERE MM AR 4(1.0) 0 0 22(5.5) 0 0
T DT 57(i4.0) 0 0 39 (9.8) 0 0
Fhig 4] (10.1) 2 (0.5) 0 79 (19.9) 3 (0.8) 0




723, FEMENMESR 196 (4.7%) . B 1 H (0.2%) . BEBUBRIAHE/ I A 3F—56
Bl (13.8%) . KABEK - HEOTH 1041 (2.5%) . | BIEERE 141 (0.2%) . HFiaERE
Eix 46 ] (11.3%) . P9 141 (0.2%) . FORNIRMEAEREE 34 i (8.4%) . MhERMERE 55
il (13.5%) . BHSEEE (RBEREETRS) 28 #i (6.9%) . BIEHERE 6 #

(1.5%) . infusion reaction 21 B (52%) . EEOCHEEREE4H (1.0%) . FTEREHEE
BEEE 2 B (0.5%) . BEX 14 (02%) BRUEEIER 16 (02%) S@Rdbhiz, ¥
7o, EAEFFEIE. UK., REMEI/MRIBAEERER, Bkt - MELR IR DR
BERRD bhiehole, FEMERARRRRIBEES (RRREERELED) 28
PedREE R

QHEELFRFMAERT (ONO-4538-16/CA20921435ER)
HEBERIILE+A U b TR 544/547 H1(99.5%) . A =F =7 #, 532/535 5 (99.4%)

RO, WBRELONRBPHEPIBETERVEEFERITFA MY AwTH
509/547 B (93.1%) . A=F-=TFE 521/535 il (97.4%) WFDbhiz, WO
TRBEER SUL LORIERIZITRO LB Thot,

F2 WThhORTRERREE 5% EORIERH (ONO-4538-16/CA209214 3A5R)

— B (A
%ng‘gﬁﬁ FATACY AeTTE A=F=THE
" 547 451 535 4
(MedDRA/T ver.20.0) % Grade  Grade34  Grade5 % Grade  Grade3-4  Grades
R : 2

BRI
#Hi

o ( 15.5) 24( 45)

3t
34( 62) 2( 04)

0 0
F M ER 72 1{ 02 0 0 0( 56  3( 0.6) 0
R 3( 0.5 1( 02) 0 69(129) 12{ 6O 0
. w\fﬁummibﬁ‘ 2( 04) 0
HAEE ECaeion
R e 28( 5.1)
ks T ikE 59(10.8)
FIR AR T oiE 35(15.5)

28752

W 38( 69) 2( 04)

0 0
ialiikiid 9¢ 1.8) 0 ¢ 30( 5.6) 0
{5 35( 64) 0 0 39( 73) 0
TH#H 145(26.5) 21( 3.3) (] 278 (52.0) 0
Rl Loy 3( 57 0 ¢ 32( 60) 0
WEFR ) I5( 27 0 ¢ 96 (17.9) 0
G 3( 0.5) 0 0 27( 5.0) 0
HRES S 6( LD 1( 0.2) 0 55(10.3) o
kL8 109(199) 8( L.5) ) 202 ( 37.8) 0
m*l& 0 149(27.9) 0
ltl:_,w 0 0
(R R s L RS R DR 31 (5T, RG: ; B
e hiE T2(13.2) 8( 1.5) 0 91(170) 12¢ 22) 0
BH 202(369) 23( 4.2) 0 264 (493)  49( 9 0
FhlR D de i 13( 2.4) 0 0 152(284) 14{ 2.6) 0
ﬂﬁﬂﬁiﬂm 25( 4.6) 1( 0.2) 0 29( 5.4) ) 0
' 0 0

FTIovTI) AT T .
ped:upi| 60(11.0) 27( 49) 0 50( 9.3) 8¢ 1.5 0
F I 7—HEHn 71¢13.0)  31( 5D 0 41¢ 7.7 17( 31D

(=3

9



R B% (%)

e HHl+A Y AT R=F oS
%ﬁ":nam 200) 547 f4 535 4
e ver-= £ Crade  Grade3-4  GradeS £ Grade  Grde34  Grades

FANRSF BT R FF AL
= T —E 58(10.6) 19( 3.5) 0 49¢ 92y 7( L3) 0
I & L7 F = 20 5( 64 1( 02) 0 35( 65) 2( 04) 0
I e PR ) A BN - (¢ 2.0 0 ] 30(¢ 5.6) 0 0
U —E50n 90(16.5)  56(10.2) 0 58(10.8) 35( 6.5) 0
fFriveREEL 3( 0.5 1{ 02) 0 40( 7.5  23( 4.3) ]
L/ 40 0.7 1( 0.2) 0 73(13.6) 36( 6.7) ]
i 18( 3.3) o 0
Emﬁki‘&&ﬁ') 11 0
28( 51) s( 1.5) 0

(13 7 7( _L.3) 0

o T T8
76(139)  5( 09) 0 39( 7.3)

fﬁﬂkﬂm 49( 9.0) 3( 05) i] 26( 4.9)
] L36( 6T
ERENER 136 CheRedTay T Ay
BRI {57 179 (31.5) 1( 0.2) 0
] e 33L O 0
RS RESECRRES 1070196y . o OGS 0
g0, 45( 8.2) 31( 53) 0 0
Dol DR 3 ( 57 33( 62) 2( 04) 0
L3111 0 55(103) 3( 0.8 0
il se 3 32(_59) . 0 0
R LU BT AR D 28 200003 S 9.5 58 L
12 AR 40( 73) 46( 86) 0
ey ) 0 29( 54) 0
T - RIETEFME SRR 5( 0.9 231(43.2) 49( 9.2) 0
F DIEE 154 (28.2) 49( 9.2) ] 0
FesB 118 (21.6) 67(12.5) 0 0
B BB S ) 50¢ 9.1) 22( 4.1) 1(¢ 02) 0
ﬁrﬁﬁ& 2( 04) 27( 5.0) 0 0
S e OO BB DS
il 3T 9 LE) SRR R v/ € ) R T
,..,;f[LH- 12( 2.2} 216(40.4)  85(15.9) 0

AR, AR A Y A TEICRW T, FEIEE 136 m (24.9%) . ITHEREREE 98 4

(17.9%) . FRIRIREEAERESE 147 B (26.9%) . BHREEREE 46 ] (84%) . WIEMEMIR
B354 (6.4%)  KIBZE - HE D THi 36 ] (6.6%) . EFF@EZJ% B 20 @‘J (3.7%) .
TEAHEES 24 6] (44%) . BIGHEEREE 32 6 (5.9%) . | BUBEIRTR 5 41 (0.9%) .
Mg 78] (1.3%) . EESERFAESE 161 (02%) . BM%e - #iE% 2 61 (0.4%) . infusion
reaction 22 7l (4.0%) . & & 5 154 2 ) (0.4%) | 528 1 4 (0.2%) . #52¢ 2 1 (0.4%)
KEBUBRARE/ S AT —102 ] (18.6%) | BF& 761 (1.3%) ROUFIRMARIEREE 2 #]
(0.4%) DT BT, Eio, R/ MR ESRER R OEEEBRE 23RO bR
hot, FEMERRERLIEESES BRREEEZEZED) 28 DEHERET
T
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(R - AE] :
AHOBEREMBETTARRA LY I 2 b—va e k0, &#5 3 mgkg (K
) X240 mg % 2 BHFRTHRE LICROFF O MFEFRESRI S hie, 0K
B, AH 240 mg H L U BOBRBERIE, AH 3 mgke ZRE LEBROREE L
LCEEE2TTEFRSAEDOD, AAARBEICBWTASMERBRShTWEA
B - FIE (10mghke % 2 BRIBBCRE) CAREHRE U EOBEE & it L CERM
ERTETFRAESRE (TR, M2 T, EHROEECBIT 37— Z I3 % A% 3mglkg
(fRE) X3 240 mg % 2 BRFRTHRE LEBOAKOBRRE L FOE X T2 &
DBIE & AT SIEBSUSET VIS h, YHBEEIZ >V TR BThh /R,
FEORYE - BREOMTENERURSMIC AR EREIARNETFHISRE, -, B
HNEBRF B A7 —XICESE, F% 3mgkeg X132 240mg & BV A< 1 mgkg
% 3 ERMRETHRE LBEoARIOBEE L 22K L OBE R R 3 BERGET
ABRBEES N, YZBEBECOWTRERIThREER. FRoflk - BEOB el
IR ER IRV E FRIS R,
%3 FHOEHUBATA—F

i - Crnax Cinind14 Cavgdis Crnx.ss Crinss Cavgss
(pg/mL) {(pg/mL) {ng/mL) (pg/ml) (ug/mL) {ug/mlL)
S mele QW (35-2 5603) (10-17?'264-5) {17.21‘,"333.9) (75.](:3171) (27?12,'107) (42.717:'(1527)
240 mg Q2W (51-712,'103) (153? ?4.6) (25.31‘,‘;7.3) (10;,5254) (4]?5?51358) (62.11(,)9187)
10 mg/ks QZW (14;,9;19) (51.62} ':;'9.2) (79.90[:'?14) : (33?,9232) (18:21,1; 13) (23.1':',7 gss)

