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1) EAFBRENSIRET 525 A RGEEERL A
TEBEE (BBIE T IR AN A RS R B L A S e
23 A RS R BE L AR e, Hidek 3 AR
JBE7e &) (RE304F4-H 1 HIRE : 437
)

(2) FrEMmEmbE Pk 297-6-H 1 HIRFAL - 86
%)

(3) HBENFRAFDIGE T 2 03 A S bt

(N AP EWPE, 25 A2 1

(




J1IHRBE, S AR EEEHEE R 72 &)

(4) ARAFRIEEZRE L, SRILHRIEN
B 1 U RAC BN 2 D% e
D EHEIT > TV D ligk (CFRk 30 47 A
1 HS ;2516 fiiak)

(5) PrEMERE AL 5 & BN R o fiti 5% FEHE L 2 4%
LR ET> TV Al CERK30FT7 A 1
HIREA - 1297 Jifigk

J19pBE. DS A HERE R PE 72 &)

(4) ARAFIEEZHE L, A RIL2EN
1 USSR AN 2 O ftigk YT
D JEHEIT> T D la% (CFRk 284 7 A
1 H RS 2540-Jifi %)

(5) PrEM:IEE AL 5 & BRI R O sk BB I fR
LM EIT > T D ltisk (28447 A 1
H RS 1290 i %)

7Ry

©

-3 RIEHOZWr-eRHSIZEE LT

TER (MEMEMEERICIN A, EEMHEE, O
K. R, BERUTHREAE, RIBR, DBk, &
TOTR, 1 BUBERA ., A IFReREE . ITF
K. TEALMEREAE 25 HUIRMRESRERR S . T HEiAH%EE
PR, fhRREE . BREE (BA4L - RME EE
BEREET), RIBEE, MK, BEORGREE,
AR MARZERRSE, infusion reaction, HEE7RIMIK
P, MEREAAEBERE, RikZ, Bk, WAL D
BOG . IR IR =M, OlEfEE (O EME) - R -
O MEIIAMIGHE S) o I i JEFLSE) (2 LT
RS R ST B R B D S M 2 A S ERD
CHEEL (REHOZWr-oRISIZE L THRELD
YHEEZTONDIRMEICH D Z L), EHICHEY)
ENTE DRHIRES>TND Z L,

=

xomHE

0%

7A=Y

©®-3 ERUWEHDOZWr-exSIZE LT

BIVEA (MEMEMZEECINZ, EEMEE, O
K. Wk, BETREAEE, KIBK, EHEO TR,
BUBEPRIA . A4, IPReREE . IFZe. s b
HE R, HURIERERE S . T HEARREREE . iRt
HiE, BEE (B RMEMEEEREZ ST,
RIS, Mk, BEEOLERE, §FkifeiEse
J£. infusion reaction, HEE/RMiEMEE, MEKE
BIEMERE, k%, WEORERIE, WG IR EE,

OIEMES (O EME) - IR - OGS

) 1TxF LT, MRk X B = R R B o B P
Pex 9 HEAEEEE L (BEHOZWrH-oxIG I
BLTHEAVIREZTONDIEZMHITHD Z
&)\ EDICHETIZRALE D TE DEFIDRE ST D
&,

— :dni; Hro|

|

=




B 1

REEREETA FFA4 v
=RA~T (BEETRHEBL)

(BR5E4 « A7V — A RFEFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AN IR ERE 240 mg)

~EHE~A 7aYT 54 PREEM (MSI-High)
R LR - ERE~

dp

242 A
A F A

T



ER/N

1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4, FEREIZDOUWNT P8
5. H&EGXREMDEE P10
6. WHIZEL THETNEHH P11



1. IILBIC

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AR ERR L, KEERASCL ST 0 7 7 A VBBEEOEIRSL & B D i
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

L7eRoT, KA T A4 Tlid, BARBERELZNE TICHELN TV D EFITH) -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
BRI IR s . —MAERTE N B ARERIR NRHE & R OV At FE N B AR R F2 O
Db EAER LT,

KGR L I BEIS AT R EEEE 20 mg, A7 U —RSEHE 100 mg, A
VAR A EE 240 mg (— 4 =R~ T GBI R Z))

KR ERDEUIRE « DS AALFHRIER T U - IR YIBR AN RE 72 4T « FER O S HE ~
A a%T T4 FARLEM (MSI-High) #H9 551 « EI5G#E

MEERDMEROAE  BE, RAZIZ=R L ~T GBI %) & LT, 1[5 240mg
% 2 MR A ST 5,

Bl I T ¥ A NI TS




2. AHN DR, VERBF

7Y — R I EE 20 mg, [FSTEERE 100 mg K OVR S ERE 240 mg (—ik4 - =
R~7 (Baffz), LT, TRAL Evo,) 1d, AN T RS L 2 &
Ly 7 2%k BTV ARV w4 —R 2747 (BMS) ) 2B% L7-t  PD-
1 (Programmed cell death-1) (ZxI9 %t MMl IgGd €&/ 7 v —F AHURTH 5,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T 2% 2
T IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U 7 K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v oSEROEMALIREE %
BIZHRET L TW5d, PD-1 U W NIFHURE SIS B b O 2 22 Gk T8 B
LTHY, BMERAMEEE) LU LB TS PD-L1 DOIEBLLIEDELF
HM & OMICADHBEBFR & 5 Z & HE I TW% (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L7 EEMAHRIZI T 5 PD-L1 ORI LD
AALEHIR & ORNCEDOFBIRRE N & 5 & OGS & 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AMIBIE, PURRRA CDS FHPE T Mo M E
T AP S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D L Z DM
GHEIGEREIE T 5 Z EDRENTND, DI &2 H PD-1/PD-1 U 72 RERERIL, 23
AR TURRF A e T MM OWEBEEZ BT 5HFD—>oL LTEZX LT
Do

ARFNE, SRR OFE R 6 PD-1 O MEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T kDI
PEA K O AABIENE k9 2 MRS TG M 2 58 5~ 5 & & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

TS OHENG | ARFNTEMENEG T 2 REEEIC R 0 ED b o L IS,
R - B R At & LT ERIREBR A FEhE L, A 2ME, et OV D iR
iz,

AHNOVEREFZ LS < B DORE N L DEWERZ%N S 5 b, EEXIIETIC
BLHAREMEN D D, AFNOEG-H R OEEG#ITIE, BFOBELZ 01470, BEDR
D BTG AITIE, BB LT FRICIE U= MR 722 ek & 88k 2 R DR Al & s L Ciil
GIZRBERIR W 21TV, IBE OERIGIC K D EWERANSEDN 2551213, BIBRE RV
T UHIOEEEDOTEY)RE Z1T O LERH D,



3. HRIRPGE

IS AACFIRIER TS U T IR EIBR AR RE 2R AT - R O BBHE~ A 7 o ¥ 7T T4 bR
ZEME (LT, IMSL-Highl &\ 9,) ZH T 2850 « B OKRRFICIHE 217 > 72 &
7R EEIRRBR DR & T,

72%, TMSI-High #6342 8% IZBAL T, TPCRIEIZ L Y MSI-High & HE S/ &
) BT YA (38 121 IMSI-High (PCRE) #H T 2% L&KL L, DNA
LAYy FEEBEENTE L TV D 2 EDNERSINTCERBE LB T 2846 (K%, T
72H TPCRIEIZE Y MSI-High & HIE S 72 B XXk (BLF, MHC) &
W) HEICRY I A~y FEERERIE (LLT. TdMMR] &W9,) EHEShZR
%) T HHAICIE IMSIHigh #47T % %) L £ L7z, HC #IC L 5 MMR f#
L PCRIEIC L D MSI A DO —HRIE 96.6~98.7% W T 5 Z L& @E ST
Do

[H5h1E]

[EIRR IR A TAHRRER (CA209142 3AKR) 2

(LEERRIERED 3 579 1B DR R e 22 64T « %@ dMMR 79 3 MSI-High (PCR
15) U B DAEN - G 74 1A RIC, AA] 3 me/kg & 2 I R C R
L7, BEFHEEE T 278505 (RECIST HA F7 A L1 BICHES < IRBREY =
FHIE S K 55822850 (CR) UEH &% (PR)) OHFMITORERIL, 31.1% (95%1=
FEIX [ : 20.8~42.9%) Tdh -7,

(=D | indor Naralane M et al.: J Clin Oncol. 2002; 20: 1043-8, Bertagnoli Monica M. et al.: J Clin Oncol. 2009; 27:
1814-21, Ferguson Sarah E. et al,: Cancer. 2014; 120: 3932-9, Wang Yang et al.: J] Mol Diagn. 2017; 19: 57-64.
Smyth Elizabeth C. et al,: JAMA Oncol. 2017; 3: 1197-203

(%2 CA209142 SERD 3 SO ask— b D5 b ALHIEREIED & % MSI-High 2853 2 /55 « U 4 k4
& L7cad— MIRT 5 AH B BEREORE RIZ OV CTREa,

) D7 oL Y VL RPUEMIEEH L OOAF4 U 77 F L UIA U ) 7 5 AR AT & ST |
DU EOIEEEIERE O H D BE NG L S,

D IR T3\ T IHC RIS X Y S A~ v FUEHE X /327 Tl H MLHI, MSH2, MSH6 X% PMS2
DWTILDDOFRENTRD LR WIEEIZ AMMR &HIE S 4Lz,

UES) i &V HlH SN DNA ICBWT, S BEEO~ A 7 BT T4 M~ —h— 2RISR L T 55
A, 2FEEU Lo~ —T—I2o0W T, 6 U Lo~A 70T T4 h~—h —%MTtge L T 5%4
(21X 30%LL LD~ —J1—IZ 2\ T, PCRIEIC X VD YA XD EFE D S hiz54 12 MSI-High &HIE S
77

4



#1 BEBEBADERVENR (CA209142 HER)
(RECIST ver.1.1, AZMEMEITSREN, IBBREYEMEE, 201648 H 10 BT —F b v b4 7)

i BB G R BiE (%)

>

} 74 5" 53 {312

5222550 (CR) 0 0
wor7Exh (PR) 23 (31.1) 19 (35.8)
@7 E (SD) 29 (39.2) 21 (39.6)
# 47 (PD) 18 (24.3) 10 (18.9)
ERIRNE 4 (5.4) 3 (5.7)

7% (CR+PR) 23 19

(F2h= [95% (5 HFIX =] (%)) (31.1 [20.8,42.9]) (35.8 [23.1,50.2])

*1 o FRNEMAT A AR %2 BT RER O 5 B A IC & W MSI-High (PCR) 2H ¥ 5%
I EDMER S N, *3 : Clopper-Pearsoni%



[Zz4xt]
[EIB LRSS ARG (CA20914234%r)

AEERIL TUT4 ] (95.9%) (ZFEDH S, REEE L ORRBEABNBETE RVAE
FEUL 5174 1 (68.9%) (ZFRO LT, FEHARD %L EDORIEMIZER 2 DLEBY T
oz,

F2 FREWEN 5% EORBIEA (CA209142 3BR)  (ZZAMMEITSHSER)

HERIRHE B (%)

FEAGE 74 {5

(MedDRA/J ver.19.0) 4 Grade Grade 3-4 Grade 5
2EIEH 51 (68.9) 15 (20.3) 1 ( 1.4
B ke

THI 16 (21.6) 1 ( 14) 0

G 7 ( 95 0 0
—f - RHEER L OB G ORRE

95 17 (23.0) 1 ( 14) 0

77 iE 5 ( 6.8) 0 0
B AR AR AT

U x—EHN 9 (12.2) 6 ( 8.1) 0

AST #4n 5 ( 6.8) 0 0

ALT #40 4 ( 5.4) 1 ( 1.4 0
72T —EH 4 ( 5.4) 2 ( 2.7 0
G KOV T AR &

Z 5 FEIE 10 (13.5) 0 0

9% 8 (10.8) 0 0
ZRINIIRZ 3N 22 5 ( 6.8) 1 ( 1.4 0

B2 R 4 ( 5.4) 0 0

¥, RERSUHRRIE/ 2 A 3F—6 5] (8.1%) . AFHEREREE 6 5] (8.1%) . FhikfEE 5
%1 (6.8%) . FLIRMHERERSE 5 5] (6.8%) . infusionreaction3 il (4.1%) . BHEREMRE
361 (4.1%) . KMEK - /INGJE - LD THI 3 4 (4.1%) | EEORFEFEE 141 (1.4%) |
RIS ARERE S 1 (5] (1.4%) M OWER 16 (1.4%) 23580 vz, H7-. FVEMERGZE S,
HIEAEEAE, DR, ik, LERUBEIRIE, IPRA, BT, m(bMAE &, T EEHEE
PR, MM - BEMRZC, FRARIMARZIERME, B MIKREE ., MEREREGRERE. fZ, 5&
I RS, DR B H I OYEFLIZERD B2 b o T2, ARIVER S BRI B
% (BRREMRT 25T) 2E0EHEREZRT,



[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 L— a3 02k v, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LICBROBRE & & ik
LTREZRT ETRHENTZb DD, ARANBFICBO CARMR RIS TV D H
- & (10mgkg % 2 BFFEECRE) CAKIZ G UI-BEOugE & & ik U CEfH
ot ETRlEn (FR), MAT, BHOBREICKITLT7T—2ICESE, KAl 3
mg/kg (KH) X% 240 mg % 2 IR TR LI BEOARKI OMREE & & Ao 324
PE & OB 2 G D MRER LUGE 7T VDM S, kB DWW TIRE M T o
. EROME - HEOM THZIM R ORI ZRIT R0 E TRl S v,

£ 3 FADOEYBE T 2 —F

M - R Cmax Chmind14 Cavgdl4 Cimax,ss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
20 me Q2W 61.712,?03) (15~22?.354-6) (25-31‘}:7.8) (105254) (41?57,.21358) (62.11(,)9187)
0meke QW | (1473100 | (519.792) | (00 114) | (331 50 | (s913) | (37380

HRAE (5%, 95%47) . Q2W : 23 EIFHIFE . Cimax : AIIEIFR 518 O fig i M PIREE, Crinars 1 AR G-#2 14
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
D B MLE P IREE . Cuinss @ & FIRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICIS1T 2 A I
TR



4. FEFRIZOUWT

AFN OB G- DN H) 72 BE &2 - FrE L. AFIoF 512 ;@E%ff TEFRZRB LT
BRIZHRHET 2 Z ERMER 7D, LFOO~Q@DFT X T &= sl W THEHAT
RXTH5DH,

O MEFRITHOWVT

D1 Fid (1) ~ (5) OVWTIIHEYT IR THD Z &,

(1) BEAFBRENEET 503 A2 REEEILSURRBES (FE RS A BRI AR
HIIR S AR ISR . RIS AR 72 &) (B FIondE 7 A 1 HERS : 436

i)

(2) HrTksrERPE CERR 3144 A 1 HEFS @ 86 ik

(3) HEMFIRAFENFRET 203 A HEEERFE (DS AR WL, 23 Al
Wh IR, S A HERE R R &)

(4) AR bFRIEE AR E L, %;Ht#ﬁ“/fbn%lXi%EHK#éﬁﬁm 2 Otk K
AR DR AIT > TV D ftieg CERL304E 7 H 1 BIREA : 2516 fiiax

(5) #ﬁﬁaiﬁﬁl@ﬁﬁﬁm%@ﬁm R TLR D M E T - T ek (Rl 30 4 7
A 1 HIRFA : 1297 fax

O-2 M - BN OALFHRTE K ORINE S8 BURF OIS 53 72 ik & R 2 R O I
il (FROWTNNIEE T DHEM) 23, SR ORFNET 2RO EMEE L L
TREINTND Z L,

*

o [ERRFFEUFE 2 FOPMFHEZE T LI2%IC 5 L LD AVIRIR O BERIHE %
ToTWDHZ L, 5b, 24 I, BAFEWIRIEE 3 & LIBRRIER - OHE 2
7o TND T &,

o [ERIRFFEASE 2 FOWBIHHE ZET LI2&IZ. WLam OB ASMREZ & 5
FLLEDOHLBARFZOBEREZIT>TND Z &,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKKEREZAG LT\ 5D
Z &, OB, 3FELLEIE. THIbESE O D A SRYPRTE & G e IE b g T OB IRAHE &
IToTCWVWBHZ L,

@ BEANDOERKMIFREHOEHIZONT

EEMERE I F T 2 TE PR E I, BEESEN L OFRE D, A0 - &
/fri%?%iﬁ@%i&@%@&@cﬁﬂﬁ“ IxPT D IE WAL A EERNREE LI GA OWE
EW, ERHECHIATONAERHINESTNDZ &,




@ BIEA~ORIEIZDOWNT
@-1 fERR AR BE$ 2 B

BV PERTR B OB R BIEA T L72BRIC, 24 FERIESIRIRHI O T, 2%k X
EEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, B BICHIEATRER (KR M- T D Z &,

@-2 EERNEEEHICL H2AFELRNHICHET 2 EH,

DAZIRICED 2 M OB B2 A T A EREEFEDPRWERE=2 1V 7
EHEOIERDOAY ) —= T EHATOEIRE & FHZ G TE 5 F— AERIKH 23
ESNTWAZ L, B, BiEHICHOWT, RAERE EZDOFEICHSITAmENT
WhHZ L,

@-3 BHEADZWr-ox B LT

RIVEA (MEMEMEBIIN 2 EEAEEDAE, Ok, Tk, BT RAREE., KIBK.
MBS, BEEEDO TR, 1 BUBERA, TFAa, ITFRERERETE . ITa. BELPEARE 28, HRRIR
FERBRE S . TEMAMREREE, hikkEE, BEE (Bre - RIEHEEEREZ ST,
BRI, EEE O R R, §RIMAR ZE42SE , infusion reaction, B FE 72 If ik fE |
MERERIEMRE, ML, R, WEORERIS, WIEIREME, OlEES (OFEME) - 1R
IR - CEEMEISMDGHESE) . IS L, JBEFLAE) (2R LT YEkhERk ST R R R o
HYEZ AT 2 EA & U (RITEA OZWr-oxSICBE L THRER SR E =T 6D
K HDZ L) EHICHEDRALENRTE DIEHNESTND Z &,



5. B##ExIBLierBE
[B2h I BE 3 % 1]
O TROBHEIZBOTAROFEDEN RSN TN D,
o BAALTFIER I U IR YRR R RE R T T - R OEME~ A 7 uYT T
A MRZEM  (MSI-High) A3 2566 - B EE

728, MSI-High #5725 Z &2\ TE, =R~ 7 (Blaf#l#iz) o=a "=
A WiE (BGE4 - MSI AL~ & (FALCO)) ZHWTHERT 5 Z &,

@ TREICEY T 2 BEIKIT DA OB K O 7 IEIZ D0 TR AR OB ZMENR
WL ENTELT, AFOKEGXG LB,
o Tk I PURHEMESA XYV T TFUROA Y T IR
IRFZ X D IRIRIE D 72 B
o fiRAHBIRE L
o fOHUEEMEESA & OFH L TikB S D BE

(AP B 4 % FH]

O TRIZEZY T LIEFICOVTIARFOER G N D E SN TNWDL T b, &5 51T
brpnz &,
o KRHIDRHTIHK LIREUE OB ERED & 5 B3

@ IREATOFHHIZIB W T RIS S T D BFIZOWTIE, AAIO G 1THERE S 7z

D, AOIRFERIUL A 2 NG EITIRY | HEICAFZEN T2 2L 2BETE D,

o HEMMZEEOEIH XIIB LD H 5 B

o @B AR CHVE R 2 58 B B K ONE B 0 Flc S i it ik 2 0 S e 1 i ¢
FEDORINZRIEMEZA LD IR B 5 B

o BHOMERBOAD, UXEMERZE L IXHEFEMEO B CREEEOBEERE O
b oHEE

o EERBMEE (&R A 5 T) Ob D EE

o ORI EEAT L BE

e ECOG Performance Status 3-4 " 7 H 34

(6)  ECOG ¢ Performance Status (PS)

Score E#

0 | &<MERIEE TS5, BT LlFE U HEAERNHRZR AT D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

BTRIEECHGDOH DRI O Z LT T N THELEDERILTE W, HHO 50%LL Eid~y 4Tl 27,

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,

10




6. BEZELTHEETREFIH

O IRASCEF TN Z, BEEIRGEES D IRAET 2 ERME T D & AR O FeE & OV E 4
RO 7O B w2 o B L Co bR« 2 L,

@ JRWBALAICIENL D B ULE OFIEICH MR a2 oA L, FE 215
ThoEETHZ L,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD Z ENRH DD T, RFOEKGIZH T - Tik, BKIE
AR (PR RIS, Bk, FEEVE) OMEFE R OSSR X f A O %, Bl a 145
AT 2k, Fio, BEIR U THES CT, MiF~— —%DiE %z £ 2
Z &,

AFN DO EILEE D infusion reaction |2z TEARFIZ 7% iad TE 5 UE
H&AT > 72 ECBt 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
WHHONDZ L bHDLDT, KFERE R OAFEGHHE T HIT A Z A
YEWET 5%, BEOWREBE+H2ICBIET 52 L, 708, infusionreaction &
FEHL LI B1TIE, AT O K QYRR ERICIEE S 5 TRE L 0Bl
T5Z &,

FORIRBERERR S . T EMAEREREE R ORIBFEERH 5oL d 2 &03H 5D T,
AFN D ¥ 5B haRT M O G-I I E BRI N téneia & (TSH, #HfE T3,
R T4, ACTH, I 2o —VEORIE) #4252 &,
AHNOFEEIZ LY | WEORIEFINTERRE T 5 L& 2 BN DER 2 R REHIE
DHLOLNDZENHDH, BENBOOLNTGEITIL, BELLEZFRIIS L
B 72 ek & R BR 2 Re o Al & i U Cli bl A BRI W 21TV B o
FOSIT X 2 BWER DN g0 255118, AFIORFES T Ik K OEIE RUE R
WEVRIORGEEZZET L L, ek, BIBEERLVESOREIZEYAEIE
MOYEEDTRD HNRWGEITIE, BT BE A /VE - LIS O 52 1l oo 1B n
HEET D,

BeGA&T %, BOEM N OHE I ARGE L T O RIERBRELT 2 Z 83 H 5720,
AR OEEHETHIZ S RWEM ORISR T D,

1 RUBE IR (BE | AUBEIR 2 5 de) Md bbiv, BERWES 7Y R—2 &
ICEL T ENDHLOT, NG, Bl IRILSEORER O FEBLC B ED E57- 12+
SEETAZ &, 1 BRI SE TR GE2HIEL, 4R 8
I OF 5 E DY L EZITH Z &,

@ AFNOEERZRBRIZBWT, BERRBELS 24 BT 6 ML, 2 LIBRIL, 122

&l

CHIMEDFHI 21T > TWe 2 & 22 EI ARG HITE R Big i T2

ROWMERZITH Z &y

11



RIS 2

EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4 « A7V — A RFEFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AN IR ERE 240 mg)

~ BRI~

dp

242 A
A F A

T



ER/N

1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4. FFZIZOWT P7
5. H&EGXREMDEE P9
6. WHIZEL THETNEHH P10



1. IILBIC

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FFEERMDPARBENDLH T, 20 DEEKNZ FICHLER BT TR 5 2 & PR
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BOFVE RS SR ST, SRR 2 T 1 7 7 A ARBEE D ES L & B S i
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

L7eRoT, KA T A4 Tlid, BARBERELZNE TICHELN TV D EFITH) -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
HROEEFEHE T,

I, RIA BT A %, MSIATBAE N EIE SRR O JSZTBUE N ESE
i PRI SRR G | AN ASAEFATE N B AREE RIS 2 . —MAERTE N A ARERRNRHE 2
FEIEEFTEENE N AARARIETFSOWH IO b LA LTz,

RfG L I B EINL L ATV — R Y 20 mg, A7 Y — R IR EE 100mg, A
— RS EE 240 mg (—#%4 =R~ T GEis 7R Z))

R ERDMEIE: © D3 AL L (T U 72 ARTG UIBR AR BR 70 B4 T - I8 O RIENE

KELRAMERONE  @HE . BRAICIE=R L ~7 GEIaF#H#EZ) & LT, 118 240mg
% 2 TG CAMEET 5,

B I T ¥ A DRI TS




2. AHN DR, VERBF

A7V — R S 20 mg, [FSTEERE 100 mg & OVR S ERE 240 mg (—ik4 - =
R~7 (Baffz), LT, TRAL Evo,) 1d, AN T RS L 2 &
Ly 7 2% BT YA -~ ¥ —X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxt9 5t MU 1gG4 €/ 7 a—F LAHETH 5,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T 2% 2
T IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U 7 K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v oSEROEMALIREE %
BIZHRET L TW5d, PD-1 U W NIFHURE SIS B b O 2 22 Gk T8 B
LTHY, BMERAMEEE) LU LB TS PD-L1 DOIEBLLIEDELF
HIH & OMICADHBEBFRN & 5 Z & HE I TWns (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L7 EEMAHRIZI T 5 PD-L1 ORI LD
AALEHIR & ORNCEDOFBIRRE N & 5 & OGS & 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AMIBIE, PURRRA CDS FHPE T Mo M E
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GHEIGEREIE T 5 Z ENRENTND, DI &2 H PD-1/PD-1 U 72 RERERIL, 23
AR TURRF A e T MM OWEBEEZ BT 5HFD—>oL LTEZX LT
Do

ARFNE, SRR OFE R 6 PD-1 O MEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T kDI
PEA K O AABIENE k9 2 MRS TG M 2 58 5~ 5 & & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 Bl 2R EIC 20 55 b0 L MIfF S,
BiEmEE NG L UBRRBRZ B L, A, Rtk OERERHER I N,

AFNOVEREFF 235 B EE O RIERUSIC K 2 BITE S0 & b bdu, B UL LTIC
ELAEMEDN S D, ARNOEGH R OREGRIZIT, BEHEOBRE HoICTO, BENR
O BIVIZE AT, BB LI HBUTIE U REFIRY 20 ik & REBR 2 Ff D[RRl & s L Col
LN EERIR W 24T BE OREIGIZ L DREIERI gD 2 5 A%, BIFEE AL
T HIOEGEOHYVLIVEZAT O LERD D,



3. BRERAE
DS AL PEIEAL \THE TR U 72 ARTBUIBR RN AE 72 A T U 38 O B i O 7GR I 2 3Tt %
1T > 7o FE 72 BRI O RE % 7~

(0]
[EI B[R 25 A FER  (ONO-4538-24/BMS CA209473)

7 oAb eV 2 VU RPUEMIEEA K OV T T /A 2 G SO AL SRR IR ISR S X
AN OARTEEIRANRE 72 AT ST PR D FE e FE 3881 (A AR N B 27401 % & e, AH|
FE193%, SHHRRELIOSMH) A tBRIT, & U RPUEMIEEH (K& & Lkl ik
R Y AXRI) R E L COARHI240 mg 4 218 RIS CAEEE LT & X 0BER @&
Oz met Uiz, EEFHMEEE Th 2 2471 (PRl [95%EHEXM] ) |
AFIFETL11.17 [9.99~13.73] # H | *FH#ET8.54 [7.20~9.89] WA THY | K%ﬂﬁi‘aiﬂ
FREE IS ) LRI BB R 2R LTz (N — RER0.79[95%(F 8 X i : 0.63~0.99]
p=0.0381 [J&Hllog-rankfEE] )

¥ N X RAKIIZOWTIXTS mg/m?% 3 M HIE CEIRME S, /X7 U Z 2Bz H0 T,

100 mg/m? & 7R 2191 7 L L LT, %1, 8, 15, 22, 20K U36H HICEHRNZEGT5 2 L & &

72
4
g
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
at risk2{ E7FEARI(A)
AF|EE 193 170 158 139 120 105 89 77 65 55 38 20 13 10 6 4 3 0 0
TR 195 182 157 116 100 79 66 55 48 39 26 16 11 6 2 1 1 1 0

1 OS ® Kaplan-Meier % (ONO-4538-24/BMS CA209473)



[Z4tE]
[E B R M AEFER (ONO-4538-24/BMS CA209473)

HEFEQIIARAIRE 172/192 5] (89.6%) . *FHRHEE 192/194 5] (99.0%) IZFRD LA, 1R
BRIE & ORFBIRNEE T X WA FHGITAFIRE 129/192 41 (67.2%) | <t HEEE 185/194
B (95.4%) IZFH BTz, WT N DOFETHELFEN 5%, EORIERIZER 1O LB T
HoT,

K1 WFNHLORH TREEMN 5%LL EOBIERA (ONO-4538-24/BMS CA209473)

B (%)

IR = PAS &
el i i
192 43 194 {51

(MedDRA/Jver.21.1) 4> Grade Grade3-4  Grade5 4> Grade Grade3-4 Grade5
2EIEA 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (65.5) 2 (1.0)
K RER X OV MRk =