Hgefl (5%.5, 95%/) . Q2W : 2BRIFIRE., Crox : FIEIEE S OBIMTE PIEE, Cuinars : FIEHE 14
HEBREBIT3RIEMFHETELE, Cupus : FIEHSZ148 B E TOEHMBEFELE | Coes ' ERHERS
T A EAMFERIREE, Cuns : ERIREBIBIT 2 RENGTRE, Cuwms : ERIREIC B 2ES 0GR
mE

il



4. FERIZOWT

(RIS ORI VIR R RE TR O B e AF I ER T 5B a10iT. &R
GeftF b LCHEMERTET (&) BBELRTWaA I b, YEmE 2 EdicsE
T dMWHTHILERDHD, TOLT, EEL) R EEHHE RMP) TEI%,
FHIDOERGEZEEEAFH~OHHER B H SRR Th - T, AF O EIET 28
HEDW - BHEL, FROLEIZ LV ERREWEREZRE LEBRICHIET 5 Z L BSSGE
R7ed, UTOO~B0 T R TCEMLTHERICBNWTERTLIRETHS,

@ HEEiZoWT

D1 TR (1) ~ 6) OVWThACHEETIERTHDH &, |

() BEAEHHXENEET 2P ADEEEN RS GRERTFR A B RCERE LA,
Hitiek A8 A RS FEHHEHL AR, DS AR &) (CERR 30424 A 1 AR : 437
Hia%) '

() HrEHRERIE (CER294E6 H 1 FIIA - 85 sk

(3) FEFRAERIEETHPARIEEA (A RYEEREER. 25 A R
WIRBE. P ABREEHEERER L) .

(4) SAFAEFERE L RE L, SCEFRENE 1 SR ERENE 2 OiRIEYE
WARBRHET > T DiEsR CERE 28427 A 1 REFA 2540 BlER)

(5) HEMEEAAFEENEORREEICRIBHET > TV AR (AL 28 4£7
H 1 BEEA 1290 FEFRE)

@-2 BHAE (L RER OREARBREOMGRIC 52 mik L BBREFRF OERM (T
FOWTHOIEY T HEM) 2, YEBEROFFICETHREOEEE L LTREE
ERTWBHIZ &,

x

. EiGHEREE 2 FEOEPHELET L-RIC 5§ SLU LB AREOKREIHES
TFoTnWDI e, 5h, 24EL Rk, BAEDEREEZ T LEBERIEEEOMMES:
ToTNnAZ L,

o ERGFRAE 2 FOMYBHERZET L& 4 FLLEOWRSERF ORKRIHE
EF-oTEY, b, 24EL R, BRREORAEDIREE L) AR OERR
WHEZEIT-oTWBH T L,

@ RACEEMFEREFHEOMKHIZONT

ERSIERERIINSETAEAFIRE SN, BEAENDOFHED., FOE -
SIS ER OB OEMS T 2 HRRMt. AEERIBRELESORE
. EHRBRNITOR A ERIBESTND 2 E,
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® BIER~ORIRIZDNT
@-1 HERREHEET 58

MEEMRBSEOEERBEMSRE LB, 24 FEBRESIOT. HBHERX
IEEERIC BT, R L ABIERICN T ABE B R U CT S ORI{ER OB
HERRECKERPE BRIC/LN., BEbLIHISTRERERHIE-TNDT L,

@2 EFEEHIC L 5 EFEHFC T 5B

BABECHE D 2 HRM R AR KL AT 5 EREEE S REAT =2V
FPEDEERORY U —o b FRTVERE & R I8 T 55— LERR R M
FHEhTWBI L, B, BEKEIZSOVWT, BABRE L 20RKIHSRashT
waz L,

®@-3 BIEROBECRSICE LT .

BIEM (RIEMMRECH 2., EEGEAE. L%, fik. ESUTREE. K%,
EEOTH, | BERFE, FR4e, IFSiEmE, ff4, BUbRE s, Rikigeems,
THRERERS, MREE, BEE (BF42  ROSHEHEREED). BIBEE,
Mizs. EEORGRE, HIROMBERE, infusionreaction, M/ MERE, mMBKEL
SRR, k. BEORERIE, EIRREE. DR (LEME - S0k - LA
IVHES) %) ot L O, SRS DI E RSO B MR BT 5 BEI L EE L (7
FEAOBECRGICE L CHRERVOXEF ST bNIE&FICH B 2 L), EbiCER
MR TE BERRESTNBE b,
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5. GG LRIBE
(AT 2 FIE]
O TROBZFZBWTHFHOFIEIRIEIL T3,
o EHAREBEREZATAREMEEER (TXiF=7, R=F=7, YIF7
=T, SR TE) BET LRI T ARG ORTREE IR D
B aE GRREmks)
o (LEREFRIERIGEOIMDC Y R 7 4538 Intermediate XiZPoor U X 7 &0 DiRAY)
BRAEXITEBEOTHIEREE (1 ) AT LOFHRE)

@ TSN T 2 BEICHT 2 RAOREROERFEIZOWTER, FFOEDE
B SNTELT ., AHOBERHRL 2LV,
o ABEFHCRIBRBERCY A b A /ik%leif@?Aﬁﬁ%’ﬁ@‘é%%LﬁT
5 A Bk A,
o I REBIIREE,

GED kRl AR (ONO-4538-16/CA200214 BRIR) BT, UTOO~@D Tz bifd Lk
VVEAIZIE Favorable U A7, 1 XL 2 B E #57- T4 Intermediate U 22, 3TREA L L& BT854
lid Poor Y 27 & &Rz, (63— FIE)

EAIfaR bl SN T A b RREBOEEHBITITET 1 R
Karnofsky —f%IRTE 80263

~T T B A LR T IR

WIERDA ALY AED 10 mg/dl x5

P ERE A A EEIRE R A S

RSN FRREE 2 5

BOEO®OTn

14



[ZeMicfl{ 28H]

) T%Ei:%‘i”:ﬁ“é%%‘to»\'czizlsﬁmﬁ%%.%a EhTWaAZ b, 5%

bRk,

o FBIOES TR LIREUEDFEEREO H 5 B3

@ WEATOTGICE VT TRICHEY 3 5 BEIOW T, AFIOB SRSz
B, OBRFCBIRER2VEAIZRY, BECEREERTI - L2EZBTE 3,
o MERERBOSHXIZEEDH S B
o EEGRE CRIEY SR 3 BE R ORI B RS BRI ik
| EORCRERSERS BB AR
o HERERBOAO XTBMENRE L HERED 0 EaSRBOBEED

5 HBE

o [EEEBHE (SRR HEELS) OhHIRE
« REORLENEBEERTLIEE
= Kamofsky Performance Status 70%3R%4 (M)l DBE

) gamofsky Performance Status (PS)

Score EZE :
100 I, Yl td 5 REOR 20, BEERR L,
EHOEHIARRE, HHRFESNERN, 90 EREEEEIRIT S A0, EFEHITTHE
80 eV BREIERY S DA, B L TEEOIBITRE
L L =0 3 < Al T W e >
BB T LA, AETEETEC. B | 70 iﬁ;ﬁ%’;ﬁmﬁ%m - EROWE - BT S
e S Bb0ThE, 6 | enkami s LRCESN, L8 VEADTLE
° 50 FRELZR USSR L UTHM R BT AN E
40 B3, Ui ERE L USRS ME
HOEDOZ LEADTTERN, BRH L 30 BT, ARSHEERERE LEE ST
HRROBRE L ASOFEELEL T3, HE 20 JeEic g, ARASPECREANERIRENE
BEMTHET L CW B AR L B, 10 TR - TS
0 7,

15




6. BERELTHETR&FH

D FACESCML, SEREES SR T IERS I L SE R OBER CBEIER
ROl DT HELRERE THIEMR L ThbERTSZ L,

@ EBkIcE D, BEXITTORKICEIMER U EREELHAFA L. RS
ThbRETHI L,

® FHRBUERO<ZI AV MoonT

MEHHERRHLbRAE D L BNHEDT, BHOHRESIZH > TiL, BIRE
(PRI, Wk, REE) ORMBERUEE X SRECEES, BE2 15
WWATH 2 &, Eh, BERISUTHER CT. MiFv— b —FOREEEWT
k.