FIB 23 (12.0) 1 (0.5) 0 27 (13.9) 2 (1.0) 0

% ) FERE 17 (8.9) 0 0 9 (4.6) 0 0

B E 3 (1.6) 0 0 97 (50.0) 0 0
— % - REEER L OSSN OIREE

FEER 15 (7.8) 1 (0.5) 0 16 (8.2) 0 0

95 97 14 (7.3) 1 (0.5) 0 42 (21.6) 9 (4.6) 0

s 2Rk 9 (4.7) 0 0 44 (22.7) 0 0
ERER R AT

U 2 oRERER R 4 (2.1) 2 (1.0 0 18 (9.3) 12 (6.2) 0

I HRERER D 3 (1.6) 1 (0.5) 0 75 (38.7) 58 (29.9) 0

H i EBRE R 2 (1.0 1 (0.5) 0 72 (37.1) 46 (23.7) 0
H ke

T 20 (10.4) 1 (0.5) 0 17 (8.8) 2 (1.0) 0

PN 5 (2.6) 1 (0.5) 0 24 (12.4) 1 (0.5) 0

{50 4 (2.1) 0 0 16 (8.2) 0

TN 4 (2.1) 0 0 31 (16.0) 1 (0.5) 0

M P 1 (0.5) 0 0 13 (6.7) 1 (0.5) 0
o WABE

FOIR BRFEREAS T 1E 17 (8.9) 0 0 1 (0.5) 0 0
JEYSE B X OV A HUE

Pt g 3 (1.6) 1 (0.5) 0 11 (5.7) 6 (3.1) 0
R L OseklEE

RARIHER 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
MiRE LY o REE

2 ifi 4 (2.1) 4 (2.1) 0 47 (24.2) 19 (9.8) 0

I H BRI E 1 (0.5) 0 0 36 (18.6) 27 (13.9) 0

FEEWE L BR R i 0 0 0 20 (10.3) 20 (10.3) 0

H i EBRJg A iE 0 0 0 16 (8.2) 14 (7.2) 0
EE R B L O ARk E

R &R 2 (1.0) 0 0 21 (10.8) 1 (0.5) 0

5 P9 2 (1.0) 0 0 17 (8.8) 1 (0.5) 0
SR IR E

R B 3 (1.6) 0 0 14 (7.2) 0 0

R = 2 —r T — 1 (0.5) 0 0 47 (24.2) 1 (0.5) 0

K= 2 —a RF— 0 0 0 21 (10.8) 1 (0.5) 0

7RI, AFBEC IS T FURIEAEREE 22 1 (11.5%) | BRECREMRIE/ I A4/ $F—15
il (7.8%) . HTHERERET 13 B (6.8%) . FIEIVEMGZRE 12 ] (6.3%) . MhiEfEE 8
5



(4.2%) . EEOREREE 4 4] (2.1%) . HEE LW 34 (1.6%) . B 241 (1.0%) .
g RelEE 2 1] (1.0%) | 4 161 (0.5%) . RABZ - /MBS - HEED T 1 4 (0.5%) .
TEABEEEREE 1651 (0.5%) K ONinfusionreactionl ] (0.5%) M bhiz, £7-. &E
FEMEESNE, (DA, Mk, VAUBEIRI, T A4, i LPERRE 2k, RIEHERERE= . Mk -
BERE S, FRARMARZERE, BB MRk, mERE RIEMRE, k%, R, 5E 5K
K OVODIEIEE TR0 b o 7o, ARTEMFEBURDUIBEIESES (BRIRMAER T 25
Te) ZETEFHRERZ R,



4. FEFRIZOUWT

AFN OB G- DN H) 72 BE &2 - FrE L. AFIoF 512 ;@E%ff TERZRB LT
BRIZHRHET 2 Z ERMER 7D, LFOO~Q@DFT X T &= Tl W THEHAT
RXTH5DH,

O MEFRITHOWVT

D1 Fid (1) ~ (5) OVWTIIHEYT IR THD Z &,

(1) BEAFBRENEET 503 A2 REEEILSURRBES (FE RS A BRI AR
HIIR S AR ISR . RIS AR 72 &) (B FIondE 7 A 1 HERS : 436

i)

(2) HrTksrERPE CERR 3144 A 1 HEFS @ 86 ik

(3) HEMFIRAFENFRET 203 A HEEERFE (DS AR WL, 23 Al
Wh IR, S A HERE R R &)

(4) AR bFRIEE AR E L, %;Ht#ﬁ“/fbn%lXi%EHK#éﬁﬁm 2 Otk K
AR DR AIT > TV D ftieg CERL304E 7 H 1 BIREA : 2516 fiiax

(5) #ﬁﬁaiﬁﬁl@ﬁﬁﬁm%@ﬁm R TLR D M E T - T ek (Rl 30 4 7
A 1 HIRFA : 1297 fax

D2 EEB ORI ORI RBIR ORI 157 & e O (TR
DTN ST D) 75, HLBHFOAFNC BT 5 IEOHES & L CRES
RTVBZ L,

#

o [ERRFFEUFE 2 FOPMFHEZE T LI2%IC 5 L LD AVIRIR O BERIHE %
ToTWDHZ L, 5b, 24 I, BAFEWIRIEE 3 & LIBRRIER - OHE 2
7o TND T &,

o [ERIRFFESE 2 FEOWBIHHEZE T LI2&IZ, WLam O ASMIREZ & 5
FLLEDOHLBARFZOBEREZIT>TND Z &,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKEREZAG LT\ 5D
Z &, OB, 3FELLEIE. THIbESE O D A SRYPRTE & G e IE b g T OB IRAHE &
IToTCWVWBHZ L,

@ BEANDOERKMIFREHOEHIZONT

EEMERE I F T 2 TE PR E I, BEESEN L OFRE D, A0 - &
/fri%?%iﬁ@%i&@%@&@cﬁﬂﬁ“ IxPT D IE WAL A EERNREE LI GA OWE
EW, ERHECHIATONAERHINESTNDZ &,




@ BIEA~ORIEIZDOWNT
@-1 fERR AR BE$ 2 B

BV PERTR B OB R BIEA T L72BRIC, 24 FERIESIRIRHI O T, 2%k X
EEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
FRRAORE RN BRI S, B BICHIEATRER (KR M- T D Z &,

@2 ERWFEIC L 5FEESINICET 22 N

ARSI 5 BEFTR 72 50 M O\ RE 2 A 2 BIRIERE D ElfEl =2 ) v 7
EAOERDOA V== T ZTWEIRE L FR 2 A TE D F— L ERAH 2
SN TS Z &, 2B, BlfAHIZOWT, BDAUBE L ZOFRBT I ms T
W5 Z ok,

@-3 BHEADZWr-ox B LT

RIVEA (MEMEMEBIIN 2 EEAEEDAE, Ok, Tk, BT RAREE., KIBK.
MBS, BEEEDO TR, 1 BUBERA, TFAa, ITFRERERETE . ITa. BELPEARE 28, HRRIR
FERBRE S . TEMAMREREE, hikkEE, BEE (Bre - RIEHEEEREZ ST,
BRI, EEE O R R, §RIMAR ZE42SE , infusion reaction, B FE 72 If ik fE |
MERERIEMRE, ML, R, WEORERIS, WIBREME, OlEES (OFEME) - 1R
IR« ChEEMEISMDGHESE) . IS L, JBEFLAE) (TR LT YRRk ST R AR o
HYEZ AT 2 EA & U (RITEA OZWr-oxSICBE L THRER SR E =T 6D
K HDZ L) EHICHEDRALENRTE DIEHNESTND Z &,



5. REMBRLLRDBE
(AL B9 % F ]
O TROBEICEBDTAROHIENRIES TN D,
o Tk ) IV LSRPUEMEMGA N O T F T W 2 G e O E SRR
JESUIARTH OFRIRBIBRANRE 22 HEAT ST PRI O flE e B

@ TREICEENE T 2 BE ST 2 AR O G K O A ITIEC DN T AFIOAZPED
MESLSNTELT, AAOHREGHR LRG0,
o TRIBREEZT TRV ES
o FiomiBhRIL
o fLOTUEMEEGR & O L TR Sh o B

(Ze2hICBd 2 F1H]

O FTRICHEATL2EECOVTIARAOEENERE S TND 2 &b, BEE1T
branz &,
o KAIDORSTIZ R LIBEUE OBEERED & 2 B3

@ IBFERTOFHIIZ BT R xﬁ?éﬁ”é*’% IZOWTIR, AAlOREITHELE S e

Dy, AOIREERPIUL A 2 NG EITIRY | HEICAFZEHT 22 2BETE D,

+ [HH @MFﬁ@AﬁXiﬁﬁw%é$%

o MaEE AR A CHIE R 2580 2 B K ONE B M O U Bl 2 <o G ME fiti ¢
FE DR RIEMEZAL D P2 %hé%ﬁﬁ

o BOMEERBOAD, XUXEMERZE L IXHEFREMEO B CREEE OB O
HDHEE

o EERBHE GEMEHIaBHIEL 5T) ObHEE

o FEBORYGSUIB A AT LB

e ECOG Performance Status 3-4 "0 D &

(ED  ECOG 0 Performance Status (PS)

Score | EFE

0 | &<MERIEE TS5, BT LlFE U HEAERNHRZR AT D,

PRREIZI LUEBNEHIR S 525, BTRIRE T, BRI > TOMERIITH 2 &M TED
Bl BEOFE, FHEE

BHNTZEHSOHEDEY DZE LATERY, HFOD 50%LL Ea2Xy RO TiRZ1,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,

9

BTREECHGDOH DRI O Z L 13T N THEELEDERILTE W, HHD 50%LL BiZ~<y FACiE I,




6. BEZELTHEETREFIH

O IRASCEF TN Z, BEEIRGEES D IRAET 2 ERME T D & AR O FeE & OV E 4
RO 7O B w2 o B L Co bR« 2 L,

@ JRWBALAICIENL D B ULE OFIEICH MR a2 oA L, FE 215
ThoEETHZ L,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD Z ENRH DD T, RFOEKGIZH T - Tik, BKIE
AR (PR RIS, Bk, FEEVE) OMEFE R OSSR X f A O %, Bl a 145
AT 2k, Fio, BEIR U THES CT, MiF~— —%DiE %z £ 2
Z &,

AFN DO EILEE D infusion reaction |2z TEARFIZ 7% iad TE 5 UE
H&AT > 72 ECBt 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
WHHONDZ L bHDLDT, KFERE R OAFEGHHE T HIT A Z A
YEWET 5%, BEOWREBE+H2ICBIET 52 L, 708, infusionreaction &
FEHL LI A I2IE, AT ORI K QYRR ERICIEE S 5 £ TRE L 0Bl
T5Z &,

FORIRBERERR S . T EMAEREREE R ORIBFEERH 5oL d 2 &03H 5D T,
AFN D ¥ 5B haRT M O G-I I E BRI N téneia & (TSH, #HfE T3,
R T4, ACTH, I 2o —VEORIE) #4252 &,
AHNOFEEIZ LY | WEORIEFINTERRE T 5 L& 2 BN DER 2 R REHIE
DHLOLNDZENHDH, BENBOOLNTGEITIL, BELLEZFRIIS L
B 72 ek & R BR 2 Re o Al & i U Cli bl A BRI W 21TV B o
FOGIT X 2 BWER 2N B0 2551213, AFIORFES TP 1L K OEIE BB 7R
WEVRIORGEEZZET L L, ek, BIBEERLVESOREIZEYAEIE
MOYEEDTRD HNRWGEITIE, BT BE A /VE - LIS O 52 1l oo 1B n
HEET D,

BeHA&T %, BOEM O ARGE L T O RIERBR BB T2 Z 035570,
AR OEEHETHIZ S RWEM ORISR T D,

1 RUBE IR (BE | AUBEIR 2 5 de) Md bbiv, BERWES 7Y R—2 &
ICEL T ENDHLOT, NG, Bl IRILSEORER O FEBLC B ED E57- 12+
SEETAZ &, 1 BRI SE TR GE2HIEL, 4R 8
I OF 5 E DY L EZITH Z &,

@ AHNOEEFRRBRICBWN T, BEHENS TERITZ6 AT L, LML, 2878
WCEIMEOFA 21T > T2 2 & 5%, AFIE G-I E R mG R TR R
DOMERZEITH Z &,

10



REFEHAEETA 71
=RA~T (GRIBTFHEEZ)

(BR5E4 « A7V — A RFEFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AN IR ERE 240 mg)

~ FE/ N R R ~

ERR2 92 A (fFn 248 2 AHET)
BT BE



ER/N

1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4. JigklzoWT P12
5. H&EGXREMDEE P14
6. WHIZEL THETNEHH P16



1. IILBIC

RIS OF M « ZRMEOMEROTZ DI, U SCEFIZE S W2 E AR RS
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFHN 72 5T B E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
PR & 72 o TR Y RRIFMBGEE & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MR E)
IZBWTYH, EHNERNEOHERHORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
MHEIMOBEZMLZIT 5 2 EnHIfF SN BT LTHERT 5 & & bic, BIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
BRI o, —AFEENE N A ARBRIRNBHE S FEdR B FTEENE A B AR P2 &k O
—MRFERETEN B AR ZRF 2D/ 0 b LR LTz,

RG L I HEIRSG, - A VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4TS
— AR AEERE 240 mg (— 4% - =R~ T GEfs %))

R ERDMETNE « CIBRAREZRHETT - FRAE O IR/ INHR R e

WG ERAMERORE @E ., A=A r~7 (BIE %) & LT, 1[240mg
% 2 MR TR ERET 5,

f3E IR 5E ¥ F N IRE TEEASH




2. FHNORK. VERBF

7Y — R S 20 mg, [FSEERE 100 mg & OVR ST ERE 240 mg (—ik4 - =
R~7 (B z), LT, TRAL Evo,) 1d, AN T¥ERASEE 2 &
Ly 7 2% BT YA -~ ¥ —X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxt9 5t MU 1gG4 €/ 7 a—F LAHETH 5,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T 2% 2
T IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U 7 K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v oSEROEMALIREE %
BIZHRET L TW5d, PD-1 U W NIFHURE SIS B b O 2 22 Gk T8 B
LTHY, BMERAMEEE) LU LB TS PD-L1 DOIEBLLIEDELF
HIH & OMICADHBEBFRN & 5 Z & HE I TWns (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L7 EEMAHRIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AMIBIE, PURRRA CDS FHPE T Mo M E
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GHEIGEREIE T 5 Z ENRENTND, DI &2 H PD-1/PD-1 U 72 RERERIL, 23
AR TURRF A e T MM OWEBEEZ BT 5HFD—>oL LTEZX LT
Do

ARFNE, SRR OFE R 6 PD-1 O MEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T kDI
PEA K O AABIENE k9 2 MRS TG M 2 58 5~ 5 & & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 Bl 2R EIC 20 55 b0 L MIfF S,
e/ B Aot & LT BRI A FEhE L. A bk, Zat kOB R
iz,

ARANDVEFIRERAC IS < M O Sy RIS & 5 BHEM %238 5 b, TE I
EDFREMEDN & Do AAIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L HUTIE U B 2 ik & B8R & FF o R Afl & L Col
BI7RERIZ I 21T\, B ORIERRIC K D RWER R DIL DA, IR AR L
U FI OB GO YR ILE AT 5 BERD D,



3. BRERAE
UIBRANHEZR AT - AR OIE/NAEAE (R ERE L OFER - ERE) O7KGRREICRE
i 247 > 72 22 B A B BR D Rl AE 2 R T,

(Azht]
(R BB

OEWNE DR (ONO0-4538-05 #ER)

77 FFRF e BT RIERE 2 A 2 UIERANEE R B H1/ IV ST 3 O /i 2 bR
#3 (ECOG Performance Status 0 2OV 1) 35 fiil 255210, Al 3 mgkg % 2 M REIE T
RIEFHE L7, FERMEEE TH LR (RECIST A 7 A > 1.1 fuZHES< ik
HEIZ L D CR UL PR) 1E25.7% (95%(EHEXMH @ 142~42.1%) Th o7z, 72k, FAl
2R E L2 BN 9.0% Th - 72,

QuFAETAERER (CA209017 357) (N EnglJ Med 2015; 373: 123-35)

7T F RN a G AL FIRERE A2 T D UIBRANREZR B 1/ IV SUEFHE O - bR
8% (ECOG Performance Status 0 & TN 1) 272 {5l (ORAIEE 135 i, K& & ¥ &8 137
Bl) ZXRGUT, REX X'/ ZXIRE UTARR 3 mg/kg % 2 J#[FRIFE CRIEEHE L,
FHEAHMME R Th 5 A FWIM (FIRE [95%EHXM]) X, ARAIHET 923 [7.33~
13.27] A, REZFBARET6.01 [5.13~733] BATHY ., AANL FEHFELIZ
X U FRICHE B RIERE /R LT (O — R 0.59 [96.85%(E#EHX M : 0.43~0.81],
p=0.0002 [J&%!| log-rank fR7E])

e
~

e
o

e
wn

©
S

Probability of Survival

It
w

0.2 =B
o< TTTETTTTTTR
0.0
T T T T T T T T T
0 3 6 9 12 15 18 21 24

Overall Survival (Months)

Number of Subjects at Risk
Nivolumab 3 mg/kg

135 13 86 69 52 31 15 7 0
Docetaxel

137 103 68 45 30 14 7 2 0

“ Nivolumab 3 mg/kg (events : 86/135), median and 95% CI : 9.23 (7.33, 13.27)
Docetaxel (events : 113/137), median and 95% ClI : 6.01 (5.13, 7.33)

X1 OS DH[EfEHT D Kaplan-Meier #ifi (CA209017 35k) (HE(EA(L /-2
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(FERS - R g)
OENH DB (ONO-4538-06 #Hk)
77 F R GO LT RIERE 2 AT 2 U2 B B/ IV XTI O IERAE B
JiE 8% (ECOG Performance Status 0 2 TN 1) 76 il x5, AAl 3 mg/kg % 2 [ IR
THRIEEE Lz, FEFHMIEE T 2R3 (RECIST A R7 A4 2 L1 fRIZES <
JLHIEIZ L D CR UL PR) 1E19.7% (95% (5 HEX ] : 12.3~30.0%) Th o7z, 72db. F
ANZERE L7 BRENIL 9.0% CTHh o7,

QA MARRER (CA209057 %) (N Engl J Med 2015; 373: 1627-39)

7T FF RN h G T FIRIERE A T D UIBRANREZR TIB 1/ IV LTI DIF R B
i & (ECOG Performance Status 0 2 OV 1) 582 5] (RHIRE 292 i, K& & /L 290
B) ZxRIC, REX X323 E L TARAl 3 mgkg % 2 MR CARmiHE Lz,
FEFHMIEE Th o 2AEFHH (FRE [95%EFXHE]) 1. AFIFET 12.19 [9.66~
14981 A, FEHZFHARET9.36 [8.05~10.68] W HTHV ., AL KX FE/NLIZ
* U FRIICHEBERRIEEZ R LT (O — R 0.73 [95.92%(E XM : 0.59~0.89],
p=0.0015 [J&H!| log-rank fR7E]) .

1.0

0.9

0.8

0.7

0.6

0.5

0.4

Probability of Survival

0.3

0.2

0.1

0.0

T T T T T T T T T T
o 3 6 g 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mg/kg

292 232 194 169 146 123 62 32 9 0
Docetaxel
290 244 194 150 111 88 34 10 5 0

“— Nivolumab 3 mg/kg (events : 190/292), median and 95% Cl : 12.19 (9.66, 14.98)
~ % Docetaxel (events : 223/290), median and 95% CI : 9.36 (8.05, 10.68)

X2 OSSO H#Efif#T D Kaplan-Meier it (CA209057785k) (HE/EZAL S L 724EH)



(PD-L1FEBLIR B DA =M e 0224

WA ITFEGRER  (CA20901 73888 & UNCA209057:88k) (LA AN BB ED H B, il
FERRRIC 3\ CTPD-L1 &2 J8 35 U 7= SEEinAa 28 5 0 2 E1A (LT, TPD-LIZEBLE | L )H,)
BT DR DN IO BE DT —FIZHDE | PD-LIFEBLHRBINZ LRI AFAT
AT S T A IMER O ZRMEORERIZLL T DO LB Tholz,

HAEICEI LT, R ERETIE, PD-LIORERICE 5T, ReX 3B/ L ik

L CAAIRE COSHMER T HHF A3FED H LT,
FER F R Tl PD-LIEELR N1 %A OB AT R 2 2 LR S IZIEFEOE R T

Hote (T,

B, Y ERE. FERE RS I, PD-LIOFRBRIZL ST, AFloretk 7o

77 ANEREETH T,

0.9
\
0.8 \K--.

s

Probability of Survival
o o
>
i
i
JH
¥

i

=

o
o

o <

o
o

T T T T T T T T
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mgrkg

108 82 70 60 48 39 26 17 4 0
Docetaxel
101 87 69 53 38 30 13 5 2 0

Nivolumab 3 mg/kg (events : 77/108), median and 95% CI : 10.41 (7.29, 14.26)
Docetaxel (events : 75/101), median and 95% CI : 10.09 (7.36, 11.93)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% ClI : 0.90 (0.66, 1.24)

N

>

Probability of Survival
o o o o
0

)
W

i

|

]

o
2 /
@ i
i
o i
B
,,—‘_If

o ¢
N

°

b
o

T T T T T T T T
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
Nivolumab 3 mg/kg

123 98 86 7 73 65 27 13 5 0
Docetaxel
123 102 80 61 44 36 13 4 3 0

“ Nivolumab 3 mg/kg (events : 68/123), median and 95% CI : 17.15 (12.09, 20.63)
" Docetaxel (events : 93/123), median and 95% CI : 9.00 (7.10, 10.55)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% ClI : 0.59 (0.43, 0.82)

X3 CA209057 B D PD-L1 HEHEH|TD OS O HESFHT D Kaplan-Meier HifR
(£H : PD-L1<1%DBELF. AKX : PD-L1=1%DBEEM)



[Ze 4]
CCRANT))
OEWNE T AHRE: (ONO-4538-05557)

1 REENS%LL EOREWER (ONO-4538-0555%)

FERIRHE BilE (%)

FAGE 35 45

(MedDRAVJ ver.17.1) 4= Grade Grade 3-4 Grade 5
EEIEM 24 (686) 2 (57 0
Mg LY R fEE

2 ifi. 2 (57 0 0
N 3 i i

B C A M R R 2 2 ( 57 0 0
B IR E

i 2 (57 0 0
L 3 ( 86) 0 0
—i - EFFEER X O SO REE

TR 5 (14.3) 0 0
A I 2 (57 O0 0
FEER 5 (14.3) 0 0
G R R

W AEUE 2 (57 0 0
7R

TANRTXUBT ) N T AT =7 —8HN 2 (57 0 0
MmH 27 L7 F i AR —EHn 2 (57 0 0

U 2 SERE D 3 ( 86) 2 (57 O
R L Ok hEsE

BT V7 2 v MdE 2 (57 0 0
BAEIE 5 (14.3) 0 0
AR X O ARk R

B EfivRg 2 (57 0 0
PR R M

KR =2 — S F— 2 (57 0 0
RO AR, B ESs K UM

il £ i 2 (57 0 0
R KO TRk

SIERR R E 2% 2 ( 57 0 0
HLBE 2 (57 0 0
F95 5 (143) 0 0
iR INIRZ YIS 2 ( 57 0 0

7Es, ML 2 6] (5.7%) . KIGK - EBEO FHI2 6] (5.7%) | MikkEE (%
T v NU—IEERES) 361 (8.6%) | JITHERERETE 2 6 (5.7%) | HURIREERERETE 3 41
(8.6%) . RIEHEREREE 161 (2.9%) . BEEREREE (RANEHIEMEBRE) 141 (2.9%)
J Ninfusion reaction 2 5] (5.7%) A3a8@ Hivlz, £/, BEOKEREE (K EREIRE
ERE, ZIEALBE, FERHIESS) | FERMREREE. 1 BUBEIRG, BER. FAERLHE,
g% « BRI, 58 O RER L NI RITE D vz o 7o, REIWEARBUR DL B E
% (EREMERE 2 ET) 2850EERE2RT,



OB IAHRER (CA2090177%5%) (N Engl J Med 2015; 373: 123-35)

F2 FEERE 5% LEORMER (CA209017 3RBR)
B2 (%)

FRERIKRHHE .
(ﬁf@im 17.1) ﬁ?ﬁ
© Ver2f. 4 Grade Grade 3-4 Grade 5

2FEIWER 76 (58.0) 9 ( 6.9) 0
E e

T 10 ( 7.6) 0 0

L 12 (92 0 0
—i% - RHEFEER X OB SEAORRE

e 9 13 (99 0 0

Y57 21 (16.0) 1 ( 08) 0
B X OEREE

AR 14 (10.7) 1 ( 0.8) 0
hE R R B L O A MRk EE

FAfim 7 ( 5.3) 0 0

7. HVEMEMEE 6 B (4.6%) . RIGK - BHEED THI 11 61 (8.4%) . FhfkFEE (%
T v NU—IEGERES) 1361 (9.9%) | IFHEREREE 4 61 (3.1%) . HUIRMREREREE 5
(3.8%) . BEHEREREE (RME MEMEEX%) 461 (3.1%) . EIEMMEIIE 141 (0.8%)
e W¥infusion reaction 1 5] (0.8%) 23588 HiLlz, F7-. EEOLEREE (FEHEEIRE
ERE, ZIEALBE, BUOEIESE) | TERAHERE, RIBMEERE. 1 2NERE, FER,
M ds « BEESS . 5 E D IRER RO RITFRD Hie o 7z, KREIWEFAZHLIRIL TR ESE

% (RREMRT 251) 2E0EHEREZRT,

(GER_F R
OEWNE THERER (ONO-4538-06757)

#3 FHEBP5%LL EORER (ONO0-4538-06:85%)

FRE R R BilE (%)
FEARGE 76 13
(MedDRAV/J ver.17.0) 4= Grade Grade 3-4 Grade 5
RIEM 64 (842) 16 (21.1) 0
PR ==
FRR B RE A T iE 7 (92 0 0
H ke
(XA 5 ( 66) 0 0
T 4 (53 0 0
L 8 (105) 0 0
% 4 ( 53 0 0
Mg - 4 ( 53) 0 0
— % - RHEER L OGN OIREE
i 9 (11.8) 1 (13 o0
TR 11 (145 0 0
FEEN 11 (14.5) 0 0
BRIR IR AL
U 2 SERE R 6 (79 2 ( 26) O



FRE ARG BilEx (%)

FEAGE 76 5

(MedDRAVJ ver.17.0) 4= Grade Grade 3-4 Grade 5
R L OB E

KF MU U A E 4 ( 53 2 ( 26) O

RAIHER 11 (14.5) 1 (13 0
PR R

FEIED 4 ( 53 1 (13 o0
MER R, MERFs X OMithm R

R A A R 4 (53 2 ( 26 0
R Fs KO TRk

% O PEIE 6 (79 1 (13 o0

% 11 (145 0 0

BLIR B IR R B 4 ( 53 0 0

7pds, VBN B4 (5.3%) . KIBHK - EEO THISH] (6.6%) | fffkkEE (¥
v N L—EMERESE) 1041 (13.2%) | ITREREREE 511 (6.6%) . HUIR Ik REl=E 1041 (13.2%) |
BB HERERE 161 (1.3%) . BHEERERRE (R EMEBRSE) M5 (5.3%) & Winfusion
reaction 3 (3.9%) FRH LTz, Fio, BEEDOLERE (FEREIEFERE, 240
BE, BREIES) . TEEMREREE ., VGERR, PR, BIEMEE, MK - Bk,
5 E IR K ODFHRITZED 72> T, REWERFEBURDUIE EFS (BRAR R A E
HErat) 2 0EHERETRT,

@SB IAEER (CA209057 #88k) (N Engl J Med 2015; 373: 1627-39)

#4 FEBERPB5%LULEOBIER (CA209057 3ER)
Bl (%)

ZRE R IR
=h.
(%ZT;I;EII?A/J ver.17.1) 287 il
T 4 Grade Grade 3-4 Grade 5

2FIVEA 199  (693) 30 (1050 0O
o WBE

R AR RE A T i 19 ( 6.6) 0 0
H Ik

T 2 (17 2 (07) 0

L 34 (11.8) 2 (07) O

I i 15 ( 52 0 0
—f - EHEER L OGN OREE

HE T HE 29  (10.) 1 ( 03 0

9 57 46  (16.0) 3 (100 o0
R L O E®E

BAREIE 30 (105) 0 0
T E R R R L O A HRkEE

RaHm 16 ( 5.6) 0 0
KRR X O T HRRRE =

% O PEIE 24 ( 84) 0 0

H95 27 ( 9.4) 1 ( 03) 0




7k, WELPERGEE A 10 61 (3.5%) . KM - BED FH#i 22 B (7.7%) | #hikkEsE (%
F v NU—IEBREE) 26 1 (9.1%) | ITHEREREE 15 1 (5.2%) | HUIRARBEREREDS 27
Bl (9.4%) . BHEREREE (RS IR RS) 761 (2.4%) | % - %K 1 61 (0.3%)
J ¥ infusion reaction 8 51 (2.8%) 2388 Hitz, £7-, BEOKEREE (K ERHEIRE
ElE, SIAIBE, BERMEIES) | TEAERT, BIEMIERS, 1 ARIRE, %k,
FIEARBESIE, 55 & 9 PR K WM RITER HivZe o 1o, ARRIVEF S BLRILIL RS E F
% (BEREMBRTY ZE5T) 2a0EMHEREZRT,
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[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 L— a3 02k v, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LICBROBRE & & ik
LTREZRT ETRHENTZb DD, ARANBFICBO CARMR RIS TV D H
- & (10mgkg % 2 BFFEECRE) CAKIZ G UI-BEOugE & & ik U CEfH
oy LRSI (FR) AT BEOBEICE T 27 — #2125 & KA 3 mg/kg
(IREE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 ik b
ORI & T D IRE ST T AR S, Y% OV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRS-,