AHF| D5 ILERED infusion reaction 12 X TRARFC+aRIEOTE 5%
2T L CHBT 5 2 &, 7.2 B H LB FH|$H 5 infusion reaction
BhHbbnsdZ bbdbdnT, ARREFRUFRRGRTRITIAAS Z A4
VERAIET A%, BEOREZ+HCBEETS I L, 28, infusionreaction %
£E LIE4ICE. 2TOBERPERPEREET 2 CAE 2 -8E
THZL,

Bk eEiEE, TRABEEZERURIBTREERHLDOND I ERHDLDT,
AHF| O 5. B3R B OB 5 B i A A I RE R (TSHL 62HE T3,
R T4, ACTH, A aLF Y — L E0flE) 2FE/mTH2 L,
AFIOPEEIT LY | BEORERGICERT S L EX by RERELHE
RHbbhAI b5, EERRDLNIEEEITT, BELLEERIIELL
B el b R B o R & s U CE R E R 21T SRELDRSE
R L ARWER AR A BAITI, AFIOAREMXITHLE, RUEIERER
NEVHIOREERERT DI L, 2k, BIBREANE Y OREIZLYEIE
B OMERIRD bLRWEEIIL. BIBRERNE SO EIHFE OEM
HERT D,

BT FORE»LEDABE L THLRAWERBRBRTLHZ EBH LD,
AFOBEKTHICLREROREBRICHNNCEET D,

| BUERRAE (EIEE 1 BUERR 2 S D) Abbbh, HEREES FT PR
WEAZERHLOT, AB, B, EHE0EROFRLMBEED LFITT
SEEBTRZ L, | BERBSELALHSIIIRSETIEL, AR
Mo EEOHEDRABEITI Z L,

@ FAHOEFRBRBRICEOT, (LPRIERRRER ST 2 HARS T35 Rt
b 1ERE 8B L, EFEERIEREF BT 51 B ) AT RS T
BEREH G 1ERMIZ 6B Z . FIER 12 HE%) KASMEOFMEIT> TV
Il eBEir, ARESHITENBICERRE COROEREITI 2 L.
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B AHEET A RS54 v
=R (BT Z)

(RFe4 : A7 V—REFHE 20mg, A7 V—RERFEE 100 mg, 70—
A IRFFETE 240 mg)

~HHERTE ) o E~

ERk2 94E4 A (4 nsteE 6 AET)
JEA S EE



Ak

BB

RO, ERBF

LR AR

HRRIZ2UWT

BERG LD BE
BEICRLTERTNETE

AU O e

P2

P4
P8
P10
P11



1. IXU®IC

E R OHEHHE - BEEORFEOTEHITE, BFATESICESWEERERNKD
bhd, &bz, IEFEORREEMOESRCL D, FUKERRL KON RFRIENE
FEEMDBEAZENDEPT, I oOEEHZEICHERBFICRAT 2 Z LABRED
MLl o TR R BOER L EOREATTE 2016 (PR 28 45 6 A 2 AHRHRELE)
RBWTY:, EFMERLLOERORBEHERREZ L LETNE,

PHEEFEEIE L, BB 2T 7 7 A VBT OEFEL LW H0ER
RBZERBD, 0D, AR CESECETAERN 0EHET 5 E TORM.
UHEEAOBEERLS T B2 P PFEN2BHEICH LTERT S L & biz, BlfE
AMNRE LI NERMNISE L A LN —BOEGE - T EREE TEH
THLENEETHD,

LR o T, AHA KT Tk, FBREESCINETILEDLN TV HEFIESRY -
By Rz K-S % UTOEEFORERFERAZHEET BN L BEREMNL, $1
FRUOHEEEETT, -

RIS EFA FTA 0, BTEIEAEEREFERROHEE, ARHREARR
RS, —RHAEA B ABENEESRU—REREA AARREER OB IO
b EER LTz,

Wb R BEHE A7 P — N AT 20mg, AP AT 100mg, A7
— R ET B 240 mg (—i%% - =R~ (EEFEER))

WL RAPREIPE  FRITHBEOHFRAGE DX ) L E

HELhAREROEE @K, A=A+ T GEETFHRERZ) & LT, 16 240mg
% 2 B[R T ATEEEET 2,

B R R 2 A NFELTERSHE




2. AR OKE. 1EREF

A7 O — R 20 mg, WA 100 mg K AR ATEHE 240 mg (—if4 @ =
A (BEFHEEZ), BUT. AL &v5,) i MEERTENRSSHE A F
Ly Z 2% BTV AM w4 ¥—X X747 (BMS) +) BEHEL~t b PD-1

(Programmed cell death-1) 1Z56F9 5 & "YU 1gG4 £/ 7 n—F LHETH D,

PD-1 b, TEHEL L) > %8k (TR, B filRR UM F 2 5 4% 5T Ml RUE
BRI RES D CD28 7 7 3 U — (T MISOEHEL 2 MBIMICTE & AICHIET 54
T BT 3ZEHRTH D, PD-1 HHRERMERICER T 5 PD-1 UH L F (PD-LI
KO'PD-L2) EFEE L., VBRI AR EEL T A BROFEERES
BITHRE LTS, PD-1 Uy FIZHUBIRTRAILISNT b b o R IBEME 25
LThY, BEEAERE» DGR U EERZICBITS PD-L1 ORI LEIFEROLT
HIF & ORICROHBEERSH S = L RBESH TS (Cancer 2010; 116: 1757-66)
E . BMEAERE CIAREE THREPELET A, VI —T 2 H i< (IFNYy)
ik - T PD-L1 OFEBARFH S, B8 L-EEESITBIT5 PD-L1 ORBRLIHTED
AFHIR L ORICEOHBEBEERH D L OBELH B (Sci Transl Med 2012; 28: 127-37),
X BT, PD-L1 2 H#HIRE I TS AMEE., HURESRN CDS BB T MltoiilaEs
EHEES ST, 51 PD-L1 HUET PD-1 & PD-LI & OFESR2HEET S L FOHMKE
GEEEREET I ZLIARENTWS, £DZ L35 PD-1/PD-1 U > FIEEEIX, 2
A FURERRAOE T MNEH & DBREZ BT DHFO—D L LTE AR T,
Do

AL, FEEFEBROFKERA 5 PD-1 OHIFAMESL (PD-1 U Fv FESHEER) IS L.
PD-1 & PD-1 Y H U FLEOEEGZEETAZLICLY ., BAFRKEELZ T MoE
LR OB AR ARG EEEEERT 5 Z & TR HEEOR 2 RT
ZEBHERINTNS,

IALDHEREDP G, FRNIESEEICH T A RBERIRVEA b0 LB ER,
THHRDCZ ) UEBRE R L LERARY £l L, Fiit, Z2ERUOBEE
HEDHER I LT,

AR OVERIB A IC RS BEORERISIE L ARIERSERS bbh. BEXIETI
EDARMERD B, FROFSHRCHRE%IZIE, BEOREF STV, BERT
HORIB AT, BB U BRI U Sk 515 & R R o & 8 L Ol
FVRERIBI 1TV, BEORERSIC L ABERNREDN A BEI0IE, BIBEEAL
T HIOBRELEOEEI LB RT 5 LERD B,



3. WEERRE
BRI O TEIA AR % U o EOREBCEM 21T - = E R BERFERO
R ETRT,

[A%hi%] _
O EMNFETHERE (ONO-4538-15 #ER)

HEEMSRABREE T VYR i< SFFr (BEFHEEZ) BT, TV
YYEIRT] 2 S,) ERMIRRAEOER IEAMEOH R U Y
HEBRZE (ECOG Performance Status 0 XU 1) 17 &38RIz, AHK 3 mg/kg % 2 3H [F A
K C AR Lir, TEMMEB Ch HEMFE (WET IWG criteria (2007) 12E-53< fik
T KD completeremission (LI TF. TCRI &3 ,) Xik partial remission (EA T, [PR!
L5 ) DEIG) X 75.0% (95%IEEKR : 47.6~92.7%) Tholc, 2B, FAMNTEK
EL7BEI 200%TH -7,

@ WESMEUAERBE (CA209205 35R%) (Lancet Oncol 2016; 17: 1283-94)

B SRS MESRBEETRICT VYR TIC L AREE ST BRI EA M
OHFHEMMETF Y VoNERE (22— b B, ECOG Performance Status 0 X T8 1) 80 7
@i, A% 3mgkg % 2 BREIBR CARRELL, TEFEE THHEDE (&
2T [WG criteria (2007) 1255 FRYFEIZ LB CR XX PR OFEIE) 11 66.3% (95%(F
HEER : 54.8~76.4%) Thol, 2B, FiNERE LBEX 20.0% TH o7,

[ 4]
O EASBIHAERR (ONO-4538-15 k)
HEFRIILHFNIRD b, FH & ORRHEERTETERWEFER LMD
bivie, FEER SULLELOBHERIITROEBY ThHoT,
#1 BEEN5%LEOBIER (ONO-4538-15 38 (2t L)

v
2 K ar| R @Jiﬁj{ﬁ)
A 17 {8
{MedDRA/T ver.18.1)
4 Grade  Grade 3-4 Grade 5
Ll 17 (100.0) 2(11.8) 0
AERECT U7SARER s o e
1t 1(5.9) 1(59)