K5 FAOKYBRE T 2 —F

M - R Cmax Chmind14 Cavgdl4 Cimax,ss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
20 me Q2W 61.712,?03) (15~22?.354-6) (25-31‘}:7.8) (105254) (41?57,.21358) (62.11(,)9187)
0meke QW | (1473100 | (519.792) | (00 114) | (331 520 | (8913 | (37380

HRAE (5%, 95%47) . Q2W : 23 EIFHIFE . Cimax : AIIEIFR 518 O fig i M PIREE, Crinars 1 AR G-#2 14
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
D B MLE P IREE . Cuinss @ & FIRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICIS1T 2 A I
TR
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4. FEFRIZOWVWT
RS & U TS (BFFE) AE o Tnd 2 &b, Yikild 4@
IZETXDER THOIMNERD D, TDO LT, KF OB #EY) /2 BE 2720 - FF
/EL/\ AHNOBEHIZ LY BEELRRWEH 2B LIRSS T 5 2 EBRMERT=D, LIF
DO~@DT X T &I MR IZBWTHEHAT & TH D,

O MEFRITHOWT

D1 T (1) ~ (5) OVWTIIHEYT IR THD Z &,

(1) JEAEFBRENEET 503 A BHEEEILSFRRES ERE RS AR B SRR
HUIE S AR EE L R T, HIEOS A2 RmlE e &) (B FoeE 7 H 1 HIRER : 436

i)

(2) HrTkgEEmPbE CERR 3144 A 1 HEFS @ 86 ik

(3) HEMFIRAFENFEET 203 A HGEEEFFE (DS AR REHEEEWRPL, 25 Al
Wh IR, S AR HERE R 7R &)

(4) AR bFREIEE AR E L, %;lesffﬁ“/ﬁm%lxﬂbmh%ﬁﬁﬁm 2 Dtk KLY
AR D AT > T Dftiag (R 30 457 A 1 HREA : 2516 fiigk

(5) #ﬁﬁaiﬁﬁl@ﬁﬁﬁm%m@ HIELHE LR D M E T - T Dftiak (Rl 30 4 7
A 1 HIRFA : 1297 fax

O-2  fifieE DAL SRE K ORI E R FE S O XIS 443 72 ik & #EBR 2 R EAT (FRO
WFNZRE S T D ERN) 23, HE2REEORANCET HIEROEEE &L L TREI N
TV Z &,

*

o [ERNEFFEUSHE 2 FOUHIHEZIE T L1112 5 FLLEDO R AR D ERIHE &
ITHoTWBHZ L, 96, 2L BT, BAREMEEZ & LUERIEESOIHE 2
THoTWVWAZ L,

o [EEMEFFESE 2 FOUMMHEZE T L72&IC 4 FFLL ELOREREZ A L T D
k. 96, 3AELLEE. DN A SR Z S M SRR T O BRIRIHE 21T -
TWAIZ &,

© BENOEEMEREBEDOAHIZONT

AL F WA BT T 2 EE DAL E S v, SR OFRE A, A - &«
IR OB P ORISR 5 iRt A FFRNELE LB E OWE
. FRESNITT DN D IEHINE > TN D Z &,
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@ BIEA~ORIEIZDOWNT
@-1 HERRAEHICE 9% Bl

[V PEG B O B 2R BIE R AR A2 L72BRIT, 24 WefHlRBIRIRHI O T, 2 akhiaak X
EEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
BIRRA DR A RIS, EDICRISTRERAHI > TnD Z &,

@2 ERWFEIC L 5FEESINICET 22 N

AR 5 BT 72 5 e O\ Re 2 A 2 BIRIERE D RIEE=2 U 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, B, BIRIAHNCOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox B LT

BIVEA (MEMERMZEEIIN 2 BREAEDRE, Ok, Tk, BT RARE ., KIBK.
NS, EEO TR, 1 ABERE, RS, RS, TR, SR, Bk
FEREFE S . THEAPRREMRE . MRiEE. BEE (FAe - RWEHEEBSRE D).
RIS RS MG, B O R E R, §RIMAR ZE42SE , infusion reaction, B FE 72 (i ik fE |
MERERIEMRE, WL, R, WEORERIS, IR, OlEES (OFEME) - 1R
IR - CEEMEISMDGHESE) . IS L, JBEFLAE) (2R LT YEkhERk ST R R R o
HYEZ AT 2 EA & U (RIER OZW-oXISICBE L THRER OSSR E =T 6D
K HDZ L) EHICHEDRALENRTE DIEHNESTND Z &,
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5. B#EXRL R HBE
(B0 B § % F1E]
O TROBEIZBWTARIOENERRIES N TN D,
o TITFFRHEGLALFIRIEREZ AT 2 URAREZRMIB W/ IVHI SUIFREOR

bR R E
o TIFTRAZGUACFRIERE 2 A YRR EEZR B 1/ IV U I DI
bR

7%, FERF LR CEGFREL 128 B OUTALK R & AR I B 1T B T,
JFHI L U TEGFRF | % ¥ v % F — P IEA UFALK T 1 % o o % S — L IEH 0
TR 24 2% B,

©@ TFRLIZEEN T D BT D AR DB G K O IOV TR, AFIOFME
PHELENTE LT, AROEREGXR LR LR,
o ALFRIERIGIRO B
o fFRAHBNIRIE
o MOTUEMESGA L O L TRE Sh o B

@ WA A R 74 > (AARMRE Y2 (28T, ECOG Performance Status 0~1
D75 3% L) . X% ECOG Performance Status 2 ™V @ Cix. & 3 HAAHUEA
(FEZXEL%) OHARGNHERINTERY , 77 FFRF O HHERE R 1T
WD SN WTr =205 5, ZO5E. 77 F T RAORNERN 2 L BE
3 HARGUEAIHEA COWBEBEL G T 2 EF BT, AFORGEZEBETE 5,

@ AFNTMENABMATABRI BT, R EREE OERE LR EOWTOBEICE
WTH X FEARETK L TEEESRGES N TWS, 72720, R LD
B TIL, PD-LIBBLFIZ L0 AOMEDMER N R D Z EDRRBE SN ORERPED
NTWBZ et ERELEREDBEITBWOCTIEPD-LIFEIE LR L2 ETA
RO EOHE AT HZ ENLBE LY,

(ED ECOG 0 Performance Status (PS)

Score | EF

0 | &<MERIEH TS5, BT &lE U R EAERNHRZR AT D,

PERBNZIE L WEEN SRR S 4525, BTHIRE T, AR > TOERIIT O Z &N TX D,
Bl - O FEEE

BATHRECTH Y OH ORI O Z L3 T X THEEEMMEEIL TE 20, BHO 50%2L iy RT3,

ROENTZESDOHEDEY DZ L LTERY, BHRO 50%LL EE2 Xy R+ TilmId,

Alwro

ALENT RV, BAOHFOEY DOZ L34 TERY, BEICy R+l I4,
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SCHRSE)

PD-L1 Z8BLEN 1% KM Th 5 2 & D3R SN IER V- R 128V T,
JFH], RE % X VORI OFTEMEEER O 5 2 8k 5, 52
NRATnl) X<T (B Hliaz) oo =AWk (BGE4 - PD-L1IHC
22C3pharmDx 4 =] ) 2LV PD-L1 BH L& Hesd U= IR LR o B
ThoT, AFloOZWE (W54 : PD-L1IHC 28-8pharmDx [# =] ) |2k 5
FRAENRE RS AL, LT OSTRE 2 2B CARA| OB O Al & & fiif ¢ &
Do

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

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

[Z4PEIC B3 2 1]
O TFTRUCHEUTHEEIZOWTIEIARAORENED L SNTWDLZ Enb, BEE21T
F oA ARG

AFN DRI AT LI BOE D BEEIE D & % 3

@ BHRATOFHIIZ BT RRLICEEY T 2 BE IOV TE KA OG- THERE S e

AN

L OTERRPUEL D R WIGEITRY | HEICAFIZENT 52 L 2B ETE D,
VMR B O PFSUIBE E D & 5 B3

b0 1B 4 A A C TRV B2 & 3R 0 2 SR M O B 0D JHSU R At gk 2 <o S e M il 2%
FE ORI RIEMEZALD IR B 5 B

H EEREOA, XUTEBMER 2 L XD B g R B OBERED
boEBE

gz AElE (&M 2 5 de) Db D EBE

FERE DG IR 2 A3 2 B3

ECOG Performance Status 3-4 1 o i

(2)

212U, MOBUEMEGA OB GIZ OV T, Hm, HERGISKY T L2 L of, BK LR L 2

HEWERMORIDOIB NN D D5, A EAREY LW Sz gs GRS 20T DIRY

T2,
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6. BEZELTHEETREFIH

IS SCEZITIN 2, BLOEIRFE R DRI 5 BRME 1T -3 & ARHF D Fri M OV 1Efi
RO DI HLEIMERE T3 ICEM L T oA+ s 2 L,

TREBRIARIZ N D . BB I OFRICAIMEL Vet 2 +odi L, REZ5
ThoEEGET5HZ L,

R EREIC BV TIE, PD-L1 FBIR G il L7z L CARAI OB G- R &5 2 Hlr9- 5
T EDNEE LA, PD-L1 BEENHER TE RWIEA I, AFI O H O % i

@

@

il

ZHIMT L7z ETTHREGTH 2L,

TEREWER O~ R A MZHOWT

MEMEREBEN D Lo b Z ERXH DD T, KFNOEGIZHT-> T, BKRIE
W (PRI IRIEE, ik, FEEVE) OffEsE M OWE X S 0 %, Bleiz+5
ZATH 2 &, Fo, MBS CTHE CT, MiE~— I —FDMm&x FEhd 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEARFZ H3 2kt D T 5 U
faAT > 72 EChRtaT 2 2 &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEEGH K OARA G T #IT A 2P A
CERRET %, BEORBEL 2B 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B AaRT M O G- B T E IR N0 i RE iR A (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAZ X0 | WEDOREISIZER T 5 & B 2 b D4 R R IER R
DHLOLNDZERNDD, BENRDOOLNLGAEITIE, B LEFRIIS LT
B 72 ek & R BR 2 Re O R Ail & i U Cli bl e BRI W 21TV IR O
FOGIT X 2 BWER 2N g0 2551 21E, AFIORFES T I, R ORIE BE A
NWEVRIOBRGEEZZBETHZ L, 2k, BIBREFRLVEYOELIZ X0 EIE
HOUEERFRD IR WIGEITIE, BB RE AV o LISt o Sz il Fl o8 in
HLEET D,

BeEA&ET %, BOEBI S8 AR L T LEWERDBELT L2 Enb b2,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE IR (BIE 1 BUEIR S 2 2 de) b bbdv, BERPIMES F 7o R— X
ICEBDZENHLHDOT, Alg, D, EHFEOIEROBHRCMAEED L2
SEET S Z L, 1V EBERBEN DN GA TG ERIEL, AR #
FOFGFEDHE) R EZITH Z &,

AR ORI T, &GBE2S 9B, THLRRIL, &ERBND 14
I 3 B G&T Z S ICADMEDRHE 21T > T\ Z & 22 EF, ARG HIE
FEHIRC IR R CRIROMERBZAT O 2 &
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(E2) hilHE
Hm, EEKRS. RK LRSS 2 5B ER 0ZEHE

< REeEXXFBARBR LD BE>
HE R E G O b 5 B
BEYIEE A DFL TV B EBHE

WEE A URYYE Db S B

i SRR B BUE OREEIE D & 5 B
B0 TR LTV B TR O & 5 BB

< FeZFRAPHEERS ERDEE>
BHEIE OB D HBE

MR 2 ST IRRRMEIE D & 5 B3
JFFEE D & 5 B

BREE D & 5 BE

HEOH 5 BE

IR 5 AIREME D B 2 FBHE

< KEeHXRALOEKAREIER>

B BEHH

vavIiER T T T4 TF—

PO, PARA, TREREREE

AR A

VBT 2, I HRAEE

A4

FEFEME M N EEEDEBRE (DIC)

P 2 4L, B, iR, K%k

Sf LR

S R R AR A T (B A

SRR

B2 R (Stevens - Johnson JEMERE) . HEEMER SIEIEIE (Lyell SEMERE) . ZIHLEE
DX R =T AKE, FRIE - RIRETR

DFEZE, FRR AR ZEARE

JEYLIE

PRIR AR VE O RE G 3 WEBRE  (SIADH)
HERAONREORNER, MAE R, RMHRES, B OB S O R MM EB)[EE . Radiation
Recall 5
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KEEHEETA FTAL4 v
=R N~T (Blor#x)

(BR5E4 « A7V — A REFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AN REFE 240 mg)

~EERAE~

FRR2 942 A (fFn 24 2 AHET)
BT BE



ER/N

1. IZFC®IC P2
2. AANOFE. (FRET P3
3. BRI P4
4. JFRIZHOWT P19
5. H&EGXREMDEE P21
6. WHIZEEL THETNEHH P23



1. IILBIZ

=S5 DH N « B RMEOREROT-OIZIEL, I SCEFIZEE S W2 Ee R D
5D, 5T, IWEORHFHMOEANC LV | PUREIKSL 22 & OF 072 5T RE %
FFEIMPARINDLH T, 2N O DOEHKZEICHLEREE IR 5 2 L3RR
AR & 7o TR Y RIFMBGER & SO IR T #2016 (FRk 28 A 6 A 2 HEERE)
IZBWThH, EHERLEOHHORBHEEZXS Z LS TWD,

BFORERBE ST, B ERSCLZ 2T 0 7 7 A VRBEFOESK AL & B 5 25
B ENRDHDH, ZOD, HIMEROLEMEICET S ERN ST 5 E TOR,
WMELEHL O BEEZ RS ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
P U= BRIC B e kb 2 & D 2 & S ARE 72— 8 O B 23 7= 9 A B < H
THZENEETHD,

L7eRoT, KA RT A4 TiE, BIFERES ZNE TITHE LN TV A EFLIEH -
B RIS & | LT ORI O 7o i H 2 HEE T 2880 b B R EE & %
F RO EFHE R~T,

B ARTA NI A %, MNATBAE NEIE G ERERR SN, AARTEAN AR
BRI s | — M N B ARERIRN B E S K A E N B AR &R 72 O /)
Db EAER LT,

SR L AR BEREL AT Y — R L 20 mg, A 7Y — R A ERE 100mg, AT
— AR 240 mg (—A4 - =R~ T GEIR 7RI Z))

REERDIMETER « VR AE

RELRAMEROHE @, A=A~ (BEFHE#Z) & LT, 1[[240mg
Z 2 MMM CREEET 2, 22 L, BHRAEIC ST 1k
MBIREO LA, EHFEIT 12 W AME TET 5,
RIRBIBR R AE 2 I RASEIZ K L CTA B A~ T (BB 7R
Z) LOFRT 2561%, @E ., MAZIZ=Rr~7 (Bia
%) & LT, 1[H80mg % 3 #MMIRT 4 BRI 5, £0
%, = ~7 (BE7HE#z) & LT, 118240 mg % 2 HH
[FIR CRIEFHET D,

s R 98 ¥ F O DNEPIG TEERASE

(Z%E)

R A NE I C B 5 v — R A SRR SOmg (— %4 A BV A~ T GEIE T %))

DNRESUNT DR, HIEKR O &=

R IE 2 R ARIBUIBRANRE R A R A

Mk & OVH & @, RAZIZA ) A~7 BEF#HEZ) & LT1H 3 mgkg
(RHEE) % 3 WRHIFIRE T 4 BIRFEFET 5, 7ok, oburENEEL
FlEPEHT 25803, =R~ 7 GBI T ) ST 2 &,




2. AERN DR, 1EREF

A7V — AR R 20 mg, [FLATEERE 100 mg K OVR SEERE 240 mg (— 4 - =
A~ 7 (B Z), LU, TARAL Evo,) 1d, AR TERASEE 2 &
Ly 7 2%t BTYZARL - ~vA¥—X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxf3 25t Ml IgG4 £/ 7 n—FAHIKTH D,

PD-1 1%, I&MAL L7V 88k (T MR, BMIfAL O F 2 7 0% 7 —T M) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIEE 2 2
THE) BT HZRERTH D, PD-1IIHURIE R %ﬁﬁépuluﬁyF<HnJ
KLOVPD-L2) EfEA L. U SERICHFINE S 7 VB (REL T U o REROTEVE(LIRRE
ﬁu%%bfwéOM}lUﬁy%i%ﬁﬁ%ﬁ@u%_t%@%ﬁ&@%ﬁﬁ_%ﬁ
LTHY, EMEREAELE DO L EGHEMEICI TS PD-L1 OFRBL L itk DALE
WM & ORI ADOFEREBIR N & 5 2 & 3G ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE A CIRARRE T N EE T DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, BB L EMEREICIS T 5 PD-L1 ORI & itk D
ALEHIR & ORI EDOFBARRN 5 & D#HE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z i@ S E -3 AMiaiE, PUsRFER CDS Btk T Hifa o>l fafs
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
HEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RER&IE, 23
AR R A 72 T ML OWEBEEZ BT 58FD—> L LTEX LT
Do

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

AREN OB I < b D5 SOSIZ K EW%%ﬁ%Ebhﬂi%Xi%tV
£ % HH ﬁbwibé AHN DB G- R O EGRITIE, BE OB 2 HoIATV . REDPR
D HNTGEITIE BE LT FLI mbk$W%ﬁﬂﬁk&%%%OE%k@#LTﬁ
@Wﬁﬁﬁ%lﬁ%ﬁ%ﬁb\ W DRIESUSIZ & DRI gD 2581213, BIF R E RV
%V§U®&5%®i@@]7‘£ﬂ?§%ﬁ5%%75}3@60



3. BRPRARE
SR LA Il O KGRI IR 24T o 72 E R R IR RBR O i 2 R T,

[ 2]
OEMNE TR (ONO-4538-02 #5k)

L ANy (BUF, IDTIC) &9 ,) 18X DALREIERE 2 A 5 D RIRUIBR A R 72 I
W1/ IWVHI SO F 3 o BB i RS (ECOG Performance Status 0 &2 O8N 1) 35 il &2 %512,
AH 2 mg/kg & 3 B MMM CAFEE L, TEFHMEHEE Th 528053 (RECIST #A

K742 11 BUZES S FRHEIZE S CR XXX PR) 13 22.9% (90%[EHEIXH : 13.4~
36.2%) ThoT-, 7B, FANIHE LIZFMEIX 125% Th -7z,

@EWNE DB (ONO0-4538-08 #ER)

b PAVE ARG ORI CIBRANRE 72 L/ IV ) ST A8 o B BB B E (ECOG
Performance Status 0 2 Y 1) 24 il 256t 512 | AAl 3 mg/kg 2 2 3 Ml fHI R C AR efE L7z,
FEFHIHE Th 5 282h% (RECIST 4 K74 > 1.1 fUIZES S FIfHEIC L D CR
UE PR) 1% 29.2% (90%(ZHEX M : 16.7~45.9%) ThH o7z, 728, FHANIHRE LM
ElE 6.0% CTH -7,

QUM BIFHABR (CA209066 #BR)

v-raf ~ 7 AAEY 4 VA BI T EMAER 7 Bl (BLF, [BRAF] £\ 9,) V600
22 B0 7 MBS VE AR TR R O RIG UIBR A GE 72 T/ IV ) S/ 58 O BB SR Il R s

(ECOG Performance Status 0 &2 T 1) 418 5l (AAI#E 210 i, DTIC #f 208 f5i]) % *F51T,
DTIC Z xR E U TAH 3 mg/kg % 2 HFHIR CTREFHE L & & O R OVZ 2
et Lo, EEFHMEEE Ch o 2EFMME (BLTF, ToS) &vwiH,) (hifE [95%1F
FEX M) OSSR T, AFIFEX NE® [NE~NE] # H. DTIC #£ T 10.84 [9.33~
12.09] 7 ATHY . AHIL DTIC ITxF LIFHFRICABERIER 2~ Lz (ATF— R
0.42 [99.79%ZHEIX [ : 0.25~0.73]. p<0.0001 [J&H log-rank #E]. 2014 4E 6 H 24 H
T—FHy A7),

* HEEREE (IR, D)



—A— FHIF
O HHIINT LB

0 3 6 9 12 15 18

at risk#t TR (B)
AFE 210 185 150 105 45 8 0
EhILINUL B 208 177 123 82 22 3 0

X1 OS ® Kaplan-Meier Bi#R (CA209066 3R5%)

@Y TTFH AR (CA209037 #kER) 2

AV AT (BaM#z) BIF, Y A~T7) L)) Xik BRAF [HEH
Za A RIEIE 2 3 2 RIG B BR N AE 72 T/ IV B SOIE /%8 oo B HL e i AR

(ECOG Performance Status 0 &2 U8 1) 405 5] (CAAKI#E 272 i, {b529E1E (DTIC Xix kv
RTTF ey U ZxEn D) B 133 §1) 25500, (LFEEE R E LOR
#l 3 mg/kg % 2 HFMIR CHREEE LT & 2 OFMMER OVZEM &2 RE Uiz, EERH
HETHDHESE (RECIST HA KT A > 1.1 fRICHES < df)Eic X5 CR XX PR)
[ZDWTAREID G ST RO 120 5% fEHTRIGER & U CHIRRT 217 o 7o/ 5.
AHIFET 31.7% (95%(GHEIX[H : 23.5~40.8%., 20144E3 A 10 HT—% B> hA4~7) T
Hotm, 2B, FRICEDFROMMITRE L TR o7z, b9 — DO EHEFKIEE T
5 0S (YA [95%IEHEXE]) 12N T I8 BIDA X b (FETD) HZ T fEHT
AT S TAE R, ARHAIFET 1547 [12.39~NE] # H ., ({LFEIVERET 13.67 [11.50~NE] 7
ATohY ., KENEFRIEICH LHGHPICH B RIEE 2RI ol (N — Rk
0.93 [95%fEHEIX M : 0.68~1.26], p=0.6299 [J&H!| log-rank fi7E], 2014411 H 12 HF
— &y NET),



GEMNE TR (ONO-4538-17 #5k)

LS IE RGO ARIRYIBR A HE 72 T/ IV I SO %6 o B B 55 (ECOG
Performance Status 0 2 TN 1) 30 Bl & xt4c, AFlEA U A~T7Z20H (LLF, TARKA
+A VAT End,) BE L, FEFHMEEE Th 58%% (RECIST A K7
A > 1L RRIZHES < Rl ELIZ KX D CR XUE PR) 13 33.3% (95%(5 #E X [ 1 17.3~52.8%)

Thol-, B, FANIRE LML 23.8%Th-o7=,
*: RH| 1mglkg (KE) &4 BV A~7 3mglkg ((RE) % [F B2 3 @M IR T 4 BELSREEHE L&,
AH| 3mglkg (REE) % 2 RIS CadmiE L7, OFARBGRICR W TIE, AR & RN HEE L,
A B A= TIEAFOBREKE TG 30 5Ll EoBEEZ BV CTERS 2Bk LT,

©Mpsh IR ER (CA209067 #XER)

(LA RTIG IR ORIGYUIFRARGE 22 N/ IV o Bk B il 8 3% (ECOG Performance
Status 0 KON 1) 945 il (KAI+A &V L~ 7 R 314 B, AREFE316 6], A Y AT
BE3IS ) 2t RIC, A B AvTHEEEZRRE LTRF+ A U L~ TG R OKRH
B G- OAIE R VM2 BEt Lz, EERHMBEE T 5 0S (HFRAE [95% X M 1)
DEHEFENTRERIL, AFI+A Y A~ T7HETNE [NE~NE] 4 H, AAI#ECTNE [29.08
~NE] Z7H., A Y A~T7HET19.98 [17.08~24.61] W ATHY, AAI+A Y L~T
B 5 R OAFNF G153 A BV b~ T HEEITH LR FOICH B R ER 2R Lz (ORAI+ A
U A~ Tih o — N 0.55 [98%EHEX[H : 0.42~0.72], p<0.0001 [J&%! log-rank
RE], AE G~ — R 0.63 [98%[EHH X [H : 0.48~0.81], p<0.0001 [J&%! log-rank

ME]l. 20164E8 H 1 BT —4 v A7),
*: KK 1mglkg ((KE) &4 EY A~ 7 3mglkg (UKE) %R H(C 3 BN T 4 [BLSHEHE L 72%,
AH| 3 mglkg (KE) % 2 WRIRRE CARMBE Lz, JFHRSEICH T, A Z2 RIS
L. A BV L= TIIAFOEELR T 26 30 5L EOMBE BV TR 52546 LT,

1.0 f
0.9
0.8
0.7
0.6
0.5

BRHF

0.4 K KE+AEYLTTR
0.3 A REIE
0.2 O AEYLTTE

0.1 * ARUO : {TH1Y
0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk3t E£EHM (B)
FA+AMEYLTTEE 314 292 265 247 226 221 209 200 198 192 170 49
AFIE 316 292 265 244 230 213 201 191 181 175 157 55

AEYL<TTE 315 285 254 228 205 182 164 149 136 129 104 34
X2 OS ? Kaplan-Meier Bi#R (CA209067 3RER)




72¥ IRIBUIBRANRE 2R M AR E 250 RICAH + A ) A~ THREIZOW TGS
L7210 565 1 FIERBR (CA209004 38BR) D =i — b 8 ICBIT 5E%%E (modified WHO J
HEIZHAS < CR UE PR) 1F, ABFIEIERIGIREE T 46.4% (13/28 15, 95%(EHIX[H :
27.5~66.1%) . {LFFRIEBEIRIR BT T 38.5% (5/13 f3il, 95% 54X [H : 13.9~68.4%) T
HoT,

(PD-L1 FEBLIRBLR DA 20 Je OV 424)

WA MAHRRER (CA20906755k) (THEAAN B2 BEOT — X ITHES& | JEEHM
[ZBVTPD-L1 2% 8L U7 JEE A A 5 %14 (LLF, TPD-LIFEBIZE] L\ H,) Hl
(ZHRER AN IRIT 2 AT > e A IMER L EMVEOFRERIZIU T O L B0 ThoTz,

ARMPEICBI LT, PD-LIZEBIRD 1% AN (PD-L1<1%) OBFHEM & i L T1%LLE
(PD-L1=1%) DEFHEMTA Y A~T7 O _EFREEMIMEA 2R S U (FX),
BB, AH+A Y A~ TRORENT 0 T 7 A JWIFPD-L1 <1%0 BHEHEM L PD-L1=
1% D BEEM TR TH - 72,

PD-L1REBRE1 %K PD-L1EHE1%LLE

R

1.0 \‘{ 10
09 i 09
=\, gy
0.8 L“\\u\ - :
s 0.8 \ o st
07 T 07 o ' -
-~ . > \\
06 h\x\:H-\ — . & 0.6 ‘\
05 - W""'—“ #F 05 EreRl e
™ % o Sy
e e s ; e
041 e EM+AEULTTR Vi 04 e Hml+qEynTTR C
" e
031 A xmE e 031 A e o
0.2 O AEYLTTH 021 -G AEULTTH
0.1 *  ARUO : §TH1Y 0.1 *, ARUO : T91Y
00 00 T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 [¢] 12 15 18 21 24 27 30 33 36 39
at risk & EHmm (A) at risk# EFHM (A
FM+AEYLTTB® 123 113 102 91 82 82 79 74 74 72 66 18 4 0 FF+AEYLTTH 155 144 132 127 116 112 105 102 101 99 8 27 3 0O
B 117 103 86 76 73 65 62 59 57 55 50 16 2 0 AAB 171 165 158 148 139 131 122 117 112 109 98 36 1 0
AEYLTIB 13 96 8 79 71 61 57 50 44 43 32 10 1 0 AEYLTIE 164 155 138 126 115 102 89 83 77 74 64 21 2 0

X 3 CA209067 FRBXD PD-L1 EIHEH|TD OS D Kaplan-Meier Hif
(£E : PD-L1<1%DBEFELM. A : PD-L1=1%D BEEF)



DIEFE LR MAHFRER (ONO-4538-21/CA209238757)

SEARUIERTE O IMb/c H1/ IV o MR aME A 906 1 (A ARNEHE 28 Bl Ede, AFIRE
45371, A BV A~T (GEETHELZ) BE453 ) ZXfRIC, A BV A~TExRE LT
AF) 3mglkg % 2 MR CERMEHE L & S OFMER R 2MEEZ R Lz, EERH
HH Th 5 M AN (P i [95%EHEXMH] ) O RIFETRERIE. AFEET NE

[NE~NE] # A, A U A~T7HETNE [1656~NE] A THY ., AEFNIA Y L~T
3 LR PRIC A B IER 2R LTe (Y — REE 0.65 [97.56%(E X [# : 0.51~0.83] |
p<0.0001 [J&5H! log-rank #iE]. 2017 46 A 12 A5 —% v b4 7) |