LIRS , 169) .
OSRRBRRESE e e
s L

ARERE e e R L e D
UL B REIL T8 L.3q18 0 a
PRBRBSEE -0 m e e e e A e
Jl5Eh 1(5.9) 0 [
Fpod 1(5.9) 0 0
TH#I 1(5.9) 0 o
& 1(5.9) 0 )



BITREE, BR - B, EEOKGEE

Bl (o)

HERIRSE AU
E}ﬁt:.r:;DRAJ’.T ver.18.1) 17 1
T : A Grade  Grade3-4 Grade 5
Wl  , 169 0 0

5 2(11.8)
EFRBAL RS 159
1BEK . 2(11.8)
7(412)

i

fALW'

453 S
Jlﬂ%ﬁﬁ&ﬁ—%ﬁs"
MRSl
AR
Fl JI[LH:WJ?

= ﬁja:fb INTE) 1(5.9) 0 0
{EF F U 7 AfUEE 1({5.9) 1(5.9) ]
0

_ RBRGR 1(5.9) 0

s

e
'-r“ﬁljfstmbib\ 1(5.9) 0 0
it 1{5.9) [ ]
,* &—:*EA?—.“
Cmmbmmn 169 169) 0
..J:fﬁﬁ,"’&ﬁ I 0 0
‘Eﬁ%ﬁl " 1(5.9) 0 0
Fz RE A 1(5.9) 0 0
IR R 1(5.9) 0 0
T I HHIE , 5(29.4) 0 0
S5 4(23.5) 0 0

B, MEERZER 1H (5.9%) . SREEHEMRIE/ X A3 —2 4 (11.8%) . KBz -
HEOTH 1B (5.9%) . FFHEEREE 141 (5.9%) . HREHREEE 3 4 (17.6%) .
FHRREE 3 H (17.6%) AU infusion reaction 1 5l (5.9%) 7
EE, DRSS, 5. 1 TUERR, St MR TERETR, T, BieE,
. B ZERE, TERAERERE, Bk
WEEHSBERIEFED b e o/, FRMEARBRNRIIEEESR (BERENERESS

i) ZERDERMERETT,

@ WAEUHREE (CA209205 RER)

FEERIT 238243 #] (97.9%) T D b, FH & ORBEENBTETELVEE
BRE 185243 B (76.1%) 238D biLl, BEEBMN %LU LOBERIRTRDO LBV T

5

SR bhi., £ic, EiEMH



HoTo,
F2 REBEN 5% EORIER (CA209205 H8) (Al Treated Subjects)

RRE S Miﬁ(;/;)
g*uu =
{McdDRA/T ver.18.1) 243 A

4 Grade Grade 3-4 Grade 5

: Vm'H’F}H . 185(76.1)  48(19.8) 0

14 (5.8) 2(0.8) 0
34 (14.0) 2(0.8) 0
24 (9.9) 0 0

L@4 0

19 (7 8)

50' (20 6)
21(86)

2(0.8)

o ..d.mn

77~/7 /F7/z7:7—tﬁm

TARFX BT I/ b7 A7 =7 —EHm 146& 520 0

y s mn 168 9067 0
(RS ECRAMEE. e

.2[(8‘_.6_)_ - ; R RGP R
28 (11.5) 2{0.8) 0

723, FMEMEREER 15 6] (6.2%) . BERARIE/ S AT —19 #] (7.8%) . KB
K EHEOTH 64 (25%) . FFHMEREE 24 0.1%) . %56 (2.1%) . HRIR
HifepEaE o8 ] (11.5%) . #REREE 4041 (16.5%) . BHAEEE 4 5 (1.6%) . Mk -
BRI 115 (04%) . EEOKBEEE 3 F (12%) . HikMieZERmE 14 (04%) .
infusion reaction 38 5] (15.6%) . MEZ 2 6] (0.8%) ROEE SIEK 2 ] (0.8%) 233D
B, S0, EEMGEDE, L5, 5k, | BBERA, itk Mg ERERA.
BB EER O T RAMEEEREIIRD bhi o f, ABERARILRIIEESES: (ERK
REEZFLET) %aﬁ%ﬂﬁ%%mh



(R - HE]

AR OBERIEYBEETVERALEY Ia b—Ya Ve XY, 53 mgke (&
) Xid 240 mg % 2 BEBE CRE LLBROFK O MFRERRN S hE, ZTORK
R, BH 240 mg ZE LBEOBRERIL, A4 3 mghkeg 285 LBEORER L LK
LTHEZRT L FHERLLO0, BAARFCEVTRFESHR I THEA
- AR (10mgkg % 2 BB TRE) THAZRE LIROBREER & ik L CEME
ERT L FRENE (FR), N T BKOBECRT 55 — 2 I3 | A4 3m/kg

(FHE) X3 240 mg % 2 BRI CERE L BOXFIORER L FRMEIIELME L
OEEE BT DREESEIST T VRBE S, SFZEEIE W TR ThR = E.
EROHE - HEOETHEER et EZRIT v e Fllahi-,

#3 AAOEHERE/ T A—F

ik - R Crmax Crind14 Cavgdra Cranss Crminss Cavgss
{pg/mL) {ug/mL) {pg/mL) {ug/mL) {ug/mL) {pg/mL)
3 mafkg W (35-521 .’?0.8) (10.]7?;54.5) { 17.21?'333.9) {75 .:Jﬁ'll) (27?12,.107) (42_711'(1’-27)
A0mg QW ;51.71%'109 (152 346) | 5418 | (102250 | (15,158 | (621180
10 me/ke Q2W (14;,9;19) (512 :;‘9.2) (79?00,.?14) (33?,9232) ( 1éz21,1 ; 13) (23’2I:I§86)

FRAE (5%43,95%53) . QW : 23BMHIHINE, Crox : MIEHRG-H OB M TELL, Crinars : FIAHERS- 14
HEEZHT 2REMIEPRE, Crgus: MIEHRESZ140 B COTEHMBFHEE, Cus 1 EFIRERLE
I ERFMIETRE, Cuns : EFREIZBT 2 REMFPRE, Cope : EFREBICIT 2 FH0ET
1R



4, FFRITHWT

ABEMEE LTHARERE (205 SREohThaZ ehb, HERELHE
Pl LT AR THANERD D, 0O LT, AHOBRSHE 2 BE Z B0 - &
EL, A OREIC L0 BELRRERERR UIERKCHIET 2 2 EBLERTED, BT
OO~BDFT AT RHETHERICBWTEAT2R&TH3,

@ HERRIZOWT

@1 FEd (1) ~ 8) OWVWFhIHES TR THDZ L,

() BEFEREREETIXARRESEIARRS FRER RS AR HEEEEIL ST,
Ml 23 A RS FOEHEIL SR e, HUIEAS A BBRIRIE /2 &) (FERE 304 4 B 1 HiFs 1 437
M%)

(2) #EHERbt CERR294F6 A 1 HRER @ 85 i)

(3) FEFFRMENEET AR ARINERRER (BABEEEREERR. BADRERE
WAREE. BARFOESETEERITR L)

(4) ASRiCFREEREEERE L, SR EERENR | TA R ENE 2 Ofisy3kE
WARDBHEIT o TWANERR (CERE 28427 A 1 BRFA 1 2540 fiaaR

(5) PUEMEEANS EENEORREEICRDEHEIT-o T oHiER (K 28 4 7
A1 BEFA 1290 HERR

©2 HHRAAF IR Y EOMFERER CRIERAFIRR OMGISIT+5 2 Mm% & &
REFOEN (FTROWThMNIZHYE T 2EM) 25, UL ORFICHET RO
HEEL L TRESh TSI L,

s

o EEIGHFRES 2 EOUMBHEEET LRIC 5 FLUEORARROBEIKRIMEL
ToTWAZE, b, 2FE ., BAEYEESX: LEBREEFZOTHES:
FoTWnAaZ L,

. EffGEREE 2 EOPHMTHERET LB 4 £LLELOBREREZA LTV
Tk, b, 3EM T, BAEAEREORARYREE S OB DK FOTHE
FiToTWWAHZ &, :

@ BERNOERSEREBROEIHIZOWT
EELEBTEIETTITEENRES L., RECEILOFRED, AP - K
SUERSMFROTER CEMSICHT 2 EREMN, FEERPRELLSHORSE
E£H. SHEPLHITOR I EHIBE-TWD I &,




®. BUER~ORIRIToNT

@-1 HERR il B 5 B B
FIEMARBEOESRBERNRE LEBNC, 24 BEIBIREAHOF, YRR Y

IRV T, S8 LEBIERIZIE U TABRERR U CT £0ORIER OBRIICL

ERREOKRENY HFCE LI, HHIIETRRAEHIE- T L,

@-2 EREEFIC L HFEFESRNSICET 584 _

BAZRICED A EMMLABEUCEESE TAEREESNEEHE=2 Y 7
EFEDEERORAY ) == FETVWERE L FRE LG TE 59— AERKHPE
HEhTWaZ L, 2B, Bz T, BABELEFZORRICSICRAMERT
WwHzd,