* . AJCC (American Joint Committee on Cancer) JFiiZ0dE (55 7 B0 (CH < G4,

1.0 {2

0.9 —A— KFHIFH
L S AEVYLTTE

0.8

0.7

0.6

0.5

0.41

# Bt Hr di¢ 38 R

0.3

0.2

0.11

0.01

T i T i T T ' T ! " T " T " T T ! T

0 3 6 9 12 15 18 21 24 27

at risk#k EBEZEAFEAR(B)
AF|EE 453 399 353 332 311 291 249 71 5 0
AEV)LTTE 453 364 314 269 252 225 184 56 2 0

4 EERELEEHM O Kaplan-Meier Bt (ONO-4538-21/CA209238 3ER)



(224 14]
OEMNE TR (ONO-4538-02 #5k)
AEFRITEE (100%) (2RO B, AKH L DERRERPEETERVAEFFRIT
30/35 B (85.7%) IZ#B®H LTz, FHHEN 5% EORIERIZTRO LEBY ThoTz,

1 BBED %L EORIVER (ONO-4538-02 BUR)

PN S B (%)
FEARGE 35 Bl
(MedDRA/J ver.16.0) 4 Grade Grade 3-4 Grade 5
AEIER 30 (85.7) 9 (25.7) 0
Ao WA
FODR IR FEREAR T E 5 (14.3) 0 0
H Ik
T 4 (11.4) 1 (2.9) 0
L 2 (5.7) 1 (2.9) 0
RIS 2 (5.7) 0 0
—i% - BEEER L O SERA OREE
57 5 (14.3) 0 0
& 2 (5.7) 0 0
FEEN 3 (8.6) 0 0
JHFREE R P
fpEE 2 (5.7) 2 (5.7) 0
g R AR AT
ALT ¥8n 4 (11.4) 1 (2.9) 0
AST H80 5 (14.3) 2 (5.7) 0
A7 /L7 2 R 2 (5.7) 0 0
A CK #4hn 5 (14.3) 3 (8.6) 0
7 V7 F =800 2 (5.7) 0 0
o> Ko RN 2 (5.7) 0 0
1A LDH ¥4/ 5 (14.3) 1 (2.9) 0
1A TSH > 3 (8.6) 0 0
ifi 7 TSH $50 7 (20.0) 0 0
CRP #410 5 (14.3) 1 (2.9) 0
I EREREE N 4 (11.4) 0 0
y-GTP #4/1 4 (11.4) 4 (11.4) 0
FRA TR o B 2 (5.7) 0 0
~ES B 3 (8.6) 1 (2.9 0
U 2 REREE D 5 (14.3) 1 (2.9) 0
I ER B 2 (57) 1 (2.9) 0
fi R fafn AR T 2 (5.7) 0 0
i SRR Bk 2 (5.7) 1 (2.9 0
R I ER B ek 2 (5.7) 1 (2.9 0
M ifn BREsk ) 6 (17.1) 0 0
WEdfE T3 H50 2 (5.7) 0 0
SWERE T3 P 8 (22.9) 0 0
SWERE T4 WD 6 (17.1) 0 0
SHERfE T4 #3900 2 (5.7) 0 0
U U~ FR--H 3 (8.6) 0 0
M ALP #4010 5 (14.3) 1 (2.9) 0
HUHIR RIS 3 (8.6) 0 0
AR~ — A — g 2 (5.7) 0 0
HUZHUREE N 2 (5.7) 0 0
V=TI B T aT A N 4 (11.4) 0 0
ifi. /R CK 38 2 (5.7) 0 0
BRI L O ARk E
RE 2 (5.7) 0 0
TR R IR
W P 2 (5.7) 0 0
K= 2 —m XF— 2 (5.7) 0 0



BRI B (%)

FEARGE 35 13l
(MedDRA/] ver.16.0) 4= Grade Grade 3-4 Grade 5
e £ OV% Ml =
H B 6 (17.1) 0 0
Z 9 FEIE 11 (31.4) 0 0
F5 2 (5.7) 0 0
SR INITRZ SN E 2 (5.7) 0 0
RE TR R J& 2% 2 (57) 0 0
B I 6 ) 4 (11.4) 0 0

¥, EMEMZEE 1 E] (2.9%) . KBk - HEO THILE] (2.9%) | #fREE 4 5]
(11.4%) . JIT#snelss 5 6 (14.3%) . BHERERE 2 i (5.7%) . FURIRHEREREE 8
(22.9%) | EIEFEE L6 (2.9%) . BEORFERESE 16 (2.9%) KOS E I K 145
(2.9%) MO LTz, £, FEREEEERT ., infusion reaction, 1 BUBEIRIE. WL,
BEIEMEEIE, Mok - MRS, DR, Bk, TR, MBUHRUIRE X A3 F— KU
P M A B PESR BRI XD DAL R Do T2, ARBIWERARBURIUIE L E S S (AR
EREEET) 2 E0ER-RERT,

@EWE DHRER (ONO-4538-08 #ER)

BEFGIL 2224 il (91.7%) (T8RO BV, KAlE OREBEFNEE TERVWEHH
R1318/24 B (75.0%) 12580 vz, FEBLEN 5%LL EORWEHIZTERD LY ThH -
776

2 FEED 5%UEORIWER (ONO-4538-08 ER)

B RIRS R Bk (%)

FEAGE 24 {31

(MedDRAV/J ver.18.0) 4 Grade Grade 3-4 Grade 5

EEIEH 18 (75.0) 2 (8.3) 0
aanA e

RO IR BEAR T 6 (25.0) 0 0
S

TEL 2 (8.3) 0 0
—i% - EEEER X OB G OIREE

N 4 (16.7) 0 0
AR AR A

IR ERD 2 (8.3) 0 0
R L OSeERE

AARBOR 2 (8.3) 0 0
Mg, MERs K Oithm R

Byl = 2 (8.3) 0 0
FRE X KO PR fRbE

H Bt 5 (20.8) 0 0

9 PR 5 (20.8) 0 0

I NIRZ YN S 2 (8.3) 0 0

B, Rk - HEO TR 241 (8.3%) | NTFHERERET 141 (4.2%) . THE(AEKRE
16 (4.2%) M OVFVRIREERERETE 7 1] (29.2%) MRD BTz, F7o, FEMERZEE,
FRRERETE (7 2« NL—IEGEESE) | BRKRERRTE (RME MR RSE) | BB

10



infusion reaction, 1 AUWEIRY. FEO RS (FBEREIREGR, 2B, FRE
B | BER. EREMEESE. MO - SRR, S E O MRK. Lk, R, TR, B
FRRLRENE / X AT — e OV VR I NRB D PE SR BER I X589 B v o 72, ARIWVERFE
BURDLIZBIE S (BRRRAEER T 251) 28 0EHERE =T,

@UEAFEIAERER (CA209066 RA5R) V
BEFGIIAFIRE 192/206 6] (93.2%) . DTIC £ 194/205 1] (94.6%) (238D S, TR
BREE & DK RBIFR N IE T 2RV FEFRIIARAIRE 153/206 41 (74.3%) . DTIC £ 155/205
B (75.6%) IZFBD HAVTZ, WTIDORETHILEN 5% LORIERIZT TR LB T
HoT,
#3 DTNODORETRIEARY 5% EORIER (CA209066 FABR)

BE (%)
L VAT
ﬁiiqgj;ﬂ = AFIRE DTIC #f
(MedDRAV/J ver.17.0) 206 f1 205 91
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
RITEA 153 (74.3) 24 (11.7) 0 155 (75.6) 36 (17.6) 0
MgHR LY R EE
I BRIV E 0 0 0 23 (11.2) 9 (4.4) 0
i B E 0 0 0 21 (10.2) 10 (4.9 0
H I
(EE 22 (10.7) 0 0 25 (12.2) 0 0
T 33 (16.0) 2 (1.0 0 32 (15.6) 1 (0.5 0
L 34 (16.5) 0 0 85 (41.5) 0 0
e - 13 (6.3) 1 (0.5) 0 43 (21.0) 1 (0.5) 0
—f - BHEER L OGN OIREE
) E 21 (10.2) 0 0 25 (12.2) 1 (0.5 0
it 41 (19.9) 0 0 30 (14.6) 2 (1.0 0
FEEN 15 (7.3) 0 0 10 (4.9) 1 (0.5) 0
Rt L OsesEEE
BRI 11 (5.3) 0 0 19 (9.3) 0 0
B H SRR L O ARk E
RAEiivR 12 (5.8) 0 0 3 (15 0 0
R E
SHYF 9 (4.4) 0 0 14 (6.8) 0 0
FRE3 L O PRk
HLBE 13 (6.3) 0 0 4 (2.0) 0 0
St E RN 3 (1.5 0 0 11 (5.4) 0 0
% 9 FEE 35 (17.0) 1 (0.5) 0 11 (5.4) 0 0
*5 31 (15.0) 1 (0.5) 0 6 (2.9 0 0
= EPE A 22 (10.7) 0 0 1 (05 0 0

¥, ARV CRRVE MR 3 41 (1.5%) . KIEZE - TR O T 6 6 (2.9%) |
PRI (7T 2« N —JEGRES) 28 1 (13.6%) . ATHERERETE 7 61 (3.4%) . &%
REFETE 4 B (1.9%) . TR 4 41 (1.9%) . FRIMERERES 13 #1 (6.3%) .
infusion reaction 15 51 (7.3%) . 1 ZUHEIRYE 1 61 (0.5%) . EEEE DR GRS 3 5] (1.5%)
KLOSEIER LB (05%) e b, Fio, BIREE, WK, BIEMEE, K
%« BERSE, DRI, AR, TSR, BERUTRLARIE/ < A /3T — K OV M il M4
SRBERIIRR O BV o T, ABIWEMFEBLRIUIEERES (FRRMEMEET 2 51) %
BB RE R T,
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@yFAE AR (CA209037 #BxR) 2

A EFRITAAIRE 265/268 B (98.9%) . ALFHEIERE 98/102 5] (96.1%) 1Z#RD 5
AU, TREREE & DR RBIRDEE T RWE FRHRITIAAIRE 199268 1] (74.3%) . 1k
FRIERE 85/102 1] (83.3%) IC38 D BTz, WFNDRETRILERN 5%LL EORIWERIX
THROELEEY ThHoT,

F4 DTN OBFETEEARY 5% EOBIVER (CA209037 3:ER)
B (%)

i VAS o1
T AT (LR
(MedDRA/J ver.17.1) 268 1l 102 )
4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
AEIER 199 (743) 33 (12.3) 0 85 (83.3) 35 (34.3) 0
Mg LY 3R bEE
25 ifi. 18 (6.7) 3 (1D 0 24 (23.5) 5 (4.9 0
[ i BR e S 1 (0.4) 0 0 8 (7.8 2 (2.0) 0
I R ERIBE 0 0 0 20 (19.6) 16 (15.7) 0
i/ Nk SiE 1 (0.4) 1 (0.4) 0 12 (11.8) 6 (5.9 0
oI RE E
IR BRMSREAR T E 18 (6.7) 0 0 0 0 0
I
LGS 11 (4.1) 0 0 15 (14.7) 1 (1.0 0
T 42 (15.7) 1 (0.4) 0 16 (15.7) 2 (2.0) 0
L 33 (12.3) 0 0 39 (38.2) 2 (2.0 0
Mg - 12 (4.5) 1 (0.4) 0 21 (20.6) 3 (29 0
—i% - BEEER L OGN OREE
S IE 14 (5.2) 0 0 7 (6.9) 0 0
95 I7 82 (30.6) 3 (1D 0 41 (40.2) 4 (3.9) 0
5, R X OWE A GHE
A S RO 4 (1.5) 1 (0.4) 0 9 (8.8) 0 0
Fife PR AR AT
ALT 8470 14 (5.2) 3 (1) 0 1 (1.0) 0 0
AST 40 15 (5.6) 2 (0.7 0 2 (2.0) 0 0
I R ER BRI 0 0 0 7 (6.9) 3 (29 0
i SRR Bk 1 (0.4) 0 0 8 (7.8) 3 (2.9) 0
M ifn BRER D> 3 (1.1 0 0 8 (7.8) 2 (2.0) 0
B L OseEREE
BARIEER 18 (6.7) 0 0 17 (16.7) 0
BRI L O A MRk E
RAHiR 15 (5.6) 0 0 13 (12.7) 1 (1.0 0
7 P 11 (4.1) 0 0 8 (7.8 0 0
PR
= 2 — S F— 1 (0.4) 0 0 10 (9.8) 1 (1.0 0
BRI 3 (1.1 0 0 10 (9.8) 0 0
MEas. MsRds X OWEhR R
- IR 13 (4.9) 0 0 8 (7.8) 0
F R ¥ KO PR RRREE
WiBIE 2 (0.7 0 0 28 (27.5) 0 0
& D FERE 51 (19.0) 0 0 2 (2.0) 0 0
95 34 (12.7) 1 (0.4) 0 5 (4.9) 0 0
R INITR S IN & 16 (6.0) 0 0 2 (2.0) 0 0
=k A BE 24 (9.0) 0 0 0 0 0

72k AFIBEZ B CRVE MR 8 1] (3.0%) . KIG4 - EIED T 4 4 (1.5%) .
MR 33 3] (12.3%) . AFREREREEE 22 f5] (8.2%) . EAERERETE  (JRANE [T 2%
52) 545 (1.9%) . FRIRASHERE 2 23 5] (8.6%) . R FE=E 1 51 (0.4%) . infusion reaction
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10 B (3.7%) . EHEEOREREE 16 (0.4%) . BER 2 61 (0.7%) KOS E S EES% 3 6
(11%) RO Oz, Fo, FEMEERERTE. 1 ANERW, SEEMMEIGE, KK - 86
S, e, Mhde. BT, RRBUTHBMAEIE/ X AT — K OV M i/ NSO M 2R B 7
IEFB O LR o T, AEWERRBUR DU ESR S (RRREMRET 2 E5T) 2804%
FHERE R,

G@ENH TFHFER (ONO-4538-1775%)
AEFERITEH (100%) ([ZF8D HiL, AHlE ORREENEETERVAETEFER LA
il (100%) ZR8D BiTc, WHRNS%LL EORERIITERO LBV ThoTo,
£S5 RBIED 5% EORIER (ONO-4538-17 FAER)

LRE BRI BilEx (%)
FEARGE 30 fi)

(MedDRAV/J ver.20.0) 4 Grade Grade 3-4 Grade 5
RITER 30 (100) 23 (76.7) 0
MgHR LY R EE

21 2 (6.7) 0 0
3 IsRE TS

FR AR RE TTESE 2 (6.7) 0 0

FOIR AR B TE 7 (23.3) 0 0

TEEKR 2 (6.7) 2 (6.7) 0
H Ik

{5 5 (16.7) 1 (3.3 0

T 16 (53.3) 1 (3.3 0

W basm 2 (6.7) 0 0

L 4 (13.3) 0 0

A% 3 (10.0) 0 0

N i 6 (20.0) 1 (3.3) 0
—f - REEER X OGN ORE

it 5 (16.7) 0 0

PR 7 (23.3) 1 (3.3 0

RAGPETRIE 2 (6.7) 0 0

FEEL 12 (40.0) 1 (3.3) 0
JHNEE R fR

SRk e S 5 7 (23.3) 4 (13.3) 0

b 2 (6.7) 0 0
R RARES

ALT 540 11 (36.7) 3 (10.0) 0

735 —EHIN 5 (16.7) 1 (3.3 0

AST #4/n 11 (36.7) 2 (6.7) 0

y-GTP #0 5 (16.7) 3 (10.0) 0

U — PN 12 (40.0) 7 (233) 0

IREFD 2 (6.7) 0 0

AT A Y RRT 72— 4 (13.3) 0 0
Rt L OsesEEE

&) T A E 2 (6.7) 0 0

&7 L7 v IsE 2 (6.7) 1 (3.3) 0

KT+ U 7 A 5 (16.7) 4 (13.3) 0

BRI 8 (26.7) 1 (3.3) 0
B R 3 L O ARk E

RAEiR 5 (16.7) 0 0
R R

U 2 (6.7) 0 0

SRR 5 (16.7) 1 (3.3) 0
MR R, FERES X OMitmbE

T Ml R 2 (6.7) 0 0

13



F=gilNG | FIE (%)
HAEE 30 #1
(MedDRA/J ver.20.0) 4> Grade Grade 3-4 Grade 5
EYEIEEET 2 (6.7) 0 0
IR KO T Hgk S
Z 5 FESE 10 (33.3) 0 0
95 18 (60.0) 2 (6.7) 0
iR NRZ YN 4 4 (13.3) 1 (3.3) 0

7R, APRRFESEQR (30.0%) | ITHERERE 1401 (46.7%) | HIRIREEREREE 71 (23.3%) |
[V M it FE 341 (10.0%) | KAk « BEHE o T #3451 (10.0%) | B o iz S P 3451 (10.0%)
T EAREEREREE 211 (6.7%) . 5 & 5 IS 1451 (3.3%)  BEAUARREARAE/ X A X F—24 (6.7%)
R OV RImAR ZERRE L] (3.3%) 2358 Hiviz, F7-, BHREREE, FIEHEERE, 14
WERIG, WER, BAEMIE)AE, AN - BlEZE . infusionreaction, DoAlZE. Ahdk. #odk
I/ NI PSR BESR K OF R IT380 B e o 7z, ARIWERREBUR LI EE S (R
BREMRT Z2ET) 2E0EERERT,

©ES M F AR (CA20906735k)

BEFRGIIARA A+ A BV LA~ 731231361 (99.7%) . AFIFE312/31361 (99.7%) . A
E'U A~ T7HE308/31141 (99.0%) (258D b, TRERIE & ORRFEBENEE TE RWAE
FGUIARK + A BV A~ THE300/31361 (95.8%) . AFIFE270/31361 (86.3%), A BV A
~ 7 HE268/31141 (86.2%) IZF88 BTz, WT I ORETHRILEN %L EORIERIZT

FDOEBY THoT,
F6 WDWTNIrDOEETEERN 5% LDORIVEH (CA209067 3RBR)
. , B (%)
T RATA Y v TR A TEI LT
(MedDRAV ver 19.0) —— 313 5l 313 5 311 4
%= Grade Grade 3-4 GradeS 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4  Grade 5
2RITER 300 (95.8) 183 (58.5) 0 270 (86.3) 65 (20.8) 0 268 (86.2) 86 (27.7) 1 (0.3)
PN 3 AR
FOIR e e e E 34 (10.9) 3 (1.0) 0 15 (4.8) 0 0 3 (1.0 0 0
RO IR BEAR T E 51 (16.3) 1 (0.3) 0 32 (10.2) 0 0 14 (4.5) 0 0
EELTS 23 (7.3) 5 (1.6) 0 2 (0.6) 2 (0.6) 0 12 (3.9) 5 (1.6) 0
H I
e 28 (8.9) 1 (0.3 0 18 (5.8) 0 0 28 (9.0) 2 (0.6) 0
INIDES 40 (128) 26 (8.3) 0 7 (2.2) 3 (1.0) 0 35 (11.3) 24 (7.7) 0
(EE 12 (3.8) 0 0 19 (6.1) 0 0 17 (5.5) 0 0
T 142 (45.4) 30 (9.6) 0 67 (21.4) 9 (29 0 105 (338) 18 (5.8) 0
M N HZIE 19 (6.1) 0 0 13 (4.2) 0 0 7 (2.3) 0 0
EL 88 (28.1) 7 (22) 0 41 (13.1) 0 0 51 (16.4) 2 (0.6) 0
M - 50 (16.0) 8 (2.6) 0 22 (7.0) 1 (0.3) 0 24 (7.7) 1 (0.3) 0
—i% - EEREER O SEOREE
77 R 31 (9.9) 1 (0.3) 0 25 (8.0) 1 (0.3) 0 17 (5.5) 2 (0.6) 0
IR 22 (7.0) 0 0 12 (3.8) 0 0 10 (3.2) 0 0
i 118 (37.7) 13 (4.2) 0 111 (35.5) 3 (1.0) 0 89 (28.6) 3 (1.0) 0
FEEL 60 (19.2) 2 (0.6) 0 21 (6.7) 0 0 21 (6.8) 1 (0.3) 0
g AR AR A
ALT ¥4 59 (18.8) 27 (8.6) 0 12 (3.8) 3 (10) 0 12 (3.9) 5 (1.6) 0
77— 23 (7.3) 9 (29) 0 17 (5.4) 5 (1.6) 0 15 (4.8) 4 (1.3) 0
AST #81 51 (16.3) 19 (6.1) 0 13 (4.2) 3 (1.0) 0 12 (3.9) 2 (0.6) 0



BiEx (%)

PRE BRI

AH+A Y L THE

AFHE

ALY L~ TR

ﬁeﬁ;m ver.19.0) 313 43 313 43 311 4
4= Grade Grade 3-4 Grade5 4 Grade Grade3-4 Grade5 4 Grade Grade 3-4  Grade 5

U X—C N 43 (137) 34 (109 0 24 (7.7) 12 (3.8) 0 18 (5.8) 12 (3.9) 0
PRERD 19 (6.1) 0 0 10 (3.2) 0 0 4 (1.3) 1 (0.3) 0
R L OsesEEE

AARIRGE 60 (19.2) 4 (1.3) 0 36 (11.5) 0 0 41 (13.2) 1 (0.3) 0
T EH SRR KO ARk S

BAfR 42 (13.4) 1 (0.3) 0 29 (9.3) 1 (0.3) 0 21 (6.8) 0 0
ik 17 (5.4) 1 (0.3 0 15 (4.8) 1 (0.3 0 9 (2.9 0 0
TR

FEIED W 17 (5.4) 0 0 15 (4.8) 0 0 11 (3.5) 0 0
R A H 14 (4.5) 0 0 18 (5.8) 0 0 9 (2.9) 0 0
SR 34 (10.9) 2 (0.6) 0 24 (1.7) 0 0 25 (8.0) 1 (0.3) 0
Mg, BOERES K OEhR

AN 24 (1.7) 0 0 20 (6.4) 2 (0.6) 0 15 (4.8) 0 0
IR TR 36 (11.5) 3 (1.0) 0 20 (6.4) 1 (0.3) 0 12 (3.9) 0 0
fitifigk 2 21 (6.7) 3 (1.0 0 4 (1.3) 1 (0.3) 0 5 (1.6) 1 (0.3) 0
KR F KO FRERkREE S

& WA 15 (4.8) 0 0 17 (5.4) 0 0 11 (3.5) 0 0
& 9 FEAE 112 (35.8) 6 (1.9) 0 67 (21.4) 1 (0.3) 0 113 (36.3) 1 (0.3) 0
S 91 (29.1) 10 (3.2 0 72 (23.00 1 (0.3) 0 68 (21.9) 5 (1.6) 0
BEIR B IRE 5 38 (12.1) 6 (1.9 0 14 (4.5) 2 (0.6) 0 38 (12.2) 1 (0.3) 0
= FEE 27 (8.6) 0 0 28 (8.9) 1 (0.3 0 16 (5.1) 0 0

B, AH+HA Y L THATB WD TR 86 (27.5%) | JITHEREFE E 10241
(32.6%) . HIRIRFEREIEESTHI (27.8%) | EHEREFEE2161 (6.7%) . VE M iz HE25
B (8.0%) . KAFZE « HED FHI60H] (19.2%) . BEE DR EEE221H] (6.7%) . FiE
REERERE 2761 (8.6%) . FIRHSAEREE 14451 (4.5%) | FER3BI (1.0%) . AM7e - B
%2151 (0.6%) . infusion reaction 13/ (4.2%) . 5 & 5 55341 (1.0%) . 72361 (1.0%) .
RERL T RRAE / < A3 F—5041 (16.0%) | T 514451 (4.5%) K& OVF# IR ke 2842 E 2451 (0.6%)
MO BTz, Flo, VRBERIE, BEIEEAE, OAhR & OV i MR S5 5T
ERR O BALIR Do To o AFIBEIZ I\ THIREREE66/ (21.1%) | ITFHEREREE 2461 (7.7%) |
FOR IR RERE 4761 (15.0%) . BREREREE 36 (1.0%) | [IEMEMZEESH] (1.6%) |
R - BREE D FFI1661 (5.1%) | HEE OO J2 JiFR 3811 (2.6%) . T TR RERRZ 311 (1.0%) |
B RERERE 301 (1.0%) . BEZ3HI (1.0%) . infusionreaction 14f1 (4.5%) . 5 & 9K
22050 (0.6%) . BERUHRMEIE/ S A/ 3F—2861 (8.9%) . AF4c2M (0.6%) M ONERMRIL
FRFERRIELE] (0.3%) MO DTz, T, VRUBERS G, BEREMEIE, MK - Bk,
O AR e OV PR i M PESRBER I 3GR 8 B AL 0o 7o, REIMEFHZE BRI X
BlEES (RMAMEET 25T 23 0EHERE =T,

AR UIBR R RE 70 BN R AR 2 K GUIARA+ 4 BV A~ TG 2 et Lo S
I #H5ABR (CA209004 #kER) D =7k — b 8 IR\ T, (LFIRIERIBIRBE 28 ] & (L2
BB HRAEE 13 6 & O T, ZaMtIcUfE 2RIl oo olz,
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DIE B[R 5 M AR (ONO-4538-21/CA2092387-54)

BEFGIIAKIREA38/4521% (96.9%) . A &'V L~ 7 #E446/45301 (98.5%) (2780 5
AU, IRBREE & ORRBRAEE T E WA FFGIIAHINEIBS/452145 (85.2%) . A &'
I~ 7434145301 (95.8%) IZFRD HTZ, W TN MORETIRILERNE%LL_EDEIEF X
TEROEEBY THHoT,

KT WITNLOFETRIEERIS5%L, EORIER (ONO-4538-21/CA209238305%)

Bil%x (%)

EES PN

HoAZE ARAIRE A Y L~THE
(MedDRAVJ ver.20.0) 452 3l 453 {7
4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

2RITEH 385 (85.2) 65 (144) O 434 (95.8) 208  (45.9) 0
B H R L OV A ks

RAHfiR 57 (12.6) 1 (02 O 49 (10.8) 2 (04 O
7 P 35 (77 1 ( 02 0 19 ( 42) 1 (02 O
HpEE

T 110 (24.3) 7 (15 O 208  (45.9) 43 (95 0
D 68 (15.0) 1 (02 O 91 (20.1) 0
26 29 ( 64) 0 0 46 (10.2) 1 (02 O
Mg - 12 (27 1 (02 O 4 (97) 2 (04 O
(mEL Ao 24 ( 5.3) 0 0 14 ( 3.2 0 0
NP 9 ( 20) 3 (07 O 45 (99) 3 (75 0
— i REFEERBLOE GO REE

I STHE 57 (12.6) 1 (02 O 53 (11.7) 4 (09 O
97 156 (34.5) 2 (04 0 149 (32.9) 4 (09 O
FEN 7 ( 15) 0 0 54 (11.9) 2 (04 O
FRIR AR AR

U —EHIAN 30 ( 66) 19 (42 0 26 ( 57) 6 (35 0
ALT #470 28 ( 62) 5 (11 O 66 (14.6) 26 (57 O
AST #471 25 ( 55) 2 (04 O 60 (13.2) 19 (42 0
TIZ7— B 25 ( 55) 9 ( 20 0 14 ( 3.2 5 (11 O
B L O E

AR 18  ( 4.0) 0 0 39 ( 86) 1 (02 O
TR SRR

GV 4 (97 1 (02 O 79 (17.4) 7 (15 O
G L O THLfkREE

BER IR 5 24 ( 53) 0 0 50 (11.0) 9 (20 O
EOPEIE 105 (23.2) 0 0 152 (33.6) 5 (11 0
% 90 (19.9) 5 (11 O 133 (29.4) 14 (31 O
MR g | MER3s KOMEhmIE =

I8 P 3 15  ( 33) 2 (04 O 24 ( 53) 0 0
o WAk

R BB RR IR T AE 49 (10.8) 1 (02 0 31 ( 6.8) 2 (04 O
R BB RE TUHERE 36 ( 80) 1 (02 0 18  ( 40) 1 (02 O
LS 7 ( 15) 2 (04 O 48 (10.6) 1 ( 24) 0

k. ARFIBICB O CREMEMZER 11 6] (2.4%) | BRI RMRAE/ X 435 —48 f
(10.6%) . HNTFERERET 40 51 (8.8%) . FURMRBEREMET 91 5 (20.1%) . #RiLFETE 83
il (18.4%) . EHEHERETE 6 1 (1.3%) . RIEHERERT 6 6] (1.3%) . NEAHKERET
8 1 (1.8%) . infusion reaction1l f5] (2.4%) . KB - EE O T 21 5] (4.6%) . &
FE DRz kR 5 41 (1.1%) . 1 AUBEIRS 1651 (0.2%) | B2 341 (0.7%) . 5 & 9 IR
2 5 (0.4%) . FF2e 341 (0.7%) 2RO BNT-, Fho, HEMEIIE, Lk, K.
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o M M/ IS D PSR BRI . AR - Bl AR AR FERRE M OMBALMERRAE 2013580 &
Nrpinoie, RREWEHZESURILIIREE SRR (RRRAER T 25 2o Bt
Y,

1) Robert C.et al. : N.Engl.J.Med., 372 : 320, 2015 (CA209066585%)
2) Weber J.S. etal. : Lancet Oncol., 16 : 375, 2015 (CA209037 #5%)
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[ - HE]

AFNIOREMEpERETT LV EZRA LY 2 a2 b—y g 2k v KH 3mgkg ik
240 mg % 2 JAREIR TR G L 7ZBROARAF O MG TIRES T Sz, ZORFR, KK
240 mg Z %5 LB EIL. AK 3 mgkg 25 L BROBRGEE & ik LRl
T ETRIENTZLOO, HRANBEIZEBOD THERMERHER I TV AL AE 10
mg/kg % 2 HMRHIMRECH&REG) CARFIZEG L BEOgEEE & & ik U CRfEEZ <3 & Tl
Shis (F2), Mz T, BROFEEICHT 27— 2 Ic k5% | AH| 3 mgkg X 240 mg
Z 2 AR TG L2 BERO A O R & & A M UL e & O 2 Gt 2 1%
FTOSET VPR S L, BBhEIZOW TR TO iR, ERRo Mk - A&
WA O L EVEICHME R ER T W E Pl SN, -, BEERAERAE BT
HT —RIZHADE | KA1 mgkg XL 80mg & A vV A~ 3mgkg % 3 HMHHRE T
B UTe BROAHN O R 7 & 22tk & ORI A a3 2R LUSE T LV MEE S 1L, i
BRI DWW TIREI T O R. RRLo Mk - HEOM TN ERIT /20
EFPHlENnT,

K8 AANDEHBRE T A —F

- R Crax Chind14 Cavedi4 Cmax,ss Chin,ss Cavgss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mgkg Q2W (14;,9;19) (51.621 '739.2) (79.9(;),'?14) (33?,9232) (18421,1 ;13) (23$,7§86)

HRAE (5%, 95%47) . Q2W : 20 FIFHIFE . Cimax : AIIEIHRG-1% O fig i L P IREE, Crinars 1 RIEIFR G2 14
El H ﬂ:ﬁﬂjé%{ﬁ[ﬁl?%‘:‘j]}%g\ Cavgdl4 : %ﬂ@&’%‘fﬁl“ El H if@qugmi%ilzpﬂ%g\ Cmax,ss : %ﬁ%ﬁgﬂ:j@
T D MIE TR, Cuminss 1 EHARIBIZIS T 2 BARMIETIRIE, Cavess : EHAIRIBIZIS T 2 FEHMLIE T
=38
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4. FEFIZOWVT

MR UIBR AR 72 MR i B (S T 2 561203, AR & U CERAuREIA (45
) DL TNDZ &0k, éumﬂﬁ%uﬁtﬂ ’%MT%%@M XChHDHLULENDD, £
O LT, EHEM Y X7 EHGHE (RMP) ([ZHD X AR O EES 2V SUEE~D 1k
HilA3 8 2 Mgk T o T, AN OE G- 72 BE A 2Wr - 58 L, AFIOBGIZ L HEZR
BIER 238l LT-BRICxHE T 2 Z E 3B e 7o, LLFOO~@ DX T &iii7= 3 Mizkic
BWHEAT2RX&ETH D,

O MEFRITHOWVT

D1 T (1) ~ (5) OWTHNITENT Dk THDH Z &,

(1) EATBRENEET 203 A Fa LS R (BE N RS A2 R BE LS IR L |
IS AL S HL RUR e . MRS AV RRlE 7R &) (S FIoCA 7 A 1 HIRRARL : 436
%)

(2) FrEksrEsbe (AR 3144 A 1 HERS 86 fiiak)

(3) BN FE NG ET 203 AT (23 AR EWPE, 03 A2
W I19PBE. 23 ARSI EEHEE R 72 &)

(4) SRACFEIEE A RE L, %;Eﬂ:#éﬁ/ﬁmﬁ12&%3%%%@1[1%2@1}@ X L
(AR DR 21T > T Dfiax (AL 30 427 A 1 AR 1 2516 fiak

(5) #ﬁﬁﬁéﬁﬁl%ﬁﬁfim%mm RIEEITR D AT > TV Dtk CEEk 30 4F 7
A1 BEER ;1297 Higk

©-2 EVEREMEOALFRRIE K ORINE IR OIS 53 7 ik & B8R 2 FF DR Al
(FROWTINITIEE T DER) 25, GEZEBOAFICET IGROBMEE L LT

BESNTNDZ &,

*

o [EEMFFESE 2 FOUMIMHEZE T L7212 5 FELL DD AUTBE DB IRIHE 2
{ToTCWAHZ &, 95, 2L R, BAREMIRIELS I & LIZBRRIERE T ONHME %2
IToTCWVWBHZ L,

o [EAIRFFESE 2 FEOMMINME ZE T L72RIC 5 L1 Lo B EIERE 2R O
IR ZA LTV D Z &,

Q@ BEANOERLFREBEOMERIZOVNT

3R LG A B E T T 2 B DL S, BRI D OFRE O, Ao - &
EMEIENE R OB IR CERSE IR DR, AEEFSNRE LGS o®RE
EH . SRHECMITITON D IEFHINE S TND Z Lk,
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® EBIMERADIRIT2OWT
®-1 BWERFBEE O3 AH I B3 % B

W MERR B O EE R BITERA R AE LZBRIC, 24 BRRIR2IRIRHIO T, ik X
EEE R 123 T, B L 72 BIEANCS U CABRE E L O CT O EIEH ORI 24
ERRAEOR RIS Y APIE O, EHITRISATREZRARI N E > Tnd Z &,

@-2 EERNEFEFICLAFBLNNICETLEH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DNEER =4V v
EEDHERDOA T ) —= T HTOERE L IF#ME LA TE D F— LERIRH 2
SN TWDHZ L, B, BIIAHICOWT, DABE L ZFOFBEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

RIVER (RVE MR BTN 2 . EEM HE e, Ok, fhdk. B Rl
NS, EEED TR, 1 AUBEIRIE. BT AA. ITHRelE . ATk, s bR . AR
BRREMEE . FEAERERE S, MRRREE . BEE (B - REEREMEEREGT) .
R P, e, ERE oD R R IR | FRRIMARZERRIE, infusion reaction, HEfE 70 Mk 3 |
MEREASEMRE, RikZ, R, WEORERIS, W REtE, OlEEE (DA - 4R
IR - O MEEIAMGHES) . IS, L) 1Tk LT YRk ST B E AR
HMEAZ AT D ER & U (BWEHOZK-oXSICE L CTHRER SRR EZZ T 6 b
FHETHDZ L), EHITHUIRLEN TE DIEHNESTNDZ &,

KE. KIGZ.

=
+
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5.

BEXMR LI DBE

SRl tE i AT ) |

@

@

TREDBEHEIZBOTARADOFIMERREN TN D,

o ALFIRIERIGR K OBEER OARIGEIERANRE 72 TLHT/ IV ] SO LR 58 o v R iE
BE

o SERUIRFZOIb/C B/ IVH Y o BafERE BT DI L

723, BRAFEE AR Z6 T 5 BEITH WL, BRAFBIFEANC L 210K LB ET

HZk,

AHI+A BV b~ 7 BGIMEFFRERTBRE ORIGUIBR R G e M B AR 4 5
& LA S ARRER (CA20906735R) ICBW T, MR E S A B Y A~THKE
2k L CHMERRGES LTV D, 722 L, AAl+A B Y A~ 7 H5 & AHK| B
5% el U7 BRI BEHZ B WL CiE, PD-LIEERICE D A BV AT D L3
HNRD R DBAD TR ENHFERPGELNTND (Tp2R) , 2o, Rk
Ui RE 2R B R AR 2B W T, REIE A Y AT L OJFHEE ORI 2 f
Wrd 23540, PD-LIEHE* 2RI 52 ENEE L, PD-LIEEEN1%LL ETH
D EDHER SN BE TRV TL, JRHL AFREMER LS A EET S, k. BiG
UIBRARE 72 S B RS 2 b 5 & U 72 igEsh o 1 #EEBR (CA20900435R) D =27k —
R8IZIH W T, (b FIERIRE BE AL FHRIERBRREBEE & ORI TARAI+ A U A
~ 75O NECIE R 2R ITIRD DTV,

kARFIOBZWE L L, RFE4 : PD-L1IHC 28-8 pharmDx [# =t | 23A&R ST\ 5,

(1)

AJCC (American Joint Committee on Cancer) JR3A/3%E (55 7 i) 1235 < 54
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[tz B 4 5 F1E]

O TRICEYTHIREICOWVWTUIAROREN LD L SN TWD Z b, &5 %217
DRI &
o ARENDOEITIT R LIBBUEDOREERE D & 5 B

@ REATOFHMIZIBW T RIS ST 2 B IOV TR, AAlOREITHELE S 2

DS, MOTEPERPFUE DS R WIGEITRY | HEICAFZEN T2 L 2B ETE D,

o MEMMEEDOAH IO H 5 BE

o TR AR A CRVE S 2 58 6O D A K ONEENME O TS B I g 2% S0l G i ¢
LEOICRIEME A DD B

o HORERBOED, XUHIEMHR7ZE L < ITHERMED B O i B OB TR D
oo BE

o EERBAEE (GE B A 5 Te) O b HERE

o OB IIBEE A AT DA

*  ECOG Performance Status 3-4 2 0B

(20 ECOG @ Performance Status (PS)

Score | EFE

0 | &<MERIEE TS5, BT L R U R EAERNHRZR AT D,

PREIZI LUEBNTHIR S 225, BTAIRE T, BAIEESEE > TOMERIIITI LN TE D,
RS N S

ATRARETH A O OEY O Z LT F N THHEESERTTE 2V, B O 50%0 Eid~y R Tl 27,

ROENTZHOSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ d,

AW

ELENT RV, BAOHFOEY OZ LiF4e TERY, BEICy R+ Tl I4,
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6. EICEL THETREHH

WA SRS TN 2 RSO ER DT 2 BB 2 -5 & AR 0 Rk ) OV E
DT OIZ B HE T L TS5 2 &

TRRBARIZYENE D | B UXZE DFEIEITH IR OERRIEZ +553 0 L, [FEZ2 15
ThoEETH L,

RIRCIBRARRE R M R AEBE BV T AR LA ) A~ T L O ARG ORF
R 856, PD-LL BLR L MERT 5 2 ENEE LAY, PD-LL FHLR R
TERWEAIIE, AFIE A B A~7 L OO 2wl L7z L Ts
THZ L,

FREWERAO~F T A MZOWNT

@

@

MEMEMEEN D LD Z ERH DD T, KFNOEGIZHT-> T, BRE
W (REWR RIEE, ik, FEEVE) OREFE M O X S d o i, Bz -+
ZATH 2k, Fio. KBS UTHES CT, Mig~—"—%0Ma %2 Eiid %
Zé&,

AFNOFEILEE D infusion reaction (2 2 CEARHI 43 %D T 5 U
%477 L CBRMET 5 2 & £ 72,2 [Bl B AR O AH|$% 5-FF1Z infusion reaction
DHHLOLNDZEHHDHDT, KFIEGH R OARA G T #IT A 2P A
CERAET %, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIRE . TRAEERET R ORIBEERH bbb Z B3 HDH DT,
AFN D ¥ 5B hERT M O G-I I E IR N3 s RE R A (TSH. 1028 T3,
FERE T4, ACTH, I =V —VEORIE) #FE i+ 52 &,
AFNOFEEIZ LY | BEORERISIZERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDDH, BENRDOONTEGEITIL, BELEFRIIS UL
B 72 05k & BRBR 2 Ff D[RRl & i U Cal bl 2 B nRs W 21TV 18R o5
FOSIT X 2 BWER 2 o 2 355 12id, AFNORIE T I, K ORIE RE A
NECHOBRGEEZBETDHZ L, B, BIERERLVE L OFREIZEVREIE
A OUGERFRD IR WA TR, BB RE AV LISt o Sz il Fl o8 in
bEET D L

BeEAET %, BOEBIOE ARRE L T LEWERDBET L2 Enb D729,
AFN DGR TZRICORIEHORBIZ2IZEET H 2 &,

1 BUBE R (BIE | BUEIR WS 2 3 de) b bbdv, BERPMES F 7o R— X
ICEBDZENHLHDOT, Alg, HE, EHFEOIEROBHRCMAEED L2
SEETAHZ &, 1 BBEREN DN -G ICiEREE Ik L, AR 8l
OB 5 E DY LEZITH Z &,
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RIGUIBRARE 20 M SR AR BE (A 9~ D BRI, ﬁﬁUODﬁuu)ﬁiﬁ?ﬁ ZBWT, &5

PlAa D 3 0 HLIN, T LIERIE, BG-BIMR 5 1 AERIE 6 1/H 2 & (A IEDRT

ﬁﬁ%:ﬁo TWeZ E2BHIT, ARFIEEGTITERI 2 RO MR %ﬁ ) Z &,
@J%‘f’ﬁ@ﬁ@ié)@%%’\@ﬁﬁ&f@ﬁbfﬁ{i}: L TR D BRICIE AR ORRK

aih%ﬁ [ZBWT, 12 T L ITHMEDFHE 21T > TV 2 £ 2 BB KﬁU%EELEP

(T E I _xJJ%ODTJEE %:TTO Z &, b, iTERMIEREE LTHEMNT 2541

AR OBEHENT 12 DA ETETHZ L,
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EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR7E4 : A7V —ARMEE 20 mg, 7Y — A EMEFE 100 mg, 72—
AN IR ERE 240 mg)

~ TR SHER I ~

A2 94E3 A (A0 248 2 AHKET)
BT BE
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2. AANOFE. (FRET P3
3. ERIRRUE P4
4, FEREIZDOUWNT P8
5. H&EGXREMDEE P10
6. WHIZEL THETNEHH P11



1. IZT®IZ

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
BRI 7o, —AFEENE N A ARERIRNBHE S . —MRFEE N B AT SRR R O
NESFERNE N BAR D ESB 22 O o b EAERR LTz,

RG L I BEIRS, - A VR ERE 20 mg, A U — R SEETE 100mg, 4
— R AEERE 240 mg (— % - =R~ T GEls-## %))

REERDMEUTHIE « TR UTEREER 2 A9 5 FHSHA S

REERDMEROHE  WH . RAICIT=AL~7 (B F#Hz) & LT, 16240 mg
% 2 BRI C AT 5,

f3E IR 5E ¥ F NI TEEASH




2. AHNORK. VERBF

7Y — R S 20 mg, [FSEERE 100 mg & OVR ST ERE 240 mg (—ik4 - =
R~7 (Baffz), LT, TARAL Evo,) 1d, AN T¥ERASE 2 &
Ly 7 2% BT YA -~ ¥ —X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxt9 5t MU 1gG4 €/ 7 a—F LAHETH 5,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T 2% 2
T IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U 7 K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v oSEROEMALIREE %
BIZHRET L TW5d, PD-1 U W NIFHURE SIS B b O 2 22 Gk T8 B
LTHY, BMERAMEEE) LU LB TS PD-L1 DOIEBLLIEDELF
HIH & OMICADHBEBFRN & 5 Z & HE I TWns (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L7 EEMAHRIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AMIBIE, PURRRA CDS FHPE T Mo M E
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GHEIGEREIE T 5 Z EDRENTND, DI &2 H PD-1/PD-1 U 72 RERERIL, 23
AR TURRF A e T MM OWEBEEZ BT 5HFD—>oL LTEZX LT
Do

ARFNE, SRR OFE R 6 PD-1 O MEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T kDI
PEA K O AABIENE k9 2 MRS TG M 2 58 5~ 5 & & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

IO OFEN S | AFNTEMEIER ) 2 B 2IaREIC 20 55 Lo & MifF S,
SHSHI I B A kPG & LT IR SRR & 520 L 20 Lt QBB EN R S 47z,

AFNOVEREFF 235 B EE O RIERUSIC K 2 BITE S0 & b bdu, B UL LTIC
ELAEMEDN S D, ARNOERGHROEREGRIZIT, BEOBRE HOITATO, BENR
O BIVIEE AT, B LI HBUTIE U REFIRY 20 ik & REBR 2 Ff D[RRl & s L Col
IR 24TV BE OREIRIZ L DREIER S DN 2 581213, BB EE AL
T HIOEGEOHYVLIVEZAT O LERD D,



3. BB
BR LR RERE 2 A 5 IESA R O A GRIFIZ -l 21T - 72 T 72 BRI R O iloi &
NE IR

[H2hE]
[E B L[R5 AR FER  (ONO-4538-11/CA209141 705k )
7T FFRUE 2 G LSRR T %0 560 H ISR 28T UIHREDNRD bh

7= ARE B 0 D ST E DG & 72 & 72 W T/ IV 00 SESE R R L R 2 536 1451 (H
ANBE2IH 2 G e, AFIRE24001, xHFREE12161) Z %512, RS ERIASEIR L1z
B (A PP —h, FEZFEALTEYF O ~T) xR E L TAHIZmg/kg%
23 IR CAMEHE L7 & 2 OFIMER VR Z2RET Lz, FTEFEEE Th e
AR (BAT. TOS) Evvo, ) (Rl [95%IEMEIXIA] ) D IMATRE R IT. A&
HI#ET7.49 [5.49~9.10] A, *IFREET5.06 [4.04~6.05] H A THY . AANIIEERIE Y
PEEM NI L 7= VBRI LRI BRIt R 2R LTz (N — RE0.70 [97.73%(5F
FEXR - 0.51~0.96] . p=0.0101 [/&%log-rankifiE] ) .

*1 ARG B IS DAL F R BR 4 & e,

*2 e b SIUIRREALIL, FIRE, - TSR R O,

1.0

—- KR
-~ X EREE

0.9
0.8
0.71
0.6

TRt HF

0.5
0.4
0.3

0.2 e

01 7 Aok

ool . . . .
0 3 6 9 12 15 18
at risk# £#FHM (A)
AHFIBE 240 167 109 52 24 7

Poiich:c3 121 87 42 17 5 1

K1 OS @ Kaplan-Meier Bt (ONO-4538-11/CA209141 FR5R)



(PD-L1F& BLAR IR D A 50 Mo Oz 424:)

EFR I E 2 AEFRER  (ONO-4538-11/CA209141785R) ICHEAAN BNT-BED S b,
HEIEAHAR I W TPD-L1 2 3 8 L 72 AL S b 5 E1A (LR, TPD-L1F&HLHE ] &
V) T DIERDE LN OBE DT — X ZH-S & PD-LIZEBLERBNTHEREIC
RN AT o T- A INER O LB DFERIZLL T L B Tho T,

ANMEZEI LT, PD-LIZEBLED 1% AT DG E I B L IZIERROFRE R TH 72 (F
<)),
723, PD-LIOFRBRICL T, KFOLEMNT w7 7 A VITREETH -T2,

i
o
S
i
o
15}

—Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
o | X Investigator Choice % "~.: ..... Investigator Choice
g g
@ @
] 60 - & 60
S [
g =
40 - 3
i T
20 20 -
0 T T T T T T T T T T T T ) 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
L4 FHB(A) 2EFHR(A)
at risk at risk
Nivolumab 3 mg/kg 96 74 59 42 30 25 22 19 16 1 8 5 1 0 Nivolumab 3 mg/kg 76 54 39 32 29 20 19 17 15 1 5 4 3 0
Investigator Choice 63 45 24 14 10 6 4 3 2 2 0 0 0 0 Investigator Choice 40 30 19 14 10 7 5 4 4 1 0 0 0 0
A Nivolumab 3mg/kg (events:81/96), median and 95% CI: 8.1 (6.7,9.5) A Nivolumab 3mg/kg (events:67/76), median and 95% CI: 6.5 (4.4,11.7)
"""" O+ nvestigator's Choice (events:60/63), median and 95% Cl: 4.7 (3.8,6.2) w0 nvestigator's Choice (events:39/40), median and 95% CI: 5.5 (3.7,8.5)
Nivo vs INV Choice - hazard ratio (95% CI): 0.55 (0.39,0.78) Nivo vs INV Choice - hazard ratio (95% Cl): 0.73 (0.49,1.09)

ONO-4538-11/CA2091413RBX D PD-L1ZEER| TOOSD F T 2E T+ 0 —T v FF—F D
Kaplan-Meier i 53
(£X : PD-L121%DBEEMA. FX : PD-L1<1%DBEEH)



[Z4tE]

[E B3 R MAGER  (ONO-4538-11/CA20914175x)

A ERHEGIIAKIRE229/236/ (97.0%) K O RRE109/111%1 (98.2%) (2588 v, 1A
BRIE & ORIFEBIRNEE T X ROAEHGUIAAKIREL39/236/%1 (58.9%) . xtFRHEES6/111
Bl (77.5%) 12380 LTz, FEEENENLL EORIERIZI TEDO L EBY THoT,

£1 REBEEN5%I EOBIWEA (ONO-4538-11/CA20914130k)  (REVMEITHRE)

B (%)

g0l e 40
ey A XITRTE
(MedDRA/Jver.18.1) 236 {7l 111 1
4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

EIER 139 (58.9) 31 (131) 1 ( 04) 86 (775) 39 (351) 1 ( 0.9)
KIS LV SR

=il 2 (51 3 ( 13) 0 18 (162) 5 ( 45) 0

Uit BRI E 0 0 0 9 (81 8 (72 0
AP

THI 16 ( 68) O 0 15 (135 2 ( 18 0

LD 20 ( 85 0 0 23 (207) 1 (09 O
mESE7S 5 (21 1 (04 0 10 ( 900 3 (27 O©

Mg 8 ( 34) 0 8 (72 O 0
— % 2 HEEL IO GHNLOIREE

) RE 10 ( 42) 1 ( 04) O 16 (144) 2 ( 18 0

9 55 33 (1400 5 ( 21) O 19 (171) 3 ( 27 0

FERE D S A 3 (13 o© 0 14 (126) 2 ( 18 0
7R

(NN 4 (17 O 0 6 ( 54 0 0
(N IPSENOCEE =i

RAREOE 17 (720 0 0 8 (72 0 0
PR R M

KR = 2 — T — 1 (04 O 0 7 (63 0 0
R LU T ARk s

it B 0 0 0 14 (126) 3 ( 27) O

B2 Wz 15 7 (30 0 0 10 ( 90) 0 0
EHFERE 17 (72 0 0 0 0 0

bz 18 (76 O 0 5 ( 45 1 ( 09) 0

7pde. MVEVERIZEE 7 61 (3.0%) | BREUTRAEIE/ I A F—5 5] (2.1%) . JFi%ne
[ 5 1 (2.1%) . FURBMERERETE 17 61 (7.2%) | #hikksEsE 7 61 (3.0%) . Eiknel
FH 1B (0.4%) . BIBRESE 161 (04%) . FEMAERERES 2 41 (0.8%) . HRMIEZER
JiE 161 (0.4%) K N infusion reaction 3 5] (1.3%) 23388 b7, £7-. EIERHEIE,
D, Whde. KRB - EHEO TR, 1 BRI, @Ml MO MEEE B . T,
e - BlilESE, BEEORERESE, 5& 5 ERLKVEEDORERFITRD bkroT,
AREWERFE BRI E S (BRMRAEM ST 25Ty 28 BEHEREZ T,



[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 L— a3 02k v, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LICBROBRE & & ik
LTREZRT ETRHENTZb DD, ARANBFICBO CARMR RIS TV D H
- & (10mgkg % 2 BFFEECRE) CAKIZ G UI-BEOugE & & ik U CEfH
oy LRSI (FR) AT BEOBEICE T 27 — #2125 & KA 3 mg/kg
(IREE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 ik b
ORI & T D IRE ST T AR S, Y% OV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRS-,

K2 FHOKYBE T A—F

M - R Crnax Chnind14 Caved14 Crax.ss Chnin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mghke Q2W (14;,9;19) (51.621 '739.2) (79.9(?,'?14) (33?,9232) (18421,1 ;13) (23;7286)

HRAE (5%, 95%47) . Q2W : 23 FIFHIFE . Cimax : AIIEIFR 518 O g i M PIREE, Crinars 1 #IIAIF G214
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
T DB MLIE P IREE . Cuinss @ E T IRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICISIT 2 A I
TR



4. FEFRIZOWVWT
RS & U TS (BFFE) AE o Tnd 2 &b, Yikild 4@
IZETXDER THOIMNERD D, TDO LT, KF OB #EY) /2 BE 2720 - FF
/EL/\ AHNOBEHIZ LY BEELRRWEH 2B LIRSS T 5 2 EBRMERT=D, LIF
DO~@DT X T &I MR IZBWTHEHAT & TH D,

O MEFRITHOWT

D1 Fid (1) ~ (5) OVWTIIEY T IR THD Z &,

(1) BEAFBRENEET 503 A2 REEEILSURBES (FE RS A B FGEEEIL AR L
Higk 23 A RSB IL FURBE . BN AR 72 &) (BFIoTAE T A 1 HIEA - 436

i)

Q)%E%%ﬁﬁ(ﬁ&u&uﬂlaﬁﬁ-%m%

(3) HEMFIRAFENFRET 203 A HEEEFFE (DS AREEEEIREWRPL, 23 Al
Wh IR, S AR HERE R 7R &)

(4) AR bFREIEE AR E L, %;lesffﬁ“/ﬁm%lxﬂbmh%ﬁﬁﬁm 2 Dtk KL YE
AR D AT > T D ftiag CERK 30 4E 7 A 1 HREA : 2516 fiigk

(5) #ﬁﬁaiﬁﬁl@ﬁﬁﬁm%m@ R TAR D M Z T - T Dftiak (R 30 4 7
A 1 HIRFA : 1297 fax

O-2  SHSERE DAL FHRIE S ORIV FEBLRE O X SIS 47 70 ik & ek 2 Ff D= Aill 3
TEBHEM (FROWTNANIEZ Y T D EMSUIEBER) 25, 4% P OAFNIZ B
TORFEOEME L LTRESNTND Z &,

*

o [ERNEFFEUSH 2 FOPHHEZIE T L71-1&I1Z 5 FLLEDO N AR D ERIHE &
ITHoTWBHZ E, 96, 2L BT, BAREMEEZ £ & LUZERIESESOIHE 2
THoTWVWAZ L,

o [ERIRFFESE 2 FOPINMEZE T L7oRIC 4 L1 EO H SRR EI O B R
WHEZAT->TERY, 96, 24ELL R, 23 AFEMIREZ & OISR 2R O
ARME AT > TN H 2 &,

o ERNRFF LR EMATFIUS R OMBNHE A& T Lo, 5 0L Eo A EsAFE
DEFFRIHMEZIT->TEY ., 5 b, 2HEL I, DAL Z ST OEARIO R A
IBIEDOBARIHEZ I T>TW\WDH Z &,
¥, AN X DIRBEICB W TCIRWEHEO R FER L BT 570, B DIRKE

(272 D RHERNT EOROWT IR T G2 i 7= 3R (BESEE I Db
&&U IVERZEBLRE O et sl 253 72 Fniik & AR BR 2 RO lERN) & OBRE RO S &
WZRETH &,




@ BEHOERREREROEEICOVNT

S S B G S 2 BT AR S AL, U B ORI N, A -
A AN 0D B OV T SV MR S 517 R 2 IR, A g s e L
A OWIELTE . EISERAT DI A I ST D = &,

® BIWER~DORHHIZOWNT
@-1 HagkkmIC B 2 B4

VR MR A D BB 7R BIE R 3 98 42 LT2BRIC. 24 BEREISIRIAHIO T, Mi%hiak X
IR AR 23 T B L2 BIVERNICIS U CABRE B KON CT ZOFIVER ORI 4
ERRAEORERD Y HHRIZE O, B HITRIGATRE AR > T D Z &y

@-2 EREFE L DAEERMCICET2EHS

DN AR 2 B 2 gk M O e 2 B3 D R HE NRIERH T =21V 7
EEDEROA 7 ) —= T HATOEIRE L IG#E IE TE 2 F— LR 23
SN TNDZ L, B, BEEEIZOWT, DABRE EZOFRICHSICAmEnT
WhHZ L,

@-3 BHER OB LT

AITER (FEMERR RIS A, BAERBEIE, DAJR. Mgk, BRRUTHRARIE . RIFZ.
MBS BEO TR, 1 RBERp, ITRE, TRERERE ., ATJc, S ErEARAE J8, FRRAR

FEREFEE . TIRAPRREMRE . MRiEE. BEE (FAe - RWEHEEBSRE D).
B R AMZS, EEE O R kR E, FARIM AR ZEARIE, infusion reaction, B FE 73 If ik fE |
MERERIEMERE, W, R, WEORERIS, IIEIREME, OlEfESs (OFEME) - 1R
W« CvEE M IMNGHESE) . B L, JBEFLAE) (TR LT YRR ST B R R 0
M2 AT 2 EM & U (RIEH OZWr-oXSICE L THREA SR Z =T 6D
FECHDHZ &), BEHIZHEU)RLENTE HEHINESTND Z &,