©@-3 BHWEH OZE oI LT

BIER (MIEHEMERICZ , EEGEAAE, 5K, Bk, REHRERE. KiB%.
HEOTH, | BUERA, FFre, FEeEE, T4, mtiagR, FIRRESERESE,
TERAMERE, HEEE, BEE (BR2  ROSHEESA2 ). BISEE,
fde, EEOREEE, HIRMA2IERIE, infusionreaction, EERMKES, mMEKER
FEMREE, B, BEOSERE., WRIRFRE, DEEE (OEHSE - %R - OSSN
INHES) %) oa LT, YR SUDEBEFRSEI 0 EME2HF T2 EMEESEL @
TEM OZWreH G L THRE R UEEE ST b AEKchH 2 L), HHICHEER
WENRTE B EHNESTNB T b, |



5. e nBE

(A% B4 5 HIE]

D HEEOSBMPBERCT LY F < ICEE S TWRAEOE R X T Mhik
OHBBHFEICF ) EREFICRBOCEROFSIMERRIATHA,

@ TREEYTBE T AMORERCERFEIZOWTHE, FEIOF M
BRELENTELT. FHOEERZ LRV,
o AEERIERIGROBE
o MORBEEEH L HHLTRESNh DB

[Z2MicfE§ H5HIER]

D TFTRICEYUYTIHREICOVWTHAFORSVERE SNTWEZ b, BE2IT
bz b,
o FFIOFS R LIBBEDOBEREOCH 5 BF

@ BIERIOTEICE VT FTRICKY T 5 BHF IOV T, Al o513 HE S hkn

A, MMOBECBIRERRVEAIRY . BECAFEERTEZLEEETE S,

. BEMREEOSHXBEEDCHDBRE

. JAEEGRE CHEE 2R 5 BE L OTEENE OB BT i
O KIEME LB R DN D BE

. HDREEROASDE XITBEMAE L IBERMT0 8 CAKKROBRERD
35 BE

o [EMBEE GENSMEBEERSD) ObsEE

. HEHOBLXIEEEET RS

«  ECOG Performance Status 34 &V oo

(D) BCOG ¢ Performance Status (PS)

Score B

0 | &< SR ENTES., BANEM U HEEFESHERE ITX D,

WEHICH LWEBIRSIR SN 585, ST T, BEEPE TOERIITOIZ LN TE D,

U mosd, s

FITRETANOBEOE M O BT~ TAEEMMERRTER, AT 0% L~y FATERIT,
RO E-ESOEOEDOZ L LTERN, BT 50%U EE<y FaRTTRIY, .

B b

2 TNTRY. BSDEOEIDOZ AL TERY, BNy FORFTHEIT,

10




6. BEBELTEET(EHE -

O WRATEEITM L, WEIRTE L DRAET 5 R S % AR O MR OB EAE
HOT DI U BERERE R L ThLERT B 2 L,

® WHIMACSD, BEXLEORKIAERVEIIEE B L, AEEE
ThofRsEdsz e,

@ EREMERD=RT A MZ2NT

MEMEFRERDELRAZEREIOT, FHOEREIZHT- - TiL, BEE
P (FREREE, ek, BEEE) ORESRRUET X BRECERSE, BEE 55
TS 2 &, Ele BKEISTTER CT, iF~—b—F0ORELERET S
hall N

AHF O 5 IIEREED infusion reaction 12{f 2 THRERRCHORMISND TE 5
ﬁﬁ%ﬁé 7o ECRtAT B = b, k7.2 F H BAS OIS 51512 infusion reaction
RHOONDZ L bHhDHDT, FAREFROERREL TEIIAL Z AT A
VERAET 5%, BEORER+HICBET 52 &, %235, infusionreaction %
EBRLILBEIE, @ ToOMERVERYS2CEET 2 E CAE 88
TAHIE,

FR A RERE S TREREEERCEIERERHOLDIE = L BHEDT,
FR DB FRBEI A VS HE PITESRIC Ao ISR E (TSH, 8 T3,
WeEfE T4, ACTH, MR aF Y/ — NV EQRIE) #EETAZ &,
FHROEEIZL Y, BEORERIGNTERTT S &Z 2 b ks REBRE
BHLbhAZ¢BHD, BEVRRBDONLHEEICIE, BELEFRIISLE
EEPRHD R AIEE & IR B O [E M & s L CES AR M 21T, IBE D
FIiz X BEIER AgRbn 2 5E81id, AFIOKREIPIE, RORIBEER
NEVHEIOBELEEETI L, 2B, BIBRERLVELCOREITLYBIE
HAOERRD bNR2WESIZE, BIBRERNE PO REmGR OEMN
LEETEZE,

BERTH, SBREPLEY BB LT LRERNRET 3 L RLAED
AHOBESETHIZHEHERORBIL+SICEETHZ &,

| BRI (B 1 BRGS0 Abbbh, BREES M T Y F—U R
m%a:aﬁ&éwf\u%\%b\%&%mﬁ%@%ﬁ%mﬁﬁwhﬁm+
SEETAZE, 1 BFRFESELA ISR 2R EL, 1R 8
ﬂ@&%%@ﬁ@&%%%ﬁﬁg 0

@ AHROEERERICTBWT, ®E5/ENS 6 X ALIFIZ R BT iz, FLAER.
’ E%%ﬁm%1Eﬁi?ﬁuﬁﬁf&gﬁﬁﬁ@%ﬁ%ﬁdrmt:k%@%m\
FETSPIIESNICERRE CHROBEREITI Z L,

11



EEHEET A RT A
=R ~T GRETHBEZ)

(R4 : A7V —RREHE 20 mg, 37 VR ARHE 100 mg, 37 P—
RRFFHE 240 mg)

k2 99 A (FFiniE 6 A ET)
B S EA



R/

LI

AR DOFE, ERERE

37 357%

HEERIZDOWT
BEMHBLRDHBE
BEELTEE T NXER

A

P2
P3
P4
P7
P9
P10



1. HUHIZ

EHELOFDM: - BEMOMFEOTDHICIE, B XESFICESWIEEREMANRD
BB, Sbhic, WEOREEFOESRIC LY, EEEMR FOBRFHLREHRERS
FEEMMPERENAIF T, ThHOEES T REICHERBEFICRE T2 Z L BNERED
MEAL oo TRV BFMEGEE L SO AL 2016 CERL 28 45 6 H 2 B BfEHRE)
BN Th, EFMNERSEOFMOREHEEZRE L LshTWs,

EIHEFRFERSIT, EEEAPESE T o 7 7 A VBREEOERL EHLMCE
RABZERDD, ZOD, FPEROESMECET 2 HERS--2EET 5 E To/M,
WMEHERBLOBEZMS ZTH L RHFINIBEIHLTEATI L L BT, BIE
ARBHR LIS SHERISE L 5 2 E B e—EOEF2H - T EREE TER
TAHRLENEHETHS, ‘

LiedoT, AHA FTA Tl AREELINE TIRELA TV EFEZY -
BEARMIC K-S E | UTOEHTOREREREZHET ABA» b LERELF, E2
. FRUBEFEIHEETRT,

BRI, BHA KT A ik, MLITEGEAEEL ERBSRGOHMA, AREMEARER
FREREE S — BB A B EABERARESRU—RAAEA R ABEFSS OB IO
b & ERE L7,

WBrRAEES A7 PR EHFE 20mg, 47— R AEHHE 100mg, 7Y
. — R RTEERE 240 mg (R4 . =R (BiEFHERZ))
R ERBPEIBE  BALFEREGR IR U IR AR R T - BROBE
HerRARERVAR : B%. BARRR=RAL<T @EE#EEL) LT, 1 [F240mg
% 2 BRAERCARBET 5,
83 Iy 3 ¥ F RS UEERASH




2. FRIOHE. EREF |

A7 —R BT 20 mg, R AT 100 mg B OREAFEFE 240 mg (—ik4 : =
A @EFEHRL), BT, IFE) Lv3,) i, AFERTERSHE A Y
Ly 24 @TYRA N =¥ —X A7 47 (BMS) $t) B LEE b PD-1