5. BEXHB LR HRE
(BB 3 2% FH]
O 77T 8K G FREROH 2 BE BV TAAOFE NN REN TS,
©  TRLUCEZY T 2 BEICKT 2 ARAN O K OME A G IEIZ DWW TR, BKFIOA ZhEN
NS TE LT, AFIOREGRRE B0,
o TIFFRHNEGTALTIIEIC X DIRERE O I W EE
o IR L
o fhoOPUEMEES L OFH L TGS D BHE
@ AANZIEFEEILFE S MAERERIZ W T, EERITI W THRBERIZ ST L CTHEMED R
RESALTUW D23, PD-L1 FELRIC L O GRMEOMBEM N2 D Z L SRS D AR
DELINTWD Z b, PD-L1 ZELER* SR Lo B CAFI O Al S O 2
THZENLEE LV, PD-L1 BERN 1% THDH I ENMHER SN EE B
TIE, AR OIEHREIRIE S BET 5,
kARFIOZWEK L LT, IR524 : PD-L1 IHC 28-8 pharmDx [# =] &R EN TN 5D,

(AP B+ % FH]
O TRIZEZYTLIEFICOVTIARFOERGENEEZE SN TNWDLZ b, &5 E21T
DR &,
o KA LSBUE DB D & 2 B3
@ BEATOFI SISV T FRICE S T 2 BHE T OV TR, AR ORGIIHESE S e
DS, AMOTEPRPTUE D R WIGEITRY | HEICAFRZETNT 52 L 2B TE D,
o MEMMEREDOEHIITITEDH 5 BHE
o R AR A CRVE R 258 6 D B K ONE B 0 5 i i i 2 <o i Gt it ¢
FEOMICRIEMEZEAN DD B
o HOREREOGOF, B L < IEHFMEO B O ik B OB TR O
o 5B
o g &Ml REZ E1e) Ob 5B
o OB IIBEE A AT DR
»  ECOG Performance Status 3-4*V 0 i

(ED  ECOG 0 Performance Status (PS)

Score | EFE

0 | &<MERIEE TS5, BT LlFE U HEAERNHRZR AT D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,

10

BATRARETH A O OEY O Z LT F N THEEIZBERTTE 2V, HHPD 50%Lh Eid~y R Tild 25




6. BEZELTHEETREFIH

T SRR 2, & AR B3 DR 2 ERFE 1T KD & ARH O FriE K OVl (Ef#
RO 7= DI B w2 o B L Co bR« 2 L,

TRIEBRABIC e D | B XX 2 OFEICHINE L OER %2+ L, RE 215
ThoEETHZ L,

PD-L1 RBE G L7 ECAFIOE Gl HK 2925 Z &L E LA, PD-L1
FEBURDFER T E RV, AAIOMEH OB & Z @O HWr L7 Ecib5T 5
z&,

FERBEIMERO~RT A MZONT

@

@

MEMEREBEN D Lo b Z BB DD T, KFNOEGIZHT-> T, BKRIE
W (PRI IRIEE, ik, FEEVE) OffEsE M OWE X S 0 %, Bleiz+5
ZATH 2 &, Fo, MBS CTHE CT, MiE~— I —FDMm&x FEhd 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEARFZ H3 2kt D T 5 U
faAT > 72 EChRtaT 2 2 &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEEGH K OARA G T #IT A 2P A
CERRET %, BEORBEL 2B 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B hERT M O G- B I3 E IR N0 i RE iR A& (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAZ X0 | WEDOREISIZER T 5 & B 2 b D4 R R IER R
DHOLLNDZERNDD, BEPRDOONTHEIIE, BB LEFRIIL U
B 72 ek & Rk & e O R Aill & i UGl bl 2RI W 21TV IR O
FOST X 2 BWER AN g0 25512 1%, AR ORFES T I, R ORIE BE A
NWEVRIOBRGEEZZBET D L, 2k, BIBREFRLVEYOELIZ X0 EIE
A OYEERFRD IR WIGEITIE, BB RE AV LISt o Sz il Fl oisin
HLEET D,

BERET %, OB OE0 AR L T LEWERDBET 2 Enb 57129,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE R (BIE 1 BUEIRS 2 5 de) b bbiv, BERPMES F 7o R—v X
ICEBDZENHLHDOT, Alg, D, EHFEOIEROBHRCMAEED L2
SEETSHZ L, 1V BERBNEDN-GAICITEGEZRIEL, AR ) H
FOFGFEDHE) R EZITH Z &,

AR ORI T, &GBGE2D 9B, THURIL, &ERBND 14
L 6 i Z LA IMEOFHM 21T - TV Z & 2552, AFIEG-FILE T
(R OMERZAT D Z &
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HEERHEET A RF A
=R~ 7 (BinFr#Z)

(BR5E4 « A7V — A RFEFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AN IR ERE 240 mg)

~ R e o ~

ERR2 94 A (fFn 24 2 AHET)
BT BE



ER/N

1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4. JigklzoWT P12
5. H&EGXREMDEE P14
6. WHIZEL THETNEHH P16



1. IILBIC

RIS OF M « ZRMEOMEROTZ DI, U SCEFIZE S W2 E AR RS
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFHN 72 5T B E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
PR & 72 o TR Y RRIFMBGEE & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MR E)
IZBWTYH, EHNERNEOHERHORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
MHEIMOBEZMLZIT 5 2 EnHIfF SN BT LTHERT 5 & & bic, BIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EEHER~T,

I, ARTA BT A A%, MSIATBOE N EIE N ER SR SR, ASAFEABAR
BRI IR s . — AL RE N B ARER IR N 2 M OV BN B AR RAFH 2 O
Job EERR LT,

RG L I HEIRSG, - A VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4TS
— AR AEERE 240 mg (— 4% - =R~ T GEfs %))

KA ERDMEIE - ARG OIBRAGE TR 00 B M e

MEERDMEROAE  BH, RAIZIZ=FRL~T GBI z) & LT, 1[5 240mg
% 2 BRI C AT 5,
(L ZFEARTIRIR OIRIEUIBRA E XTSRS o Bl i 12k L C
AVY LvT (Barifz) EO0FHT 2581, 8%, A
F=AR~7 GEETH#Z) & LT, 18240 mg % 3 i
fRCA4EEREET 2, 20%, =AL~7 (BEEFHZ) &
LT, 1[a] 240 mg % 2 A [ RIks CAmErE+ 2,

B I 5B 3O /NP T RIS

(%)

BRI I B35 ¥ — R A SR EHER S0mg (— %4 - A B A~ T (Bs %))

DIFRE TN R, HIER O H &

2h e XX 2h B ARIE YIRS RE USSR O B

ME K W &: =R~y (Bafifz) Loz, @, AL
) A~7 GEfaF##Ez) & LTI1IE 1 mgkg (KE) % 3 H#H
kR T 4 [ EET 5.




2. AHN DR, VERBF

F 7V — R I ERE 20 mg, [FLSIEEE 100 mg K ONELSTEEHTE 240 mg (— %4 - =
R~ 7 (BEEHEBZ), LI, TARAL Evo,) 1d, MBS TERASEE 2 &
Ly 7 2% BT YA -~ ¥ —X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxt9 5t MU 1gG4 €/ 7 a—F LAHETH 5,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T 2% 2
%ﬁ)KE?@%@%f%éoPDli#E%f%%’%ﬁﬁéPDluﬁyF<HnJ
KLOVPD-L2) EfEA L. U SERICHFINE S 7 VB (REL T U o REROTEVE(LIRRE
AIZHHET LT\ 5, PD-1 U 4 v RiZpUsR MLt th@%ﬁﬁ@fﬁﬁ;%ﬁ
LCHY, BEMERAMERE )OO L EEHEMKICIS TS PD-L1 OREL L itk DAELF
WM & ORICADOFEBEBR) & 5 2 & 23 HE ST\ %  (Cancer 2010; 116: 1757-66) ,
F 7o, B R AR CIEIRE T MR EET o4 v X — T =~ (IFN+y)
IZ& > T PD-L1 OFBNFHFE I, 88 L EEHICIS 1T D PD-L1 OB &k D
AALEIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
S 512, PD-L1 Z 558 7S AT, PURRFEA CD8 BHtE T Mg ol
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 7
AR TURRR A7 T MR O OWEFEZ BT 2HFD—2 L LTEX LT
Do

ARFNE, SRR OFE R 6 PD-1 O MEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T kDI
PEA K O AABIENE k9 2 MRS TG M 2 58 5~ 5 & & TRk e PuiEgsh iR 4 k9
DRI TV D

IHNHDANG, K%i%@@%ﬁﬁfé%k&%%%’ﬁ@ﬁé%@k%ﬁéh\
R IR FR A A b B & L T BRI & S U L A 2k R OV DS AR S 4L 7z,

K%®¢ﬁ%f’ﬁ6<LW®ﬁﬁﬁﬁ’ié@@ﬁ%ﬁ%%bhﬁi%ﬂi%tv
£ % HH F%b%bé AHN DB G- R O GRIIE, BE OB 2 FoIdTV REDPR
D HNTGEITIE BE LT FLI mLK$W%ﬁﬂﬁk&%%%OE%k@#LTﬁ
@Jfot(fﬁﬁ?a”%%ﬁ%ﬁb\ W DGIESUSIZ & DRI gD 2581218, BRI E RV
%Vﬁ@&ﬁ%@ﬁ@&%%%ﬁﬁﬁgﬂ%éo



3. BB
RIBYIFRAHE XX ERFE M 0D BB fages D A GRIRE I Z R 2 1T - 72 5 72 B AR R D Bl &
NE IR

[H2hE]

DEFELF AR RER  (ONO-4538-03/CA209025 7kb#)

MEFAEREERZET 2HEMEEGEA (T3 T =7 A=F =T VI Tz=T,
INYR=T ) e E TR A A T D AT SO THER RS 0D 38 B A R R ol e AR
821 13l (HA N 63 il & Gde, AHIRE 410 5], =~V AARE 411 B ZxRIC, =
R AAERRE UCTAA] 3 mg/kg & 2 M CaiE Lz & & oa otk
B RRE Lo, FERHMIEE Th 5 AWM (LI, T0S) &9, ) (FfiE [95%
EREXM] ) 1%, AFIFET 25.00 [21.75~NE"] #H., =X U A AFET 1955 [17.64~
23.06] WHATHY, KFNT=~ U AR LFEHFICHBERIERE 2R LT (0N —
NI 0.73 [98.52% 58X [# : 0.57~0.93] . p=0.0018 [/&H!| log-rank f&E] . 2015 4% 6 H
18 HF—H v b47) |

1.0 B
0.9
0.8
0.7 e

. 0.6

ﬁ 0.57 = L:‘.L;j".::- . I. i i W
e 0.4 - .
0.3 o

—A— FFH|IE
D IO LA

0.2
0.1
oo\
0 3 6 9 12 15 18 21 24 27 30 33
at riskE ATEEIE (B)

AHIEE 410 389 359 337 305 275 213 139 73 29 3 0
INOVLZEE 411 366 324 287 265 241 187 115 61 20 2 0

1 OS O REIfENTRD Kaplan-Meier Hi#R (ONO-4538-03/CA209025 3ABR)




F7-. BARNIBSHER 63 i (ASHIEE 37 i, =~ U A ZHE 26 f5]) @ OS (FFufli [95%
EREXRE] ) 1%, AFIRET 27.37 [23.62~NE] 7 H, =X Y LA ZFETNE [NE~NE]

HHATH-T= ONF— FE 150 [95%(54E XM : 0.49~4.54] ) .
* o HEEARRE (BUF. [AIEE)

1.0 -
0.9- '
08 - . e e s CEIED 6K O
0.7+

s 0.6 - —A— KE|E¥
77 0.5- oD IO LAEE
=

0.4
0.3-
0.2-
0.1
70 DR SR R s ST S S RIS G

0 3 6 9 12 15 18 21 24 27 30
at risk2g H774HRRE (B)

AHB 37 37 36 35 35 34 24 16 8 4 0
INOYLABE 26 26 24 24 24 24 20 15 9 3 0

2 BARANEFIZRITS 0S O EENED Kaplan-Meier B
(ONO-4538-03/CA209025 #BEx%)




QEFEIF S MFRE (ONO-4538-16/CA209214 7 5#)

(LERRIEARTREE™ OMELTHE U TSR O W T R A B e e s ;B 1,006 61 (H AR NGBS
2 flaate, AV LYY BEHEEZ) OFH CUF, TRAI+-A ) A=T7 ] L
Do) PHEBS0 B, A=F =T HELLE ) AXRIC, A=F =T ERE LTERA+A
U b~ 7 O IER LM 2 et U, TERHMETE H Téd 5 International Metastatic RCC
Database Consortium (LLF, TIMDCJ & 95, ) U A7 535E" @ Intermediate % OF Poor U
27 OEE RF+A4 Y A~ T4 F, A=F =78 422 ff]) 12175 OS (HFfh

[95%(E4EIX ] ) X, AFI+A U LA~ THET NE [28.16~NE] W H, A=F =7}
T 25.95 [22.08~NE] ZHTHY ., K+ A Y A~ TEITA =T = 7K LR
WINCHBERIER 2~ LTz (O — R 0.63 [99.8%(E#E[X[# : 0.44~0.89] | p<0.0001 [J=
B log-rank #E] . 20174E8 H7 HF—% v A7)

*1 ;A ST 2 R H L OIRREN 2 WBE, 72720, LUFOSAITYZIGEEBICE O,
SEABIBR FIRE 72 B [k LT 1 BRI UM MBIRE (7272 L. & N SRR -+
(LAF. TVEGF) &9, ) XIEVEGF B AL & LA ZER<] 2T S0, 2oflt
B IR B IE O G0 5 6 1 A UL ERRIB%IZER L He
*2: Al 3mglkg (KHE) &4 BV A~<7 Imglkg ((KE) Z[FHIC 3 EEMRT 4 [BSREEE L 72%.
AFl 3 mglkg ((AE) % 2 AR CAEMEEE Lz, fERESEICBW T, AR &2 &Ik S
L., AV AT IEIARFOBREGHKRT S 30 oLl EOMREE BTG 2Bt LT,
*3: LLFOO~@®DWTHUT HZY L2ARWEAICIE Favorable U A7 1 X% 2 THH 2= H4 121X
Intermediate U A7 . 3THHLL L& T HA12IE Poor U A7 & &z,
OB AR & 2 H S Th BASRBR O EVEAEIR 1T £ T 1 4K . @Karnofsky —fiIkHE 8006,
@~E T\ B AEDEAEE FIRAT., @fERO D LT MED 10 mgldl B2 5. O4FHEREAN
FHAEME LR 2E 2 5, @f/IMEED LA LR A2 2 5

1.0 rv-{,,"s’.‘
0.9 }-‘X\\
'.' \
e e
0.8 V.. e
'; T
s 07
2 .
A b S—
= 06 Y -
< N-’
S o0s T T >
S
&£ 04
o
2 o3
[ —_— AR A 4
0.2 —mm— g A=ZF T
% L TR
o
OAOY" T g T e, T P ———
o 3 o 9 12 s 18 21 24 27 30 33
Overall Survwal (Months)
FRA+AL) 57T 425 399 372 348 332 318 300 241 119 44 2 ]
R=F=TH 422 387 352 315 288 253 228 179 89 34 3 o

X3 0S O EfFEITE O Kaplan-Meier Hig (ONO-4538-16/CA209214 #A5R)
FENTRIRER : Intermediate XU Poor U 2 7 BE

6



72k, EBEILFEHIHEFER (ONO-4538-16/CA209214 #AER) (23 C, IMDC Y 27
7 FE7N Favorable U A 7 O B X F HWAHITE H OfEAT I GEER & Siedo T, Yikak
BRI A A S 372 Favorable UV A7 ORBRFEOT — XTI & RN 21T -T2
R, AF+ A BV A TR L CA=F =T HTRFRERME LTS (T
B,

10p&e—asxl-cemen

0.9 — T o
0.8
0.7
0.6
0.5
0.4

03

Probability of Overall Survival

0.2 — AA+AE Y LT
----- t R=F =T
0.1 ORTA - $TEID

0.0

=

T L L} ) L} ) L} ' |

0 3 6 9 12 15 18 21 24 27 30 33
Overall Survival (Months)

FH+ AT AT TB25 124 120 116 m 108 104 98 78 27 2 0

ASF=TE 124 119 119 17 114 110 109 104 84 32 3 0

4 OS DFREENTRED Kaplan-Meier #i%# (ONO-4538-16/CA209214 3Bk)
FEMTRHEEER : Favorable U 2 7 B8



[Ze21E]
DE BRI FH MFEFAER  (ONO-4538-03/CA209025:k54%)

B EFGUIARAIRE 397/406 61 (97.8%) . =1 U AR 386/397 i (97.2%) (272
Hiv, 1R & ORI RBIR DG E T & RUVVE FFRITIAAIRE 319/406 5] (78.6%) . =
7 U AARE 349/397 ] (87.9%) (RO HALTc, WL ORETIHILED 5%LL_ EDRIE
HIZTTEROEBY ThoTz,

£1 WTNHLORETREARD 5%LL EOBNWER (ONO-4538-03/CA209025 FRER)

e e B (%)
Rt AR TR AR
" 406 1 397 4l
(MedDRAA) ver.18.0) 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

2RIEA 319 (78.6) 76 (18.7) 0 349 (87.9) 145 (36.5) 2 (0.5)
MER LY R kEE

B 1 32(7.9) 7(1.7) 0 94 (23.7) 31(7.8) 0
W WREE

FOPR IR FE REAR T iE 24 (5.9) 1(0.2) 0 2(0.5) 0 0
H ks

550 24 (5.9) 1(0.2) 0 21(5.3) 0 0

T 50 (12.3) 5(1.2) 0 84 (21.2) 5(1.3) 0

D 57 (14.0) 1(0.2) 0 66 (16.6) 3(0.8) 0

A% 8 (2.0) 0 0 117 (29.5) 17 (4.3) 0

Mg - 24 (5.9) 0 0 36 (9.1) 1(0.3) 0
—f% - BHEFR L OGN OREE

) E 18 (4.4) 1(0.2) 0 33(8.3) 7(1.8) 0

95 57 134 (33.0) 10 (2.5) 0 134 (33.8) 11 (2.8) 0

KD S NE 11 (2.7) 0 0 75 (18.9) 12 (3.0) 0

A MV 17 (4.2) 0 0 56 (14.1) 2(0.5) 0

FEEN 34 (8.4) 0 0 37(9.3) 2 (0.5) 0
R AR AT

M = L 25 m— L H 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

s v F =8 27 (6.7) 1(0.2) 0 33 (8.3) 0 0

R 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0
R L Ok

3L AT a— L fiLE 2(0.5) 0 0 29 (7.3) 0 0

e I 9(22) 5(1.2) 0 46 (11.6) 15(3.8) 0

ERYZURY RffE 5(1.2) 0 0 64 (16.1) 20 (5.0) 0

AR 48 (11.8) 2(0.5) 0 82 (20.7) 4(1.0) 0
B R K O%E ARk

RAER 27 (6.7) 1(0.2) 0 14 (3.5) 0 0

5 PR 23(5.7) 0 0 5(1.3) 0 0
PR E

VS 11(2.7) 0 0 51 (12.8) 0 0

SEIR 24 (5.9) 0 0 19 (4.8) 1(0.3) 0
MR SR, MOERES X OVithRkEE

MK 36 (8.9) 0 0 77 (19.4) 00 0

I R 30 (7.4) 3(0.7) 0 51(12.8) 2 (0.5) 0

S I 3(0.7) 0 0 41(10.3) 0 0

Jitifig 2 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0
KRB X O Pk

SIERR G 2% 12 (3.0) 0 0 20 (5.0) 0 0

B i 26 (6.4) 0 0 33 (8.3) 0 0

T - BRI T A SREERE 4 (1.0 0 0 22 (5.5) 0 0

% O FEAE 57 (14.0) 0 0 39 (9.8) 0 0

95 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0

7ok, BIEMEREE 1961 (4.7%) . BH% 14 (0.2%) . BEEUHREiEIE/ X 4/ F—56



Bl (13.8%) . KEEZ « EEO THI10 6 (2.5%) . 1 BBERE 1461 (0.2%) . FFHERER:
X 46 1 (11.3%) . TR 161 (0.2%) . HURIRBEREREE 34 1] (8.4%) . ffefEE 55
Bl (13.5%) | BHERERETE (RS RIEMER 2£5) 28 ] (6.9%) . RIBHAEREE 6 4l
(1.5%) . infusion reaction 21 {5 (5.2%) . FEFEDLEREE 4 61 (1.0%) . T EAEHKRE
fEE 2 B (0.5%) . BEZR 1B (0.2%) KROSE I EKE 141 (0.2%) ARH LN, £
7o, EREANEEAE, OFFAR. e MRS ESRBES . IS « BEREA M OVFRIR f e €
FIEITRR O BV o T, AREIWERRBBLR DU EFRS (RAMEERT L ET) 25
DR TR,

@E LR MR (ONO-4538-16/CA209214345)

HEELIIAA+ A BV L~ TR 544/547 1] (99.5%) . A =F =7 Hf 532/535 14 (99.4%)
IZRO DB, IRRIE L ORRBERDEE TCERVWAFTFLRIIAF+ A Y A~ TR
509/547 5] (93.1%) . A=F =7 #f 521/535 5] (97.4%) 2D BTz, WTIHOHRE
THIBED %L, EORWERIZITRDO LB ThoT,

K2 WSO THREEMN 5%LL EOBIERA (ONO-4538-16/CA209214 7RER)

Btk (%)

Sl g SNk
BEBINGR FATAE Y bv B x=F =TI
g(iillngRA/J ver.20.0) 547 f 535§
o 4 Grade Grade 3-4 Grade 5 4> Grade Grade 3-4 Grade 5
EIEA 509 (93.1) 250 (45.7) 0 521(974)  335(62.6)  2( 04)
MR L 3 RfEE
1 34( 6.2) 2( 04) 0 83 (15.5)  24( 4.5) 0
i ER R 1( 02) 0 0 30( 5.6) 3( 0.6) 0
I v BRI 3( 05) 1( 02) 0 69(129)  32( 6.0 0
IfiL NS E 2( 04) 0 0 95(17.8) 25( 4.7) 0
o WAk
B e AR A 28( 5.1) 11( 2.0) 0 0 0 0
FOR AR RETOESE 59 (10.8) 2( 04) 0 12( 22) 0 0
R AR P E 85(15.5) 2( 0.4) 0 134 (25.0) 1( 02) 0
B IEREE
L5 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
EREES R 9( 1.6) 0 0 30( 5.6) 0 0
{8 35( 6.4) 0 0 39( 7.3) 0 0
T 145(26.5)  21( 3.8) 0 278 (52.0) 28( 5.2) 0
A PNz 31( 5.7) 0 0 32( 6.0) 0 0
HIEARR 15( 2.7) 0 0 96 (17.9) 0 0
53] 3( 0.5) 0 0 27( 5.0 0 0
B A B R 6( 1.1) 1( 02) 0 55(10.3) 0 0
1T 109 (19.9)  8( 1.5) 0 202(37.8)  6( L) 0
RIDS 23( 4.2) 0 0 149 (27.9)  14( 2.6) 0
M - 59 (10.8) 4( 0.7) 0 110(20.6) 10( 1.9) 0
—f « EHEER L OB G OREE
87 iE 72 (13.2) 8( 1.5) 0 91 (17.0)  12( 22) 0
9% 55 202 (36.9) 23( 4.2) 0 264 (493)  49( 9.2) 0
FENE D NE 13( 2.4) 0 0 152(284) 14( 2.6) 0
ERiElREA 25( 4.6) 1( 02) 0 20( 5.4) 0 0
FEEL 79 (14.4) 2( 04) 0 33( 6.2) 1( 02) 0
B AR AR AT
ALT H4/0 60(11.0) 27( 4.9) 0 50( 9.3) 8( 1.5) 0
72 7B 71(13.0)  31( 5.7) 0 41( 1.7y 17( 32) 0
AST H#4n 58 (10.6) 19( 3.5) 0 49( 9.2) 7( 13) 0
7 L7 F =8 35( 6.4) 1( 02) 0 35( 65 2( 04) 0
i A ELR AR R L AN 11( 2.0 0 0 30( 5.6) 0 0
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B (%)

“‘*E’J”Zfﬁia AF+A €Y b~ TR Z=F =R
%ﬁ”{‘;‘DR ALJ ver.20.0) 547 {3 535 {5
¢ ver.g. 4= Grade Grade 3-4 Grade 5 4> Grade Grade 3-4 Grade 5

Y ox—EHN 90 ( 16.5) 56 (10.2) 0 58 ( 10.8) 35( 6.5) 0
hif H ER B D 3( 05) 1( 02) 0 40( 7.5)  23( 4.3) 0
M MR 4( 0.7 1( 02) 0 73 (13.6) 36 ( 6.7) 0
IR 18( 3.3) 0 0 28 ( 5.2) 0 0
M Bk E A 6( 1.1) 0 0 40( 7.5  11( 2.1 0
R L OsaEREE

& IR 28 ( 5.1) 8( 1.5) 0 10( 1.9) 0 0
FEXNEBIES 75 (13.7) 7( 13) 0 133(249) 5( 0.9) 0
ONER e PSP ON ey ek 1

RAER 76 (13.9) 5( 0.9) 0 39( 7.3) 0 0
L] 49 ( 9.0 3( 0.5) 0 26( 4.9) 0 0
VY IR 17( 3.1) 1( 02) 0 36( 6.7) 1( 02) 0
TR E

TR S 31( 5.7) 0 0 179 (33.5) 1( 02) 0
SEIR 53( 9.7) 4( 0.7) 0 65 (12.1) 1( 02) 0
MRk, MEhds K OVthRiE =

AU 45( 82) 0 0 31( 5.8) 0 0
e R e 31( 5.7) 1( 02) 0 33( 6.2) 2( 04) 0
st i 0 0 55(10.3) 3( 0.6) 0
fitifigk ¢ 32( 5.9) 6( 1.1) 0 0 0 0
R B X O ik

i R 40 ( 7.3) 0 0 46 ( 8.6) 0 0
EELE 0 0 29( 5.4) 0 0
T - BT SR TR AR 5( 09) 0 0 231(432)  49( 9.2) 0
O FEIE 154(282) 3( 0.5) 0 49 ( 9.2) 0 0
i 118 (21.6) 8( 1.5 0 67 (12.5) 0 0
BEIR B IR 5 50( 9.1) 8( 1.5) 0 22( 4.1) 1( 02) 0
B2 2( 04) 0 0 27( 5.0) 0 0
TG 0 0 43( 8.0) 0 0
i pEE

& I 12( 22) 4( 0.7) 0 216 (404) 85 (15.9) 0

B, AFN+A B A< TEICBW T, MRS 136 1 (24.9%)
(17.9%) . FRIREEREREE 147 5] (26.9%) . BHHEAREREE 46 1 (8.4%) . W& MEAEE

35151 (6.4%) . KM% -

. FTHERERE 98 fi

HE D T 36 61 (6.6%) . FJEDZEREE 20 1] (3.7%) .

FEERFERERE T 24 (9] (4.4%) | BIEHERERE T 32 4 (5.9%) | 1 AUHEIRYN 5 11 (0.9%) |

Wege 741 (1.3%) | BUEMEESIE 161 (0.2%) . Ak -

N2 2 451 (0.4%) . infusion

reaction 22 5l (4.0%) . 5 & 5 B¢ 2 i (0.4%) . L2814 (0.2%) . %€ 2 141 (0.4%) .
RESCARRMRAE/ < 43T —102 f3i] (18.6%) . T 71 (1.3%) MK OEAR fnAz ZERE 2 15

(0.4%) WFRD BT, Fio, M/ MR SRR & OB R 135890 B
oo, ARWEMRBBURDUIREEES: (MAREEREE 4+ 5) 25 0EHERE T

B
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[t - HE]

AR ORHEMEYBETT L ZFA LI 2 2 L— a3 102k 0, AHKI3 mgkg (K
) NIE 240 mg A 2 MM TG L2 EROARF O MG PR E DG Sz, £ 0fk
R, A 240 mg &G UTBROREREIL, KA 3 mgkg ixh LI BROBRE & & ik
LCREEZRT & TFRHIENTZbDOD, AARNBEICEOTHARENHERINTWDH
% - A& (10mgkg % 2 BRIFIR TR L) TARFIZ &L LB OREE & & g L CE
g e PRSI (FR) AT EEOREICKIT 57 — 21255 AH| 3mg/kg
(RE) I 240 mg % 2 BRIFIE CTEG L7ZBROARFI OMRTE & & AW T et &
OB A T DRI SOGT T A DEEE S L, Y EBEIZ OV TIREI M T h v o kiR,
RO - HEOB THIIMER NEEMICHEREZRIT VW e FllSn, 72, B
MRS BT 57 — XIS X AHl 3mgkg T 240mg & A U A~ 7 1 mg/kg
Z 3 ERMR TG LB OARA OMREE & & Z4at & OE ARG 2 BELSTET
IUBHEEE S, YKBEICOWTIREI M ThNof R, Eito L - AEoM etk
AN FA =t e e R i [ g Wt

K3 FROEKWERNT A—F

- Crnax Chnind14 Cavgd14 Cimax.ss Cmin.ss Cavess
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)

3 meke Q2W <35~52§ '7608) (10.17?'264.5) (17.21‘,"333.9) (75.1)1,3171) (27.612,'107) (42.717,.?27)

240 me Q@2W <513%ZO3) <15§f§2£ﬂ (25i?i78) (10&?254) (41iZ?58) (62a??87)

10 meke Q2W (14;?;19) (512?392) <7933§14> (33??232) (18i};13) (23§7§86)

OB (5%, 95%50) . Q2W @ 23 I [EIME. Cmax @ P 512 O fc i M35 T IR . Cminaia : PRI 51414
HEICEHT DR IIE P . Covears : FIEHRE% 140 B £ TOFHMIETILEE . Craxss © E i IREEIZ I
VDR ILTE P HEEE . Cominss 1 EHIRIEICI T DIARMIE FHLEE . Cavess : & FIRFEICISIT 2 3 i
R
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4. HERIZOWT

(BB R IR OARIABIBR A BE X T E R M o B A AR L 3~ 2 358121, &G
e UCHEABRGERE (2FRE) SBEohTnas 2 ennn, YA 2 EuIcE
MCXDHERTHDHIVNERDH D, TO LT, EHLU A7 EHG W (RMP) ([ZFEDX,
AN D B 22 MRS TS B~ D Wb SR 23 8 2 ik T do - T, A D $e b3 15 B 72 1R
Fa 2l - FrE L, AFIOFGIZ I BERREAZRBEBL L ZBRITHIST 5 2 & A3
27D, UTOO~BDFT R CEH-THHICBWTHERT 2 XETH D,

O MEFRITHOWVT

D1 T (1) ~ (5) OWTHNIEST LR THD Z &,

(1) BEAFBRENEET 503 A2 REHEILSFRBE S FRE R A BFOEEEIL AR
Mgk A3 A S B IL FURBE . BN ARSI 7 &) (BFIoTAE T A 1 IR - 436

i)

(2) HrTksrEmPbE CERR 3144 A 1 HEFS @ 86 ik

(3) HEMFIRAFENFRET 203 A HEEEFFE (DS AR EWRPL, 25 Al
W IEBE, 8 s HERE R R )

(4) AR AbFRIEELZRE L, 57*5'%135’—7%?/23[]7%1221%5'%4[2%)?%7][!%2@7}@ & B
AR D AT > T Dftiag CERK 30 4E 7 A 1 HREA : 2516 fiigk

(5) #ﬁ@@ﬁﬁl@ﬁﬁﬁm%m@ R TLR D M E T - T Dftiak (R 30 4 7
A 1 HIRFA : 1297 fax

O-2 B O FRRIE K ORIE R BLURE O RIS IZ 50 22 505k & R 2 R =R (F
ROWTNMNITEZ LT HER) 23, UE2REORANCEET DIEROEMTE & L ThE
ENTNHZ &,

*

o [ERRFFEUTE 2 FOPMFHEZE T LI2%IC 5 L LD AVIRIR O BERIHE %
ToTWLZ &, 26, 28U LT NAFYRERZ T & LUEIRIES - OIHE %2
7o TND T &,

o [EMithEFEEE 2 EDOYIHIFHMEZE T L2121 4 UL EOWRERIE O IRIHE
1o TR, 95, 2400 EE, BUHALEE O 5 A SEMERE & & Te S AR D F K
WEZIT->TWB I L,

@ BADERMLFREHOEHIZONT
IR AR BLCIEE T 2 BYEE DAL E S h, BERGEN O OfFERE 0., Aot - &%
e R %%E@fﬁiﬁi@f@ﬁ&(}iﬁﬂﬁ ZXT D IE R, AEFRORE LG oS
W, ENHESLIITON D EHINE S TND 2 L,
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@ BIEA~ORIEIZDOWNT
@-1 HERRAEHICE 9% Bl

[V PEG B O B 2R BIE R AR A2 L72BRIT, 24 WefHlRBIRIRHI O T, 2 akhiaak X
EEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
BIRRA DR A RIS, EDICRISTRERAHI > TnD Z &,

@2 ERWFEIC L 5FEESINICET 22 N

AR 5 BT 72 5 e O\ Re 2 A 2 BIRIERE D RIEE=2 U 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, b, BIRIAHNZOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox B LT

BIVEA (MEMEMEEIZIN 2 BREAEDAE, Ok, Tk, BT RARE ., KIBK.
NS, EEO TR, 1 ABERE, TS, IS, TR, S Mg L, Bk
FEREFE S . THEAPRREMRE . MRiEE. BEE (FAe - RWEHEEBSRE D).
RIS RS MG, B O R E R, §RIMAR ZE42SE , infusion reaction, B FE 72 (i ik fE |
MERERIEMRE, WL, R, WEORERIS, IR, OlEES (OFEME) - 1R
IR - ChEEMEISMDGHESE) . IS L, JBEALAE) 12k LT YRRk ST R R R 0
HYEZ AT 2 EA & U (RIER OZW-oXISICBE L THRER OSSR E =T 6D
K HDZ L) EHICHEDRALENRTE DIEHNESTND Z &,
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5. BEXHB LR HRE
[HZhEIZ B3 % FI1H]
O TROBEIZBWTARAOGIMEDRFES L TN D,

o MEHAMEFERLZAGT 20EMEER (T F=7, A=F=7, VT7
=T XY R=TE) 2ETETFRIEREEZ A T ARG UIRARGE X TR D
RIS AR (A BB 5-)

o ALHRIERIGHEDIMDC U A 7 45%5E7)5 Intermediate X 1 ZPoor U 2 7 D (DiRTEH)
PRARE ST MO B MaE RS (A B A~ T L O E)

@ TREICHEE T 2 BE T 2 AR OR G X O IFEIC OV TR, KEIOA R
PHELENTE LT, AFOEREGXR LR LR,
o ALFIERIGEBE ROV A N A VRBN OB OIGEE A H T 5 BE Tk
2 AFN BB -
o IR,

GED) [ g 7 45 AR FRER (ONO-4538-16/CA209214 35) 123V T BL FODO~@®D W FHUC 3524 Lie
WA 1213 Favorable U A7 | 1 X0 2 THH #1729 H5 1213 Intermediate Y A2 3THH LU EA2G7-3 546
\ZiE Poor Y A7 L&z, (6 X—T&M)

BRI & 2 ST DA O BEIEA B 1 £ C 1 FRm

Karnofsky —fi%{KHE& 80%Alifi

B B A S T IR

WIEH D AN 7 MMED 10 mg/dl 22 5

IFHPERE DS E Y LR 2 2 2

M/ RECDS FEVEE FIR 2 2 %

CISICISICHC)
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[Zz 4E Iz B4 % $H]

O TFTRICEYTLIEEICOVTIEIAAORGPERE SN TVD ZEND, KEE1T

DRV L,

o ARHNDORSTI R UIBBUEDRBEERE D & 5 B

@ WM OFEIC BT FRICHS 5 BH IOV T, AAI O F AR S 1R
P, OB 2V AR | HEICAA 2 BT 5 2 L 2 EETX 5,
o BELPERRS RO A B URBERE 0 b 2
o I BT A D B HE T OV IE O SO RIS O R i ¢

DM RIEMERE N A DI D BH

o HORERBOEPH SUTEMERLH L I3 D B SRR B OBER O

b5 ERE

o S BAEE (SR EEE E) Db D EE

o RBEOBGSUIBE AT L EE

e Karnofsky Performance Status 70%Alifi 72 o

(#2) Karnofsky Performance Status (PS)
Score EF
100 | EH, BEICHT 2 BEOF XAV BHIERZ L,
IEH OGBS ATRE, Frnl/a BN g2y, 90 BVBRIERITH 503, IEFTEE) AJRE
80 D72 Y BRRIEIRA & 2 23, 8577 L TIER OfEH) i RE

ST D LI RERE, HETARTE T, A 70
HITIF L A EBEABRFCRICE D bOTH D,

HorBE OMFRITE 228, EFOEH - 55832 2
&I TRE

e : 60 HAWCKLERILIITEDN, L EENPPLE
RABRIEORDELE =TS, S0 | il B LT B & OO BT A D
40 BT U RERES L OE# D
FOREY DO LEAZTTER, JifZd o0 30 2LEIT T ABRPBELEAEITE LEE - TRy
ERBEOFH L AEOFEUELEL T 5, HEB | 20 | FEWICHIE, ABEA LI CHE MBI L E
PEGHICHERT LTV 5 WTHEMED B 5, 10 [ ZEMZSE-C0 5
0o |
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6. BEZELTHEETREFIH

O  IRFASCEREIIIN A, BEEIR B D IRAET 2 ERFE 2D & AR O FeE K& OV Ef#
RO 7= DI B w2 o B L Co bR« 2 L,

@ JHREBIAICENL D . BE T F OFRICE MR EREZ oA L, FEE25
ThoEETHZ L,

@ EREWEHO~XT AL MZDOWT

MR EN D oD ZENH DD T, AFOEEIZH 1= > Tld, BKRE
W (REWR ARIEE, ik, FEEVE) OREFE M O X Sl d o FEhnd, Bz +5
IZATH 2 &, Fo, MBS U THE CT, i~ — I —FDMm&%Z T+ 5
Z &,

AFN O EILEE D infusion reaction (i 2 CERARI 32kt D T 5 U
faAT > 72 EChtAT 2 2 &, £72.2 [8] H LABE O A 5-FFIZ infusion reaction
BHHLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIT A Z A
CERET H%, BEHEOREBE+SICBIEET 52 L, 70, infusionreaction &
L LG E 12, R TOBELOERAERIZEIE T 2 £ ChEE 2 +o8ls
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B hERT M O G-I W I3 E BRI N sk rE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx R EEW R
DHLOLNDZENHD, BENPRDOONTHGEITIEL, BERLEEFRITL U
B 72 ek & R 2 e Al & i U Cli bl e BRI W 21TV, IR D
FOGIT X 2 BWER DN g0 23551 21E, AR ORFES T I, R ORIE BE A
WERIOBRGEEBRETDHZ L, B, BIBRERNLVEOREIZLYEIE
M OYEEDRFRD B WA TR, BB RE ARV LIS O Sz il Fl o8
HEET D,

BeGAET %, BB S8 ARE L T LEWERDNBELT 2 Enb 5729,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUOBE R (BIE 1 BUBEIR WS 2 & de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRH-FEOER ORI MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN -G ICIEREEZRIE L, AR 8l
I OF 5 E DY L EZITH Z &,

@ AANOEEKRBRICTIBN T, ALFRERNREEE T 2 Al 5 Clask 5-Miah
S 1R 8 MM I L, LA RIRREFICB T 24 VY A~ 7 AL TIX
BeGBRAE O VAR 6 I Z & (WIENT 12 #E%) ([CAIEOFEM 21T > TV
722 L BSBIT, ARG PILEMICEGRE CHROMREITH Z L,
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EEERHEEST A RFA v
=R~ 7 (B FHE#Z)

(BR7E4 « A7V — A RFEFHE 20 mg, 7V —RRHFHE 100 mg, 7P —
A REFE 240 mg)

~HHARSF ) VN E~

FRR2 94 A (fFn 248 2 AKET)
BT BE



SR

1. ZL®iz P2
2. KFNOKE, 1FHET P3
3. FERARRHE P4
4, JgkiZ-oWT P8
5. HXIG LI HBHE P10
6. HHICEL THET REFIH P11



1. iXU®IiC

IS DOF N - BEVEOHER DT DIZIT, B SCEFICE SV B A A R
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 J R 1E A%
FERMDPEARBENDLHF T, 20 DOEEKNZ FICHLER BT IR 5 2 & PR
PR & 72 o TR Y RRIFMBGE S & YR O BT EE 2016 (CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMERNEOMHRAORE(LHEZXS Z L L ShTnd,

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

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

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

KIG L IR HEIEN - ATV — AR AT 20mg, A7 Y — ARG EHE 100 mg, A Y
— AR EE 240 mg (—ikA =R~ T GBI FHHIRR))

R ERDMENIAR « FFFESUTERPE DO H MY AR V% 2 U v oSl

REERHMEROHE W%, BRAIIZ=AV~7 (BEETHEL) & LT, 1\ 240mg
% 2 W IR TR EET 2,

BE Wk 72 2 E L /NERER AL TEERRA A




2. AERN DR, 1EREF

A7V — AR R 20 mg, R ATEERE 100 mg K OVR SEERE 240 mg (— 4 - =
A~7 (B z) . I, TARAL Evo,) 1d, DN TERASEE 2 &
Ly 7 2%t BTYZARL - ~vA¥—X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxf3 25t Ml IgG4 £/ 7 n—FAHIKTH D,

PD-1 1%, I&MAL L7V 88k (T MR, BMIfAL O F 2 7 0% 7 —T M) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIEE 2 2
THE) BT HZRRTH D, PD-1 IIHURIE R %ﬁﬁépuluﬁyF<HnJ
KLOVPD-L2) EfEA L. U SERICHFINE S 7 VB (REL T U o REROTEVE(LIRRE
ﬁu%%bfwéOM}lUﬁy%i%ﬁﬁ%ﬁ@u%_t%@%ﬁ&@%ﬁﬁ_%ﬁ
LTHY, EMEREAELE LU L EGHMKEICI TS PD-L1 OFREBL L itk DALF
WM & OFICADOFEREBIRN & 5 2 & 3G ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE AR CIARRTE T N EE T DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, 6B LI EERRICIIT 5 PD-L1 ORI & itk D
ALEHIR & ORI EDOFBARRN 5 & DO#HE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 H S E 728 AMiaiE, PUsRFER CDS Btk T Hiia ol fafs
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
HEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RER&IE, 23
AR TURRR A7 T MR O OBWEFEZ BT 2D —2 L LTEX LT
Do

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

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

AANOIERBEFIZ D BB DRIEFUSIC X D RIEMENH bbb, HEX ;WEEV
£ % HH Fib)ébé ﬁﬁﬂ@&frqj&()\&fﬂ& (T, BEOBRZ 401ATV AR
O BTG EITIE, FEHLTZFRI ﬂ?L?’:%‘—F‘%’Jéﬁ%ﬂﬁk1‘%%}%75:%30!:%&@#LTL
728172 Lﬁ%ﬁb\ W EDGIE UG & D RIE N gD 58121, BIE R E RV
RO GE DY) 7R ALE 21T D %%73)&’) Do



3. BEREE
R T HEE O AR % o U RO A FRR IR 24T o 72 3 Ao e R A ER o
fE & R,

[ 2]

O ENE DR (ONO-4538-15 #ER)

HFEEMBMRBHEE T LYy ~T XRNFU GElafaz) CLF, 7L
YR L) ITHRPIMESUIATE O 3 SUTEHA M E O AR % U v
NEEFE (ECOG Performance Status 0 &2 OV 1) 17 Bl & %52, AH| 3 mg/kg % 2 ¥ [ fH
bR TR RE L7, FERHEE A Th 28203 (ET IWG criteria (2007) 1255 < ok
HIEIZ X 5 complete remission (LA, TCRJ &9, ) XiZ partial remission (BL T, TPR]
EWVD ) DEIE) 1E 75.0% (95%EEIXH @ 47.6~92.7%) Th o7, i, FAMNIHK
E L7 BIEIX 20.0% CTH - 7=,

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

H & M B G TR T L Y ® o~ 7S K D IRIER A2 - B3 UL G
O MR oNEERE (24— B, ECOG Performance Status 0 208 1) 80 {3
ZXPBIT . AA 3 mg/kg % 2 WG CRIBEEHE L7, FEFHMIEE TH D550 (W
FT IWG criteria (2007) (233 < FIfEIZ L D CR UL PR OEIE) 13 66.3% (95%1F
FEX M : 54.8~76.4%) Tholz, 7ok, FANIHE L-BIEIL 20.0%TH > 72,

[Ze 4]
@O EWHE TR (ONO-4538-15 7lER)
AEFZIIEONGEZD Hiv, AH & ORRFEBRPEE TERWVAFER L EFIED
Tz, FHRD 5% EORWERIZTERD LB ThoT,
£ 1 RBIHEN 5%L EOBIVER (ONO-4538-15 FABR)  (REMEMHTXIRER)

BRI H Bk (%)

FEAGE 17 151

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

PRIVEH 17 (100.0) 2 (11.8) 0
MR LY o RlEE

=il 1(5.9) 1(5.9) 0

U BRI E 1(5.9) 1(5.9) 0
His XUk R

R 1(5.9) 0 0
A

AR IR B RE AR TE 3(17.6) 0 0
B B

R IR 1(5.9) 0 0

(EE7 1(5.9) 0 0

T 1(5.9) 0 0



PN Bi%k (%)

FEARGE 17 51
(MedDRA/J ver.18.1) 4> Grade Grade3-4  Grade 5

[P 1(5.9) 0 0

TN 1(5.9) 0 0
—f% - EEEER X OG0k

%t 2(11.8) 0 0

RN RS 1(5.9) 0 0

[y=¥R 2(11.8) 0 0

FEEL 7(41.2) 0 0

A 1(5.9) 0 0
JRYSER K OV HhUE

HH % 1(5.9) 0 0

fiti g% 1(5.9) 0 0
BE, hEB L OWESIHE

HENITHE D RS 1(5.9) 0 0
B R AR AT

JHERERR A S5 1(5.9) 0 0

s IR S 1(5.9) 0 0

REHMN 1(5.9) 0 0

I I ER e 1(5.9) 0 0
R L OvesErEE

(iR RYN ik 1(5.9) 0 0

{59val NURVN Ik 1(5.9) 1(5.9) 0

RAEOR 1(5.9) 0 0
B RS R & OV SRR 5

RA i 1(5.9) 0 0

A 1(5.9) 0 0

PR 2(11.8) 0 0
TR R E

FEWED F 1(5.9) 0 0

GIEER 1(5.9) 0 0

KM= 2 —w N F— 1(5.9) 0 0
MR as . MElds X OWthm s

VR iR R 1(5.9) 1(5.9) 0

FRGEDORAE 1(5.9) 0 0
R KOV T A RRRE

it B 1(5.9) 0 0

2 I SE N 1(5.9) 0 0

SIERR R G 2% 1(5.9) 0 0

% 9 FENE 5(29.4) 0 0

395 4 (23.5) 0 0

¥, FVEMENZE 1] (5.9%) | BEEUHRBIRE X A XF—2 1] (11.8%) . Kk -
HEOTH L (5.9%) . IFHERERDE 141 (5.9%) . FURIRHEREREE 3 1] (17.6%) .
TEpEE 3 41 (17.6%) M 0" infusion reaction 1 5] (5.9%) 2358 Hiiz, £7-. FIEM
HESE, DA, Fhge. 1 BUBERRIE . SepE M RIS PESRBER . IR, B HEREREE
RIS FRETE, M - BEBA, EEOKRERE, FAIRMARZERIE, RIS, PR K
VU5 EDERITRD b2 hoTe, REWEAREILRIUIEER S AR EERY 25
o) ZEUDEIRERERT,



@ AN TAHRER (CA209205 #ER)

BEFGIT 238/243 B (97.9%) IZFEH L, KK & ORFEEUENEE TE RVAE
FEGT 185/243 B (76.1%) 1ZFBsD B iviz, FBLRD 5% LORIEMIT TERDO LEBY T
HoT,

#2 FIERH 5% EOBIER (CA209205 3B)  (All Treated Subjects)

LI NS | B (%)

FEAGE 243 14

(MedDRA/J ver.18.1) 4> Grade Grade3-4  Grade5

RIEA 185(76.1) 48 (19.8) 0
MgFs KOV > RbEE

I BRI i 13(5.3) 6 (2.5) 0
PG AR 5

FOPR IR REA T 14 (5.8) 0 0
B lEE

220 14 (5.8) 2 (0.8) 0

THI 34 (14.0) 2 (0.8) 0

G 24 (9.9) 0 0

AL 19 (7.8) 1(0.4) 0
—f% - 2FEER X OG0 RRE

957 50 (20.6) 2 (0.8) 0

FEEN 21 (8.6) 0 0
BE, PEB X OWES IHE

HENITHE D RS 33 (13.6) 1(0.4) 0
AR AR A

ALT H50 13 (5.3) 7(2.9) 0

AST #5n 14 (5.8) 5(2.1) 0

U X—EHN 14 (5.8) 9 (3.7) 0
B R B X O SRRk

RA A 19 (7.8) 0 0
R IEE

GIEEE 14 (5.8) 0 0
R KOV T A RRRE

% 9 FENE 21 (8.6) 0 0

SI5 28 (11.5) 2(0.8) 0

7k, MMM E 15 B (6.2%) | BERURREEE/ X A/ 3F—19 fil (7.8%) . K
&K« BEOTH 65 (25%) . AFEEEEREE 22 5l (9.1%) . AFR 56 (2.1%) . FUIRAR
BERERE T 28 f51] (11.5%) . Fh#RRETE 40 5] (16.5%) . BEHRERES 4 1] (1.6%) | fxsk -
BEREZE 1451 (0.4%) | FEFEDZFERETE 3 #1 (1.2%) . FhlRieZERAE 1 6] (0.4%) |
infusion reaction 38 5l (15.6%) . F#Z 2 6l (0.8%) KRS E SIS 2 5] (0.8%) 2358®
bivle, o, EIEMEENE, DR, ik, LRFEIRE ., So M i M 2B |
BB BEE J OV F IAARSRERR E 1XR8 0 D e o 7o, REWERRBUIRILIX B E S (R
MAEMEE 2 3T) 2 E0EFRRETRT,



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

- R Crax Chind14 Cavedi4 Cmax,ss Chin,ss Cavgss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mglkg Q2W (14;,9;19) (51.621 '739.2) (79.9(;),'?14) (33?,9232) (18421,1 ;13) (23$,7§86)

AR (5%4%,95%40) . Q2W @ 2B MIHIFE, Conax : HIIEIHE 522 O die i L5 R EE . Crminara A 5-2 14
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
LT%%%E?‘%E‘:{%E@\ Cmin,ss : ﬁﬁ%ﬁﬁéiﬁﬁé%ﬁm(%qﬂﬁﬁ\ Cavg,ss . ﬁﬁiﬂi,ﬁﬁﬂiﬁﬁéqzi@mlﬁqj

B



4. HERRIZOWVT

AR E U CTHEARERE (2FRE) NN TNnD Z enn, YRt 4
UNCE TE Diisk THOLMEND D, TDO LT, KB OEG @Y BFE 220 - 5
E L, AANOBRGIZ I BEEZAEHAZRBEL LRI T 2 2 ERnEE /oo, BITF
DDO~@DT X T &I IZBWTHEHAT & TH D,

O MEFRITHOWT

D1 Fid (1) ~ (5) OVWTIIIEYT IR THD Z &,

(1) EATHRENIEET 203 A Fa ISR (BENT RS A2 R HE LS IR L |
IS AL EE B RUR e, MU S AV ERE 7R &) (S FIoCA 7 A 1 HIRRARL : 436
%)

(2) FrEksresbe (AR 3144 A 1 HERS 86 fiiak)

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

(4) HRALFRIEE AR %L/%%M%$$Mﬁlli%%ﬁ%%ﬁm%2®m X L
(AR DR 21T > T Dfiax (AL 30 427 A 1 AR 1 2516 Jiak

(5) #ﬁﬁﬁéﬁﬁl%ﬁﬁfim%mm RIEEITR D AT > TV Dtk CEEk 30 4F 7
A1 BEER ;1297 Higk

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

#

o [EEMFFESE 2 FOUMIMHEZE T L7212 5 FELL LD D AUTBE DB IRIHE 2
{ToTCWAHZ &, 95, 2L R, BAREMIRIELS I & LIZBRRIERE T ONHME %
IToTCWVWBHZ L,

o [EHIGIFEUSE 2 EOYHHEAE T L21%IC 4 L EDOBEKERBREZA L T 5D
k. 96, 34EDL R, AR O 23 A S IETE & A el R i S OHE
BIToTWNWH I L,

@ BADERMLFREHOEHIZONT

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




® BHWEH~DXIRIZOWNT
@-1 MR AR B+ 5 Bl

EVE MR B O EE R BIEM AT LB, 24 FERIZIRIEHIO T, Y% X
ISR 12T, B L2 BIERNIZIS U CABRE B R O CT O RIWEH OEERINZ &4
LWRMRAEORKERENY ARG L, BHICHEaTRERIERHIAE - T b Z b,

@-2 EERNEFEFICLAFBLNNICETLEH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DNEER =4V v
EEDHERDOA T ) —= T HTOERE L IF#ME LA TE D F— LERIRH 2
SN TWDHZ L, B, BIIAHICOWT, DABE L ZFOFBEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

BIVER (RYE MR BTN 2, EEM B e, Ok, fhdk. BREC Rlf
NS, EEED TR, 1 AUBEIRIE. BT AA. ITHRelE . ATk, s bR . AR
BRREMEE . FESERERE S, MRRREE . BEE (B - REEREMEEREGT) .
R P, 2, HRE oD R R IR | FRIRIMAEZERRIE , infusion reaction, HEFE 70 Mk R H |
MERERSEMRE, RitZ, R, WEORERIS, Wi R, OlEEE (DA - 4R
IR - O MM S) . IS, BEALE) 1Tk LT, YRk ST B E AR O
ML AT D ER & L (BWEHOZEoXSICE L CTHRER SR EZZ T 6 b
FHETHDZ L), EHITHUIRLEN TE DIEHNESTNDZ &,

KE. KIGZ.

fEu]
Y



5. B#ExtpL s BE

(G hEICBE§ 2 21E]

O HFEMBIABAL T L2y F o~ T IRPME XA O B LA
OEMAYE D F ) L YERE B W TAAIOA N RER TN D,

@ TREICEZMS T 2 BE KT D AFN OB G K OMEHFIEIZ SV TIE, RAIOF 2
DHESLENTEL T AFOBERG L2 HR0,
o ALFIRIERIBIK DB
o fLOHUEEMEEEA L OFH L Tk SN D BE

(242 B4 5 4 H]

O TRICEY T 2EEIZOWVWTIARORENER L SN TN 2 b 5217
DR L,
o ARFNDEGT S LISBEUE DB D & % BH

@ RERATOFHMIC I T FRRICEE S T 2 BT W TR AAlOREITHELRE S nvZe

DS, AMOTEPRPTUE DS R WIGEITRY | HEREICAFZENT 52 L 2BETE D,

o MEMMEEOAI IO H 5 BE

o MR AR A CRHVE S 2 58 60 D B K ONEENME OO HO BRI g2 S0 G it ¢
LEOICRIEMEEA DD B

o HORERBOAD, XUHIEMER7ZRE L < IEXHERMED B R B OB TR D
bR

o eI (EMmEaBEZ 5Te) Ob DB

o OB IIBEE A AT DR

*  ECOG Performance Status 3-4 "V 0

(ED  ECOG 0 Performance Status (PS)

Score ER

0 | &<MERIEE TS5, BT LlFE U HEAERNHRZR AT D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,

10

BATRARETH A O OEY O Z LT F N THEEIZBERTTE 2V, HHPD 50%Lh Eid~y R Tild 25




6. BEIZELTHETNEFH

O A SCEFITIN A ROERGEER SR D ERME 1T D & AH D K M OV 1E Al
O DIZ LB R EREZ B L THBEERT 52 &,

TRIREBRLRIZIENE D | B XUTZ OFIBEAH IR Ot 2+ L, FE 215
ThobETLHZ &,

FREWER O~ XY AL MZDOWNT

@

®

WEMEREN D oD ZENH DD T, AFOEEIZH 1= > Tid, BKRE
W (REWR ARIEE, ik, FEEVE) OREFE M O X S A o i, Bz -+
ZATH 2 &, Fo, MBS U THE CT, MiF~— I —FDMm&%Z T+ 5
Z &,

AFNOFE 1L EE D infusion reaction (2 2. CEARHI T4 /%D T& 5 U
i %AT -7 L CBRMET 5 2 & £ 72,2 B B LB O A 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIEEGH K OARA G T #IT A Z A
CERRET 5%, BEORBEL+2ICBIEET 52 L, 72, infusion reaction &
FHLLUICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B hERT M O G- B T E IR N0 sk RE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #4252 &,
AHNOFEEIT LY BEORERISIZERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDD, BENRDOONTHEEITIL, BELEFRIIS UL
B 72 05k & BRBR 2 Ff D[RRl & g U Cal bl 2 B nIRe W 21TV 18R D5
FOSIT X 2 BWER 2 o 2 355 1i%, AFNORIE T I, R ORIE RE A
NEHOBRGELBET D L, B, BIERERLVE L OFRGIZEVREIE
HOYGERFRD IV WA TR, BB RE AV LISt o Sz i Fl o8 in
LEETDZ L

BERET %, OB OE0 AR L T LEWERDBET 2 Enb 57129,
AR OBEHETHRIZHRWEMORBBUCH2ITHEET D 2 &,

1 BUOBE R (BIE 1 BUEIR S 2 & de) b bbdv, BERPMES F 7o R—v X
ICELTENDHLOT, A, Bl MRAFOER ORI M EO LA+
DEETAHZ &, 1 BBEREN DN GA IR EEZPIE L, AR
H OB GEOBHE RAEZITH Z L,

AR OEEHRRBRICB T, BEBENS 6 AN 8 Al Z L2, TLLERIL,
BeEBRME O 1AM E TIX RBEM I L ICHEIMO M ZIT-> T2 25 E (I,
AR G TERRICE R CHROMREITH Z &,