(Programmed cell death-1) WZx3 5 & MMl [gG4 &/ 7 r—FVHETH B,

PD-1 i%. FMEE LY %8R (THIIR, BHRECTF 25435 —Tfil) RUE
BIRMIIC RIS 2 CD28 7 7 2V — (T MIROTEHEL 2 MBI E L AICHIET 55
TH#) WRBRTASEMETHH, PD-1 IHURIERAARICHES 2 PD-1 U ¥ (PD-L1
EO'PDL2) LHEA L, U BRICHEHES 7T A% {EE LT Y A ROFEH(LIRES
BICHESI LT3, PD-1 Yy FidFRR RN b ke RIEFHHRIC RS
LCRY, EHEAEREN R LUZEEEEICKIT 5 PD-L1 OB LWHROLTF
M & OMICROBBERFRERHZ Z L BRFEESN T3 (Cancer 2010; 116: 1757-66) .
T, ERAEBE TIHABEN T HRAELT S A V¥ —T o v (FNy)
I X5 T PDLL ORENFE SN, 5% L EBEELSICHIT 5 PD-L1 ORBLLHfED
AFEEORMICEQCHMEBEENEDH S & O#E L H S (Sci Transl Med 2012; 28: 127-37)
E b2, PD-L1 2HIRE SN AMIEE, FURERN CDS B T HIOMREE
IEMEE TS &8 325, i PDL1 Hi{KT PD-1 & PD-L1 & DS *HET S & FOHIK
EEEERREET D ZERRINTVS, HEOZ Eb PD-I/PD-1 U 2 FIERIZ, 23
AMIARBERRAR T M, L ORES R ERET 2T0O 5L LTEL bR TN
3,

AFE, ERRBROERD b PD-1 OSSR (PD-1 U T FESEIR) IS L.
PD-1 & PD-1 VA FEDBHEEFHETHZLICL Y, BPARRERN, T MlR0E
PEE R U AMIIRIC ST 2 MG EEE 28R T 5 2 &L CREMN R REES R 2R T
ZEDEREINTVWS,

IR L OHEN G AFNIBMERE T D FEEC R VB b o LR &,
BEAZENGL LIERHRBREEHE L, F9E, ZeERUCESESER SN,

AHN DU FIEFFIC 53 BB ORERUSIT & EHERS R bbh, BEXIIRTK
BN R DS, FAROBRERRURERICIT, BEOBEL ATV, BENE
B BRI EITIE, BR UEERIS USR5 & BB 2 R &8 L OE
I ERBWEIT., BEORERISIC L AEWERBRLNHBAITIL, BIBKESRL
BRI OB SO R IEB BT O LER D B,



3. EEARAER
D AACER R I E U - RS T - RO BB OAR M 21T o 72
ERBRRBROBEETT,

[F%hiE]

ERI RS IR (ONO-4538-1278)

200k EO(LEFRERE 2 A T AR AR IR T ORGSR e 2 1T «
DEEXIIAEEEATE (BEOTLARETEEGRHLY L TFS5embAPICiIET 5 I
) BE435 (AARANBERH ZETe, AFFB0G, 77 EARFELI3H) 28I,
T eRERBE UTHEAL mgkeZ 2B HRRCRREFELL L EOFIR TR E
HEEREF L, FEFIEE Th o 2ATFHA (FRE [95%EERM] ) i, FHFHE
T5.26 [4.60~6.37] A A. 77 BARBETE14 [3.42~4.86] BHTHY, AFNLTFEAR
Il LR M EBRIEE 2R Ul (Y- FH0.63 [95%(E5FKA : 0.51~0.78] |
p<0.0001 [J@3llogrank #7E] ) .

107 =, —— A
wl ™ ot

0.8
0.7
0.6

0.9 5

R

0.4 -
034
0.2

0.1

0.0

0 2 4 6 8 10 12 14 16 18 20 22

at risk 1 EHFEHE A
- AREIEE 330 275 192 141 94 5 38 19 10 & 3 0
FoSEAEE 163 121 82 53 32 16 10 4 3 3 1 0



[Ze 4]
OEMNBIMAERE (ONO-4538-12 AH)

HEELIIAKIEE 300/330 4] (90.9%) . 77 &R 135/161 £ (83.9%) IZRH b,
AR L DR BPEBEREE TERWETERITFAE 1417330 Hl (42.7%) . F7EHR
B 437161 fl (26.7%) KD Bk, WTIhI O CHREEN 5% LORBEMI TR
DEBYThoT, .

F1 VWIRAOBTREED s%E EOgHEE (ONO0-4538-12 B

o Bl (%)
ﬁgﬁi”}ﬁ FAE T e
S 330 {7 161 &
(MedDRA/J ver.19.0) 4 Grade Grade3-4  Grade3 4 Grade Grade3-4  Grades
£ ( i; 17) 3103 02 g4en 7@y 20D

P I 30 (9.1) 0 0 9 (5.6) 0 0
5 19 (5.8) 0 0 5 (3.1) 0 0

B AFRICBWCEBEERESR 78 (2.1%) SRR RAE/ S A5 —9 i1 (2.7%) .
KGR - EEOTH 44 (1.2%) . 1 BFER 3 6l (0.9%) . [THEREREE 18 #1 (5.5%) .
FF4e 141 (0.3%) . FIRAREEAEREE 13 41 (3.9%) . FREEE 10 1 (3.0%) . THAER:
£ 141 (03%) . TEEEEREE 14 (0.3%) . FIRLA2ZERE 1 #] (0.3%) XU infusion
reaction 1 ffl (0.3%) PR b, Fi, EEFEIE, LHKE. HR, wEEl/ MR
BAOHERDR. BIBEE. EEOREREE, BE - fER, BRROES L 5 ERITED
LI do s, REHERARBRGIIERESR (BRREERY 28T 28 0EHER
BRT, ' :



(R - BE]

ARIOBEMEDEIEEFAEZFALEY S 2 Lb—a itk ¥, FH 3 mghke (&
H) XiE240 mg % 2 BRARER TRE LIcROFH O UFFRES R Shie, T0kE
B, FH| 240 mg 2H 5 UBROBRERIL, FF 3 mgkeg 2185 UEBRORER L H#
LTEEERT ETRESNZ OO0, BAABEICBWTERERERSATHWSH
% IR (10mgkg % 2 BREBKRCERY) TARFEZES LEBRORER L ik U CEME
BRTETFRENE (FR). M T, BEOEBEIZIIT 55— EES% | K% 3 mg/kg

(EE) Xid 240 mg % 2 BREIKE THE L BEOFRORE R & At iket L
OEIEZ BT SIRERINE FAMEE S, YEEEIC OV TR TR IEBE,
LERORE - AEOMTEIMER E IR ERITR VW EFRIE N,

#£2 AFOEMHE ST A—F

M - e Crmax Craindt4 Cavpdi4 Croaxas Crningss Cavgss
{ng/mL) {pg/mL) (pg/mL) (ug/mL) {ug/mL.) (pg/mlL)
3 melkg Q2W (35;} "?0.8) (10.]7?'264.5) (17.2;?';3.9) (75.23171) (27.61%'107) (42?1??27)
2Ome W | s 1-712’.?03) ( ‘5-1;?.3;54-6) ; (25-3;?.‘:7-8) (10;,5354) (41 ?57,‘31;58) (62.11?91 87)
10 mg/keg Q2W <|4;,9;1119) (Slg} '39.2) (79?0(3'?14) (33?,9 232) (18:21,1 ; 13) (zs??gs}s)

i (5%25,95%R) Q2W : 28R, Coux : FIENESH ORI M PRE, Criaa : AIEREH14
BB F:k‘h‘éﬁﬁﬁﬂ.ﬁ"ﬁﬁﬁ. Ca\rgdld H @]@H—’?i’ﬁ 14A H i?@ﬁ@m?ﬁq‘ﬁg\ Conax,ss & Eﬂ?&@{:%
U-ég'_l‘él_lﬁl.ﬁqj?%g\ Chaingss : ﬁﬁmﬁ?lliﬁﬁ 5%{&1[[].%[’3%%\ C:wg.ss M Eﬁ:{kﬁgc:ﬁ H.és'zigm].?jﬁij
ity



4, HERIZ2OWVT

B Y A7 CHHE RMP) ESE | RFIOEERZLEEREET~0 %K
Wb DR Ch-T. FHIOR SN ERBELBE - EL, ARORLSICEVES
REMER 2 RH LEBICHRT 3 2 L RBRERE D, UTFOO~B@DT T E%THE
RIZBNWTHERATERETH2,

O HRIZ>NT

@1 TR 1) ~ ) OVThIIEYTHIHERTHDZ L,

(1) EEFBRESRET B35 ARREE LR AbES EER R A BRI R,
HUB A% A D ML IR AT, MR AR ¥) (AL 3044 A 1 F AT < 437
HEsR)

(2) HERRERFPE CERR29F 6 A 1 S - 85 fizk

(3) BEMRAESBET DA ALBIESENL (PABIESEERE. 1A BREE
BAmEE, BARTEEHRERRR L)

@) SRALZEREBEERRE L., A bFHEME | IR ERENER 2 Ol EE

. WKRDBHEIT- TSR (CERE28 47 A 1 BERRR 2540 gk

(5) PEMEERANFEENEOERERIEAIR/EET o TV BHER (FK 28 4 7
B 1 HERA ;1290 fEF%)