11



EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4 « A7V —AREFE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AN IR ERE 240 mg)

ERR2 99 A (fFn 248 2 AET)
BT BE



ER/N

1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4. FFZIZOWT P7
5. H&EGXREMDEE P9
6. WHIZEL THETNEHH P10



1. IILBIC

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
BRI s . —MAERTE N B ARERIR NRHE S R OV At FE N B AR B B2 00
b EER LT,

RfG L I B EINL L ATV — R AR 20 mg, A7 Y — R AT 100mg, A
— RS EE 240 mg (—#%4 =R~ T GEis 7R Z))

KR ERDIMEIE © D3 AACFIIER I CHE L 728U BR AR 72 81T - R38O0 B8

MBERDAERORE - BE. A=A~ Bt z) & LT, 18 240mg
% 2 MR AT 5,

B N IE ¥ DB TS




2. AHN DR, VERBF

7Y — R S 20 mg, [FSEERE 100 mg K OVR ST ERE 240 mg (—k4 - =
R~7 (B z), LT, TRAL Evo,) 1d, AN T¥ERASEE 2 &
Ly 7 2% BT YA -~ ¥ —X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxt9 5t MU 1gG4 €/ 7 a—F LAHETH 5,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T 2% 2
T IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U 7 K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v oSEROEMALIREE %
BIZHRET L TW5d, PD-1 U W NIFHURE SIS B b O 2 22 Gk T8 B
LTHY, BMERAMEEE) LU LB TS PD-L1 DOIEBLLIEDELF
HIH & OMICADHBEBFRN & 5 Z & HE I TWns (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L7 EEMAHRIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AMIBIE, PURRRA CDS FHPE T Mo M E
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GHEIGEREIE T 5 Z ENRENTND, DI &2 H PD-1/PD-1 U 72 RERERIL, 23
AR TURRF A e T MM OWEBEEZ BT 5HFD—>oL LTEZX LT
Do

ARFNE, SRR OFE R 6 PD-1 O MEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T kDI
PEA K O AABIENE k9 2 MRS TG M 2 58 5~ 5 & & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 Bl 2R EIC 20 55 b0 L MIfF S,
BREEEE 2R & LTCBRRER 2 R U, Ak, et R OCREMER R ST,

AFNOVEREFF 235 B EE O RIERUSIC K 2 BITE S0 & b bdu, B UL LTIC
ELAEMEDN S D, ARNOERGHROEREGRIZIT, BEOBRE HOITATO, BENR
O BIVIEE AT, B LI HBUTIE U REFIRY 20 ik & REBR 2 Ff D[RRl & s L Col
IR 24TV BE OREIRIZ L DREIER S DN 2 581213, BB EE AL
T HIOEGEOHYVLIVEZAT O LERD D,



3. BB
M AAV SRR (BT U 72 1B I BR AN RE 72 T - TR O B O KGRI IZ R 24T - 7=
TR BRI RBR O R & T,

[H 2]

[EI BRI (R 25 IAHRAER  (ONO-4538-127A0%)

20 L E DAL HRIERE 2 AT 2 AR MR IR IS RIE AR OIR GIR N aE 72 AT - %8
O BT EE B ESEE (BEOROAREBTEAH LY L5 emPNICZE T 2 IR
) BEA30 (HANEE22601 23T, AAIFEIB0H], 77 L AHELE3HI) 2551,
77 Rz R E L TAAIZ molkgZ 218 [H] [ IR TRUFERHE L7 & & OFRMER O 4
P Lz, BEFHMEEE CTh 2 24 n (hRfE [95%EHIKRH] ) 13, AHIE
T5.26 [4.60~6.37] B A, 77 &AREETA14 [3.42~4.86] WA THY . AFNLT TR
(o ULRERMAIICAH B IER 278 L7z (A~ — FH0.63 [95%fE##IX[H : 0.561~0.78] .
p<0.0001 [/&%llog-rank FE] )

10 & — AFIH
- S T5tRE

0.8 1
0.7
0.6 1

0.5

AP

0.4 1

0.3 1

0.2

0.1 1

0.0

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

X 1 24 FHE O Kaplan-Meier #i## (ONO-4538-12 3RER)



[Z241%]

OENFEIMAEREB (ONO-4538-12 75#x)

A E R G IAKIRE 300/330 ] (90.9%) . 7T & AREE 135/161 14 (83.9%) 123D B,
IRBRIE & ORI RBIURNEE TE WA EFRIIAHFIEE 141/330 # (42.7%) . 77 &R
¥ 43/161 B (26.7%) ZFE0 BiLTz, W ORF TRILRD 5% EORIERIL T %
DEBYTHoT,

F1 WTNOOBETRIEARN 5% EOBIYER (ONO0-4538-12 3Bk)
B (%)

B RIR 348 - ——

%ﬁéf DRAVJ ver.19.0) iﬁ”ﬁ ’ 176)16;':\%

® ver=2o. 4 Grade  Grade 3-4 Grade 5 4> Grade  Grade 3-4 Grade 5

EEIEH 141 (42.7) 34 (10.3) 4 (1.2) 43 (26.7) 7 (43) 2 (12)
HEEE

T 23 (7.0) 2 (0.6) 0 3 (1.9 0 0
—i% - EHEER L OGN ORE

%5 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
FZJEE KO TRk R

Z 9 HEAE 30 (9.1) 0 0 9 (5.6) 0 0

55 19 (5.8) 0 0 5 (3.1 0 0

2B ARHIREC B TRV MEIGR B 7 61 (2.1%)  BESUH BARIE / 2 A/ F—9 1] (2.7%) |
KIG « EHEED THI 461 (1.2%) . 1 BIBERIA 3 451 (0.9%) | ITH&RER 18 5l (5.5%) |
% 16511 (0.3%) | HURAREERERETE 13 5] (3.9%) . #ifkfEsE 10 ] (3.0%) . BEHnEk=
F 141 (0.3%) . TEREEREREE 141 (0.3%) . sk ZERE 1 41 (0.3%) K& U infusion
reaction 1 5 (0.3%) 2378 HiLiz, £7o, HIEMBEIE, LK. sk, MR
PBUDVESRBE . R PRE, BEEOREREE ., MK - B, BERKEK DS E D ERITR
Lo To, REWEHREBLRIUIEEFES (MIRMREERT 2 51) &+ OEFER
R,



[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 L— a3 02k v, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LICBROBRE & & ik
LCHEfEZRT & TSN DD, BARNBEICEW TARER R I TV
% - & (10mgkg % 2 B CRE) CAAIZ G UIzBEOugE & & ik L CEH
oy LRSI (FR) AT BEOBEICE T 27 — #2125 & KA 3 mg/kg

(IREE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 ik b
ORI & T D IRE ST T AR S, Y% OV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRS-,

K2 FHDEHBRE T A —F

M - R Cmax Chmind14 Cavgdl4 Cimax,ss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
20 me Q2W 61.712,?03) (15~22?.354-6) (25-31‘}:7.8) (105254) (41?57,.21358) (62.11(,)9187)
0meke QW | (1473100 | (519.792) | (00 114) | (331 50 | (s913) | (37380

HRAE (5%, 95%47) . Q2W : 23 EIFHIFE . Cimax : AIIEIFR 518 O fig i M PIREE, Crinars 1 AR G-#2 14
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
D B MLE P IREE . Cuinss @ & FIRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICIS1T 2 A I
TR



4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AHI D E I 2 MR BIE B~ ) S 4T
N HHER T > T, AR OGN #EE) 72 BE Z2W - FrE L, AFIO#EGICL Y BHE
7REWER 2B LTRSS 5 2 & DB 7e D LLF OO~@DF T A& 72 7 i
RIZBWTHEHT 2 E2TH D,

O MEFRITHOWT

D1 Fid (1) ~ (5) OVWTIIHEY T IR THD Z &,

(1) JEAEFBRENEET 503 A BHEEEILS RS ERE RS AR EE L SRR,
HUIE)S AR EEBL R T, HIEOS A2 REmlE e &) (B FoeE 7 H 1 HIREARL : 436

i)

(2) HrTkgEEmPbE CERR 3144 A 1 HEFS @ 86 ik

(3) HEMFIRAFENFEET 203 A HGEEEFFE (DS AR REHEEEWRPL, 25 Al
Wh IR, S AR HERE R 7R &)

(4) AR bFREIEE AR E L, %;lesffﬁ“/ﬁm%lxﬂbmh%ﬁﬁﬁm 2 Dtk KLY
AR D AT > T Dftiag (R 30 457 A 1 HREA : 2516 fiigk

(5) #ﬁﬁaiﬁﬁl@ﬁﬁﬁm%m@ HIELHE LR D M E T - T Dftiak (Rl 30 4 7
A 1 HIRFA : 1297 fax

O-2 BREOAFHRIEK OEIER IS OXIS A4 72 50i% & #BR 2 R o= (FRO
WPRNIREE T DERM) 25, SR ORANE T 20 ORMEA L L TRES
TV Z &,

*

o [ERNEFFEUSHE 2 FOUHIHEZIE T L1112 5 FLLEDO R AR D ERIHE &
ITHoTWBHZ L, 96, 2L BT, BAREMEEZ & LUERIEESOIHE 2
THoTWVWAZ L,

o [ERIRFFEASE 2 FEOWBIHHE ZE T LI2&IZ, W bam OB ASEMREZ ST 5
FLLEDOHLBARFZOBEREZIT>TND Z &,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKKEREZAG LT\ 5D
Z &, OB 3FELLEIE., THIbESE O D A SRWPRTE & G e E b g T DR IRAHE &
IToTCWVWBHZ L,

@ BEANDOERKMIFREHOEHIZONT

EEMERE I F T 2 TE PR E I, BEESEN L OFRE D, A0 - &
AMEEFRFROEHE L REMFEICHT SRR, AFFEELBE LG E0oHRE
¥, FERESDIATON LGN ESTND Z &,




@ BIEA~ORIEIZDOWNT
@-1 HERRAEHICE 9% Bl

[V PEG B O B 2R BIE R AR A2 L72BRIT, 24 WefHlRBIRIRHI O T, 2 akhiaak X
EEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
BIRRA DR A RIS, EDICRISTRERAHI > TnD Z &,

@2 ERWFEIC L 5FEESINICET 22 N

ARSI 5 BEFTR 72 50 M O\ RE 2 A 2 BIRIERE D ElfEl =2 ) v 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, B, BIRIAHNCOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox N IZBE LT

BIVEA (MEMEMEEIZIN 2 BREAEDAE, Ok, Tk, BT RARE ., KIBK.
NS, EEO TR, 1 ABERE, TS, IS, TR, S Mg L, Bk
FEREFE S . THEAPRREMRE . MRiEE. BEE (FAe - RWEHEEBSRE D).
RIS RS MG, B O R E R, §RIMAR ZE42SE , infusion reaction, B FE 72 (i ik fE |
MERERIEMRE, WL, R, WEORERIS, IR, OlEES (OFEME) - 1R
IR - O MEEIAMNGHES) . IS, L) 1Tk LT MRk S B E AR
HYEZ AT 2 EA & U (RIER OZWr-oXISICBE L THRER SR E =T 6D
K HDZ L) EHICHEDRALENRTE DIEHNESTND Z &,



5. REMBRLLRDBE
(AL B9 % F ]

@

@

TROEEIZBODTAFOFGRMENRFES LTV D,
o 2O EOALFFIEIED & D IGmUIBR AN RE e AT - R H A

TROCEE Y T D EBE TR D AKN O PG K O HIEZOWTE, ARAIOF M
DL SN TEL T, RAIOTEGXG LR B0,

o —IRFENR O IRIGE T TV W EE

o fivtR MBI A

o fLOPUEMEERES L OFH L TGS BE

[ 4t B 5 $8]
D FRICHEST 5 BEICOVTHAROR G IR E SRTVD 2 L nb, #5517

DN &,
o AHNDOESTIT KR LIRHUE DO BEAERE D & 5 BH

TRIERT ORI W T RIS S T 2 B 12OV TE, AAlOEIFHERE Sy

DS, MOTEPRRPTUE D R WIGEITRY | HEICAFRZETNT 52 L 2B TE D,

o MEMMEEOAI IO H 5 BE

o MR AR A CRHVE S 2 58 60 D B K ONEENME OO H B g 2 <0 G it ¢
LEOICRIEMEA DD EE

o HORERBOGOF B L < IEHEIMED B g kB OB TR D
o 5B

o g CEMmEMlaBREZ E1e) Ob 5B

o OB ITBE A AT 5B

*  ECOG Performance Status 3-4"*V 0 3%

(ED  ECOG 0 Performance Status (PS)

Score | EFE
0 | &<MERIEHTE 5, B CHEAEESIHIRZE ITx 5,
| AARIICEL LUVEENIHIR SN DS, SITATRE T, BB > TOEEIIITO 2 LN TE D,
B BNFE, EEEE
2 BTREECHGDOH DRI O Z L 13T N THEELEDERILTE W, HHD 50%LL BiZ~<y FACiE I,
3 RONTZHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O el TERY, BECy R KBTI d,
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6. BEZELTHEETREFIH

O  IRFASCEREIIIN A, BEEIR B D IRAET 2 ERFE 2D & AR O FeE K& OV Ef#
RO 7= DI B w2 o B L Co bR« 2 L,

@ JHREBIAICENL D . BE T F OFRICE MR EREZ oA L, FEE25
ThoEETHZ L,

@ EREWEHO~XT AL MZDOWT

MR EN D oD ZENH DD T, AFOEEIZH 1= > Tld, BKRE
W (REWR ARIEE, ik, FEEVE) OREFE M O X Sl d o FEhnd, Bz +5
IZATH 2 &, Fo, MBS U THE CT, i~ — I —FDMm&%Z T+ 5
Z &,

AFN O EILEE D infusion reaction (i 2 CERARI 32kt D T 5 U
faAT > 72 EChtAT 2 2 &, £72.2 [8] H LABE O A 5-FFIZ infusion reaction
BHHLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIT A Z A
CERET H%, BEHEOREBE+SICBIEET 52 L, 70, infusionreaction &
L LG E 12, R TOBELOERAERIZEIE T 2 £ ChEE 2 +o8ls
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B hERT M O G-I I3 E IR N0 i rE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx R EEW R
DHLOLNDZENHDH, BENRDOONTHGEITIEL, BERLLEFRITL U
B 72 ek & R 2 e Al & i U Cli bl e BRI W 21TV, IR D
FOGIT X 2 BWER DN g0 23551 21E, AR ORFES T I, R ORIE BE A
WEVRIOBRGEEZZBETHZ L, 2k, BIBREFRLVEYOEEIZ X0 EIE
M OYEEDRFRD B WA TR, BB RE ARV LIS O Sz il Fl o8
HEET D,

BeGAET %, ARS8 ARE L T LEWERADNBELT 2 Enb 571290,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUOBE R (BIE 1 BUBEIR WS 2 & de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRH-FEOER ORI MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN -G ICIEREEZRIE L, AR 8l
I OF 5 E DY L EZITH Z &,

@ AFNOEERBRICBWNT, BEBBENS 1EMT6 AT, TR, 282

&

(CHDEDOFHI Z1T > TV e Z & 2B, ARG HIXERRICEgHRE T

RO AT Y Z &,
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EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4 « A7V — A RFEFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
A AT ERE 240mg)

~ P R P B R~

ER 3 048 A (40 248 2 AET)
BT BE



ER/N

1. [T DI

2. AANOFE. (FRET

3. ERIRRUE

4. FFZIZOWT

5. H&EGXREMDEE

6. HHICEEL THET XX HIH

P2
P3
P4
P6
P8



1. IILBIC

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, RIA BT A 3, MSIATBAE N EIE N EREIR OIS, A4 HENRR
BRI o, —AFEENE N A ARBRIRNBHE S FEdR B FTEENE A B AR P2 &k O
—MRFEETEN B AR ER 2 D/ 0 b LR LT,

RG L I BEIRS, - A VR ERE 20 mg, A U — R SEETE 100mg, 4
— RS EE 240 mg (—#%4 =R~ T GEfs 7R Z))

KRB DMREIAE: « DSAALFIRIEL (I U 7 YIBRASRE 72 1T » T8 0D BN b S o iz
&

MEERDMEROAE  BE, RAZIZ=R L ~T GBI %) & LT, 1[5 240mg
% 2 MR AT 5,

Bl N OE ¥ F DB TS




2. AHN DR, VERBF

A7V — R S 20 mg, [FEASTEERE 100 mg K OVR S ERE 240 mg (— k4 - =
R~7 (B z), LT, TRAL Evo,) 1d, AN T¥ERASEE 2 &
Ly 7 2% BT YA -~ ¥ —X 2747 (BMS) ) 23B% L7~ ~ PD-1
(Programmed cell death-1) (Zxt9 5t MU 1gG4 €/ 7 a—F LAHETH 5,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIEE T 2% 2
T IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U 7 K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v s LT U v oSEROEMALIREE %
BIZHRET L TW5d, PD-1 U W NIFHURE SIS B b O 2 22 Gk T8 B
LTHY, BMERAMEEE) LU LB TS PD-L1 DOIEBLLIEDELF
HIH & OMICADHBEBFRN & 5 Z & HE I TWns (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEEI N, BB L7 EEMAHRIZI T 5 PD-L1 ORI LD
AALEIR & ORNCEDOFBIRRE N & 5 & OGS # 25 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z 3Rl RE S B8 AMIBIE, PURRRA CDS FHPE T Mo M E
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
GHEIGEREIE T 5 Z ENRENTND, DI &2 H PD-1/PD-1 U 72 RERERIL, 23
AR TURRF A e T MM OWEBEEZ BT 5HFD—>oL LTEZX LT
Do

ARFNE, SRR OFE R 6 PD-1 O MEK (PD-1 U F o RFEAREIR) IS/ A L.
PD-1 & PD-1 U T REDREEZILET S Z EI2X 0, BATURFFRN e T kDI
PEA K O AABIENE k9 2 MRS TG M 2 58 5~ 5 & & TRk e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 Bl 2R EIC 20 55 b0 L MIfF S,
TR R B IR At e & LT BRRRREBR 2 S U, AME, 2 etE e O A MED 7R
iz,

ARANDVEFIRERAC IS < M O Sy RIS & 5 BHEM %238 5 b, TE I
EDFREMEDN & Do AAIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L HUTIE U B 2 ik & B8R & FF o R Afl & L Col
BI7RERIZ I 21T\, B ORIERRIC K D RWER R DIL DA, IR AR L
U FI OB GO YR ILE AT 5 BERD D,



3. BB
DAY FPRIERR (S U 7= UIBR AN BE 72 A T « F3-28 D S i e v B2 B 0D 7K GRRF L 2 A &
1Fo - BRSO %2 7T,

[H20hE]
[N AHERER  (ONO-4538-417357)

FIFFRHN LR N LUFE RPN LKk & ORI AR O )
PRANBEZ2 ST « PR OB R E fE RS (ECOG Performance Status 0 2 TN 1) 34 f5il %
KIGT  AH 240 mg % 2 FAF B TR Y Uiz, EEFHEEE Th 2 203 (Modified
RECIST criteria (2004)(Z3&-25 < i) 12 L D CR UL PR) 1£29.4% (95%(E#EX [ -
16.8~46.2) Tholz, ¥, FANIHE LIBEEIX5.0%TH -7,

[Z41E]
N I FEFAER (ONO-4538-417:45R)
BEFGILI2B3M5] (94.1%) [ZiBD BV, AH & DRPBERNEE TERVEFER
1323/34%1 (67.6%) IZF8& LT, FBEENEWLL LORWEHIZ TERO LB ThoTz,
#1 FEHBHS5%LLEORIMER (ONO-4538-4138R) (L MMEATXIREM)

o =YIPNGE | B (%)
FEAGE 34 15
(MedDRA/J ver.19.0) 4 Grade Grade 3-4 Grade 5
EIEM 23 (67.6) 7 (20.6) 0
N 3 i B
FRIR BB REAK T 2 (5.9) 0 0
IR
T 4 (11.8) 2 (5.9) 0
A% 3 (8.8) 1 (2.9) 0
L 2 (5.9) 0 0
Mg - 2 (5.9) 0 0
—% - &FEER X OB 50K
TR 3 (8.8) 0 0
95 97 2 (5.9) 0 0
FEEL 2 (5.9) 0 0
BRI A
Y =B 4 (11.8) 2 (5.9) 0
7 7B 3 (8.8) 1 (2.9) 0
U o ERERD 2 (5.9) 0 0
R L Ok hEE
BRI 2 (5.9) 1 (2.9) 0
B RS R d6 X UG A R Rk
RA A 3 (8.8) 0 0
B ¥ KOV T AR kR
B 4 (11.8) 0 0
BEIR B KRB 2 (5.9) 0 0

IRk PREREE 2 B (5.9%) | ATHEREREE 161 (2.9%) . FRIEREREE 4 61 (11.8%) .
VMR 2 651 (5.9%) . KIGZK - EEO THI2 4] (5.9%) . 1 AUBERF 1 41 (2.9%)

4



NRD O, £i2, BHEREREE, EEOKLERE, TERAKERSE, BIEHER
e . EFEMEESINE, MMJE - BERZ. infusionreaction, 5 & 9 R, Dbk, fhsk.
BB RARIE/ X A 3T — PRI B PESR B . IF2E . SR AR ZERRE & O L
PR RITFRD BV D o T, ARWEAZFEBURBUIEEFS (FRRRAEE R 25 T)
E DR R 2R

I



4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AHI D EFE M2 MR BIE B~ i 1 A
N HHER TH > T, AR OEENEE) 72 BE Z2W - FrE L, AFOFGICL D BHE
7REWER Z 3B LT BRICXIS T 5 2 & BB R 7o D LU DO~@D 3T Al 72 i
RIZBWTHEHAT 2 ETH D,

O MEFRITHOWT

@1 Freo (1) ~ (5) OWTRMNITHEN T DR THHIL,

(1) JEAEFBRENEET 503 A BHEEEILS RS ERE RS AR EE L SRR,
HUIE S AR EE L R T, HIEOS A2 RmlE e &) (B FoeE 7 H 1 HIRER : 436

i)

(2) HrTkgrEmPbE CERR 3144 A 1 HEFS @ 86 ik

(3) HEMFIRAFENFEET 203 A HGEEEFFE (DS AR REHEEEWRPL, 25 Al
W EBE, 3 AR EEHERE T e &)

(4) ARALFRIEE AR E U, AR AFREINGE 1 SIS SRALRIEINE 2 Ofiik e
AR D AT > T Dftiag CERK 30 457 A 1 HREA : 2516 fiigk

(5) PUEMEIEEAI S EHEINE OfEa% EUEIR D mHEIT > TV D lisk CEER 30 4 7
A 1 HIRFA : 1297 fax

O-2 MR B 2l b2k K OYRIE S BARE D et I 2+ 57 72 ik & B8R & K5
Rl (FROWTINICEE YT HIERM) 2, Y2 BRI OARANZE T IR O ELH &
LTRBEINTWDZ &,

7

o [ERIGEFESE 2 EOHAHME ZE T L2121 5 UL ED D ATRIED BERHE &
fToTWHZ &, 95, 28D RIT. DAEMIREAY XL L-BREEZOHHE 2
IToTWVWbHZ &,

o [EENCFFEUER 2 FOPIMIMHEZE T L72RIC 4 4ELL EOKREREZHF L T\ D
Z ol OB, 3AELL T, EMERRE A R E O A A SRR A G T e R B T D R
HHEZIT->TCWAHZ &,

@ BEHNOERLEREROERICONT

S R R B T 5 BT E DB S . BUIERE D IR N . HM: - %
SMEIE MR OB LR OVE RS X3 2 MR O, A EHEARA LB E ORE
ST SERERINATOR B R E STV T L,




@ BIEA~ORIEIZDOWNT
@-1 HERRAEHICE 9% Bl

[V PEG B O B 2R BIE R AR A2 L72BRIT, 24 WefHlRBIRIRHI O T, 2 akhiaak X
EEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIEH O#E RN &
BIRRA DR A RIS, EDICRISTRERAHI > TnD Z &,

@2 ERWFEIC L 5FEESINICET 22 N

ARSI 5 BEFTR 72 50 M O\ RE 2 A 2 BIRIERE D ElfEl =2 ) v 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, B, BIRIAHNCOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox B LT

BIVEA (MEMEMEEIZIN 2 BREAEDAE, Ok, Tk, BT RARE ., KIBK.
NS, EEO TR, 1 ABERE, TS, IS, TR, S Mg L, Bk
FEREFE S . THEAPRREMRE . MRiEE. BEE (FAe - RWEHEEBSRE D).
RIS RS MG, B O R E R, §RIMAR ZE42SE , infusion reaction, B FE 72 (i ik fE |
MERERIEMRE, ML, R, WEORERIS, IR, OlEES (OFEME) - 1R
IR - O MEEIAMNGHES) . IS, L) 1Tk LT MRk S B E AR
HYEZ AT 2 EA & U (RIER OZWr-oXISICBE L THRER SR E =T 6D
K HDZ L) EHICHEDRLENRTE DIEHNESTND 2 &,



5. REMBRLLRDBE
(AL B9 % F ]

@

@

TROEH BN TAAOFIMEI RS TV D,
o ALERIERO & D UIBRAREZEEAT « AR Ol b R AR

TREIZEZ Y T 5 B TR T D AFI OB L OME A FIEIZ DN T, RFIOH %
MHELINTELT, AFOEE[IR LR LN,

o —WRIBREZIT TV W RS

o MOPUEMEEEAI L OFH L TG SN D B

| 7S e hllE S pRAR )|

@

TRICHY T 2BREIZOVWTIAFIORE N L INTWDEZ b, BH 21T
DN &,
o AHNDOESTIT KR LIRHUE DO BEAERE D & 5 BH

TRIERT ORI B W T FRRICEE S T 2 B 12OV TR, AAlO R EIFHERE <y

DS, AMOTEPRRPTUE D R WIGEITRY | HEICAFRZETNT 52 L 2B TE D,

o MEMMEEOAI IO H 5 BE

o JRoE I R AR A CRRVE R 2 58 6D D B K ONE BN 0 JUH T i 2 <0l Yt il 2%
LEOICRIEMEA DD EE

o HORERBOED, UHEMERZE L < IEZFERMEO B i i B OB TR D
o 5B

o g A GEMmEtMaBREZ ETe) Db 5 BE

o OB A AT 5B

»  ECOG Performance Status 3-4"V 0 3

(ED  ECOG 0 Performance Status (PS)

Score | EFE
0 | &<MERIEHTE 5, B CHEAEESIHIRZE ITx 5,
| AARIICEL LUVEENIHIR SN DS, SITATRE T, BB > TOEEIIITO 2 LN TE D,
B BNFE, EEEE
2 BTREECHGDOH DRI O Z L 13T N THEELEDERILTE W, HHD 50%LL BiZ~<y FACiE I,
3 RONTZHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O el TERY, BECy R KBTI d,

8




6. BMEICERL THEETREEFIH

O  IRFASCEREIIIN A, BEEIR B D IRAET 2 ERFE 2D & AR O FeE K& OV Ef#
RO 7= DI B w2 o B L Co bR« 2 L,

TRIEBRABIC e D | B XX 2 OFEICHINE L OER %2+ L, RE 215
ThoEETHZ L,

FREWER O~ R T AL MZDOWNT

@

®

MR EN D oD ZENH DD T, AFOEEIZH 1= > Tld, BKRE
W (REWR ARIEE, ik, FEEVE) OREFE M O X Sl d o FEhnd, Bz +5
IZATH 2 &, Fo, MBS U THE CT, i~ — I —FDMm&%Z T+ 5
Z &,

AFN O EILEE D infusion reaction (i 2 CERARI 32kt D T 5 U
faAT > 72 EChtAT 2 2 &, £72.2 [8] H LABE O A 5-FFIZ infusion reaction
BHHLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIT A Z A
CERET H%, BEHEOREBE+SICBIEET 52 L, 70, infusionreaction &
L LG E 12, R TOBELOERAERIZEIE T 2 £ ChEE 2 +o8ls
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B hERT M O G-I I3 E IR N0 i rE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx R EEW R
DHLOLNDZENHDH, BENRDOONTHGEITIEL, BERLLEFRITL U
B 72 ek & R 2 e Al & i U Cli bl e BRI W 21TV, IR D
FOGIT X 2 BWER DN g0 23551 21E, AR ORFES T I, R ORIE BE A
WEVRIOBRGEEZZBETHZ L, 2k, BIBREFRLVEYOEEIZ X0 EIE
M OYEEDRFRD B WA TR, BB RE ARV LIS O Sz il Fl o8
HEET D,

BeGAET %, ARS8 ARE L T LEWERADNBELT 2 Enb 571290,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUOBE R (BIE 1 BUBEIR WS 2 & de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRH-FEOER ORI MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN -G ICIEREEZRIE L, AR 8l
I OF 5 E DY L EZITH Z &,

AFNOEERFABRIZBWNT, 3EEEG L (6T &) ICHZMEDORM 21T > Tuh=
Z L ERBEC, ARG EHHICEGRE COHROMREIT) Z L,