02 BEOERERVRHERRBRREOX NI +0 78 5 L SR 2 FroEM (TRO
W DNTEES Y D ERD) 25, é’um/%ﬂoﬂxﬁllklaﬂ@‘é%ﬁ@%&%& LCE#ESH
Tnple,

=

o [ERFFFEREE 2 EIE@@?}}EH%%{!%T LAa#ic 5 ’Eﬁlﬂ_l:ﬁﬁfvi’é‘ﬁ@ﬁﬁﬁiﬁfg%
THoTWBZE, 35, 2FLL LXK, PATYMREEZ 3L URKERFZOVHES
fToTWAZ &,

»  [EMRIFRGHE 2 FOMPTHERET LIcRIC, HERBEORATEMREEZED S
FEL EOHEERIRZEDOEREIToTWVD T &,

o [EEREERER 2 FOFMYMHEZET L& 4 ELLEOBKRERZH L TWD
ZE, 9B, 3FEL R, BiLaEONASRYRE LS DIELEREOBRRIHE 2
IToTNBZ L,

® BAOERERFEREEROEFHITOWVWT

EEMMEFREHICHTE T IECEFREE L., HESEN OFREO, A9 - %
EHERZIHFROEE L VEMEI T 21§37, AEFRBRE UGS 0o®RE
L SREONIITON A EHSIESTNE DL,




@ BUER~ORHRIZOWT

@-1 Faskfehlici+ 524
MEMMEAZEOEEREMERNRAE LIcBIc, 24 BRZEREH O T, Ykl
FRBHENESR I BV T, BB L-EHERILE CCARERRT CT £ORIER OERIZM
BELREOKERERYIFICF L, ELICHIETRERERBE-TWEZ L,

@2 ERHEEE L IAEERAMRICET HEME

BARRICHEL 2 EMBRABMR OEREL A T3 ERUEEEPREIERT=F7 ) 7
EEDREERDAY ) —=r VT ETOERE LFR2 LT TE D7 — ABREEH 2
fHEhTnadZ L, 2B, BHEEROWT, BABE LEOFRERCTFICATShT
WwWazi,

@-3 AHER ORE-CHISIZE LT

BIfER (MEMRREEICIN X, EEGEIE, LK, 55, MEUBRAEE. KIBAK,
EEOTH. | BEERF, FR4L, SRS, TR, gL, FRIBEERE,
THRAEHEES, HREE, BEEF (Bre - REEFHEETREEAD) . RITESE,
N, BEEORKEIEE, BIRMALERIE, infusionreaction, EHERMEMEE, MIRKER
SERRE, FE. BEORERIG, BIREENE, DEESES (OEHE) - 30k - O
RS ) 2L T, MR TR MEREEOEME A F T oEMEEE L (Bl
VER ORI L THHERUOXEZZ T NG HH L), ELIZEYZR
WENTEDERIBESTNDI L,



5. B&Extg LB BE
[(Bhiic B3 3 FIE]
O TEOBFILBWTHAIOHEYEIRIESHLTND,
» 20U EO(LEREEO H A IBEEIRRERIET - BRETEBRAE

) TELMﬁTé%%LﬁT6$H®&§&Uﬁmﬁ$Lome FRIDOFEHE
BB INTE LT, FRlOREXNSELAEBRNY,
o —REERVCZHREBEREZITITCORVWES
. IREEBIEREE
o {hOFEMERR L HFH LTRSS EBE

[Z 4o 4 5 FE]

® Fﬂkﬁé?é$%howru$ﬁ®&5# BLEERTWBZ bbb, BE5%1T
DR E,
s FHoO m SRt LiRBUEDBEERED & 5 B3

@ %ﬁ%wﬂmuﬁwaﬁmﬁﬁféﬁﬁtomrm;Kﬁ@&%ﬂ%ﬁén&m
' 3, EOBERRER R VEAICRY . HENAREERT LI 2EBETED,
« MEMHRMERBROGHXIIBEEOCL S EBE
o BEEGRECHER LD D BE R UTEEEO BN RNl RR M4
LOICRESEELN A ONDEBE
«  HOARERBOAHE, TBMHNLRE L IXHERM0 B CRERBOETED
bHBHE | |
o BARBHE (EhRMEBEEEZESL) OhLEFE
o WEBORBREIIEAR AT HEE
«  ECOG Performance Status 34V D BE

@ED  BeOG 0 Performance Status  (PS)

Score |

0 | &< MERFTESD, FBFENL R U EHERSHRA ﬁ‘x%')

HIPRAIC B LWERENISIR 2 h 543, AMTAIEET. Wf’ﬁ?ﬁ%’&of@f’ﬁ%‘é#ﬁﬁﬁ TEBRTED,
B < MY, HEEESE

BITARTHZOZOE Y O L FT 2 TAEESERILTE RV, HTD 50%E LI~y FATEITY,

1

2

3 BENEZRASOFOEY O E L TERY, BTO 0% EE<y FhlTGRI4,
4 | < BERYV. BROHOEY O LG TERY, BRIy FIRIFTHIT,

9




6. BMEELTHEITREER

O BEASCESICML, SERFERPRET 2 BRI ESE AR ORHIER OIER
RO SEREREPSICEBLThLERTAZ L,

WBFREAI N b, BEXITF OKECEPER Okt +oFM L. REZE
Thbisdsz L,

EREWERD=R YA Y M2 T

@

®

BEHEMESRRDH DD E Z ERHDDOT, FEORFITHIoTid, BRI

e (EIREREE. WL, REE) OREREUMEE X SUREOEN%E, BEr15

iT5 o &, Fh, BHEDSUTHEE CT, hE~—b—S0RELEKT 5
&

AF DO EILER® infusion reaction 24 % TRARFCSRMEDTE 54
HBEITo7 L CHAT A Z b, E70.2 B H LB ORAR 5T infusion reaction
BHbbhaZ b bbdDT, ARG PR UFAIREGHET RITAA FZ YA
VERET A%, BEFOREEXTHSIBERT AL, 2235, infusionreaction &
B LA, £TOBRBERERKESICEET 2 £ CAEL o8&
THZ L,

RIS E . TEASERERVRIBEERHODAD Z LNRHDHDT,
AH O 5 BEAET R O 5 81 i B0 N WEEREMR AT (TSH. G2t T3,
WERE T4, ACTH, M asiF Y —NVEORIE) 2EETHZ &,

FEOEEIZ LY BEOCREISICERT D & E 2 b D e RRESRHE
RhHbLbh3dItibd, REREDLNLEEICE, BELELELIINLE
AR RN & BB E I OERD &l U ORI R ERIRE 21TV BE DR
RS LARERARRDI B BETIE, FHOREXIFIE, RURIBEES
NEVHIOREELERTD I L, B, BIBKERVEXOREICIVEIE
HAORENED LLR2WESIZE, RIERERLVE yu%mﬁﬁ%%ﬂ%ﬂmﬁbn
LEET D,

58 T, BoERD fbé?fcilﬂ B L THhOEWEABREAT A LBH LD
AR OE 5 THRIC bR ORBICDITHERT .

| BEFRAS (RE 1| BUERBEZ D) Bbbbh, HERFEES F TV R R
WEBZERHDOT, AB B, IELFOERORERCMBEFED EF+
SEETHIE, L ﬁﬁf?ﬁh%ﬁbﬂt% s EHRIEL, AR E
KoBRESOHRLEEITI Z L,

AF|OEEHRRERICRN T, BEEE D TEMIZ6 BT, ThIMEE, 1282
LA IHED M (T o TV D L 2 BEI, AFRSPITEHMICEGRRET
SREDHREITHIZ &, '

10



EERHEETA FTA
=R~ (BETHREL)

(R4 : 7V —RafESE 20 mg, 7P —REREHEE 100 mg, T7¥—
R RTEEE 240mg)

~ T P P B i~

% 3 048 A (HFnJsF 6 HET)
B A H S



HK

LW
RO, (EREEF
R PR RRAR -
Hizkic oW T
EExtg L in b BE

AU S

BECIR L TR & FH

P2
P3
P4
P6
P8
P9



1. Loz

EIRHDOF M - K2EORFRODIZIE., BN XESICESWLEERERRD
b, Ebic, WEORZEFOBBRIZL Y, MEERML EOERHE T EHERS
FEEMNEABEINDIPC, INOLOEELZEIOVNERBEICRUT S Z LR D
BEERoTRY BEMBOEE L EOEATTE 2016 (R 28 € 6 A 2 HEHBILE)
BN TYH, ESNEEFLEOFERORBHEEEZXEZ L EEanTWE,

FREABFEERESIT, BEERCEEE v 7 7 A VREEOERER EHL MR
RABZEDBHB, ZOTD, AHEEROESMICETAFRI+SEET 5 ToM,
WHEELROBEF BT EBHHEESALIBFICH UTERT & & HIC, BIE
HRRBE LRI LEREINE & 52 L RAER—EDEGE M I RS TR
TREZENEETHD,

LB oT, FHA FFA Tl RS NE CILB LR TV B EFREF -
BPHRMICESE UTOERGORERFERZHET 2BAN L RERESF, B2
FRUBBEEERT,

B, AHA RTA ik, MEfTEE NEERERBIEOHME, A%EEEARER
PRI S, RN B ABRRARES ., HFEFEAEEEA B SE TSR
—HFEAEBEA AARERSRESOBIO S LR LT,

W hREESR ATV R ERHRE 20mg, A7 PR AEEHE 100mg, 7Y
—RNAREHE 240 mg (—RA - =R~ T (BEFEBZ))

AR ERDPEIDE « 2 AACSFEHERICIEE U /- IR HETT - BROEMLEE R
fiE

HBERDABRURE : WE, RAIE=RA T GEfRFHRL) & LT, 1H240mg
% 2 BRI CAMEET 5,

Bl R R ¥ F . AR TEERST




2. AFlO%E. EREF

A O— R E R 20 mg, FLETEHE 100 mg X URAREHE 240 mg (k4 =
R GEEFEEZ). BLT, [FH1 Lvd,) ik, NERRIESGSHLAY
Ly A ETVAM ¥ —X A7 47 (BMS) ) MBEFE L7t + PD-1

(Programmed cell death-1) IZH3 At M IgG4 £ /) 7 a—FAGiKTH S,

PD-1 1%, fEA LY %8k (THIR, BHRERTF 27 A% 57T #iR) RUE _
BEAMICRET S CD28 7 7 I U — (THROBEECEMEICE L AICHEY 0
T8 KBRT3%AENRTH S, PD-1 IIHURETHRICFER TS5 PD-1 Y 7 F (PD-LI
BUPD-L2) EfEE L, UL BRICHEIE S FF AR EE LT Y o BROFE M LR E 2
AIZHREI L TW5, PD-1 U Ay FidHiEIETRHIRLANC v b R4 R EEERICREHR
LTy, ENEEEEE ML LIEEREZICKIT S PD-L1 ORI LIFROLTF
B & OREICAOEBEMERH B T L BBEIN TS (Cancer 2010; 116: 1757-66) .
Fh  BEEAERE CIAERE THRAELT DA ¥ —T = -~ (IFN-y)
IZX T PD-L1 OFEBANRFE SN, B8 L EGERICBIT 5 PD-L1 OB 2 iffEo
A7 L ORICIEOHEEGEREH B L OHE L H D (SciTransl Med 2012; 28: 127-37),
&5z, PDL1 ZEHIRE S BAMEE, PURSFRM CD8 B T MloMiaEE
TR I S 525, ¥ PD-L1 HUfAT PD-1 & PDL1 & OFESEHET S L 2 0HE
EEREEENEETZZERRINTND, EOZ &AL PD-1/PD-1 U I FIRERIZ, 23
AABRESTRSE RN T ML ORBE R ERET2EFO—2L LTEZX bR TWY
Do

AFL, EEABROFE RS B PD-1 OHIESMESE (PD-1 U 7 FREGHER) IEE L.
PD-1 & PD-1 V> FEDRBAEHEETIZ LIZL Y, BARFEEN:R T MROTE
MEAL R U AR D HIREEEE BT 5 2 & TN RREEDFE 2R
Z BRI TN,

INBOHMAENL, AFIFEREREIC ST AHERBERCR VB b0 LHFER,
EHMESDRERE 25 LBRRRREERE L, A, Rtk UCBRENRER
Ehde,

AFIOERBFFIZES < BEDORERISC X RIERERH bbb, EEUIFETIC
ELAEBERD D, FRORENRUERERIZE, BEOBRREL -AITTV., REFB
Do HEIIE, BRULFRITS U EMNR AR & BBE R o E &3 L TE
DRERZH TV, BEOEERGICE 2BIERREDNDBEITIE, BIRRESV
EURORSEOBYRLE LT I SERDH D,



3. ERIRERAR
DBAACFHERITIEE U T UIERTRE R 1T - BRI S E O 7&GRRF - F i &
T ol ERERABROEEETT,

{FHahE]
EPME TAERE (ONO-4538-41350)

TIFFRFE A LS FF Y YLK E ORISR IEATHOTH
FRANBERET - BROEMN IS E#AEE (ECOG Performance Status 0 J2 TR 1) 34 #i%
SRR, A 240 mg % 2 8 R BINE CARETE Lic, EEFEE B T 5 5 FE3F (Modified
RECIST criteria (2004)i22-3 < HRYFIWZ XL B CR XIZ PR) 11 29.4% (95%EHXE :
16.8~46.2) Thol-, 2B, FANCRE LERBER 5.0% Tho 7=,

[ZZaxik]
EME DR (ONO-4538-4135k)
HEESII32345] (94.1%) R bR, A5 ORREGEREETERVWEESRS
12373461 (67.6%) WD bk, REFEHSULULOEHERIITRDO LY ThoT,

#F1 BREEMNSUELOBHER (ONO-4538-41E8)  (F4dmirda4ad)

[SER AAE
Grade £ Grade Grade 34 Grade 5
AENH R 2EE BEELE #H g I RBRE
{MedDRA IZ 1 5 SOC-PT £33) HE () W G
POE e 34 34 34
PR . or oL e il e e b s e e
. TARTRBEAEIL T ¢ Qo | 0
TR 0
(W E S 0
Tl 0
- R RESLUR TR
BRI 0
Wiy 0
- L -
4 (11.8) 2 (5.9) 0
FI5—EHH 3 (8.8) [ @.9) 0
Ui SER YL 2 {5.9) 0 0
ReiBIosRmE iimin
AR

%%@%ﬁtﬁ%ﬁﬁﬁ%ﬁ ”

i s ..0_.._,. 0
ek e 2 (5.9) 0 0
[ERlids &l S =T EERA L. MedDRA ver 20.0] 2 W THia# L,

Grade X CTCAE (Common Terminology Criteria for Adverse Events) v4 ZIC#EC 5,



72, FRREE 2 41 (5.9%) | IFHRERETE 1 0 (2.9%) . FUIRIREEREREE 4 61 (11.8%) |
IR 2 ] (5.9%) KRB - HEDOTHI2 ] (5.9%) . 1 BUBEIRE 1 51 (2.9%)
BRD oI, £, THERE, EFOKERE, TREEEES, BIBEEES.
ede, BEEMEIE. Mk » S84, infusionreaction, K& 5 BE%, LK. k.,
BRI/ S A 35—, afEtEl/MREAEEBER. T, BiRmeiEieie K Uk
MARE RKITERD Die oz, FEHERARTRIIIEESES (EBRREERELZ ST
EEDEHBERET T, '



4, FEFRIZOWVWT

EIEMn Y R 7 EEEE (RMP) ILED3& | AFIOEIEDZEMEERTFE~D 7 77 {4l
BHHWRTH-o T, AROREVED2BEZDZW - FEL, AROBEICLVEE
ZRMEM ZRE L7BRIC 92 2 L BB ERTED, LTOO~BD I~ T a7
RIZBWTERT5&ETH S,

O HEFic>WT

@1 TED (1) ~ (5) OWTFhhIZHEY TR THEILE,

(1) EE£HBHRENRET 2 PABREERAFRS GRHERTIRAS A FERILAIRLL.
HUIR S A RS FEEBE L AR e . MRS AU RBIRRIE AR &) (k30424 H 1 ARFAL: 437
Higk)

(2) ReEfiemaly (CERL294F 6 H 1| HBRA @ 85 Mifk)

(3) HAEMROENBET 2B ADTEELERE (BABRESEETHIE, 13ABRGER
ke, AR PREIE R )

4) FSR(bEFREREFERE L, A2 BEE 1 {2 aEmE 2 ok ik
WRBEMEToTWAHEER (FRE284F7 A 1 BRER @ 2540 flEgk

(5) AEMAEERINTEEME ORI EEIGEDBHEI T TV BHERR (EAE 28 4 7
A1 BEEE : 1290 HiFk)

O-2 BT EEOCFERER CETER BB OIS o/emah & BBRE R/
Ef (FROWTANIHESTDEM) B, SE2RBOARICETsREOHRTE L
LTEREBENTWD I L,

=

o  ERGFERGE 2 FOFBIHMERZIET LizIiz 5 FU OB AEROBERIHE S
FoTWnBZ e, 9b, 2E R, BAEYRESZ L LEEKREBESXOIHEL
THoTWnAZE,

o EMiTREEL 2 EOMPTHERET LRI 4 LU LOBREREFTLTVS
T, b, 3ELIEIE. EMRIRE D EIEO N AR S S T L 3R O R
HHEZIT->T\WAZ &,

® BROEKREREROKEICONT |

EER RS AES T 5 SEERIE Sh, SIEAEN L OWERED, Hk - %
SRR GEY DEMSICNT 5 MR, AEEEARE LB 0fs
B, SREONATONS KHNESTNB T L,




® BWER~ORRIC2oWT
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