\4\

HAERER112TH3 5
S Ffn 24 11 A 27 H

—ixHEEA ARG BFER K

IR S BT - AT B A A T T LR
REHBAER - EEWERERAFETERET L
B shiRlS

=<7 (BETHERZ) BFOEEERHEET A K71 (3E
/AR RE, MR ANE, SHSHE. B, SRR
VMR, B, BEMETRE. BEE~AA 20T T4 NREE
£ (MS I-High) 2F7T 5 - EFBERORER) O—6
BIEIZHWNT

RRF M BOEE L W DOREARTE 2016 (EAK 2846 A 2 A BERE) I8\ T,
HHHERLOEHOREHELZRS Z AR VATNZ I L E2 T, &
HHIE I & B LB R B TR T 5 72 D IR I A R 5 A v % fE
WTAHZEELTVET,

S, BT OVT, BIRE Lo &80 EEMER, REFTRE &R ORRIK O
WATEE (8) BRCBALE LEOT, fMTHWEEL &L bic, BLS
~DEFICOE ZEEES L BBV LET,



FAIEIK 1127TH 1 B
A Ff 24 11 8 27 H

#H OE RN R
| REFREW [BEXER (B & B
S || B

BAVBHEEE - AEFEEREEMNEETERR
(& A& B )

=ANeT (BT MR OREFEREET A R4 GF
ANFRRRARE, EEERAE, EEEE. BMRE, HROFTXZ VY
YNE, B, BHERETRE, SHEE~A 70T A4 MREE
# (MSI-High) 28725 - ERBERORER) O—5kKk
FEZDWT

TR M Bl E & B DEEAR S E 2016 CERL284E 6 A 2 A MIBIE) I8V T,
EFMERLOFEROZFECHEZRE - BBV IAENZI L 22T, &
FERMZ RICKHBERBECRET 2 DI KRBERMEET A KT A V& 1E
T3 ZEELTVWET,

=hn<7 (BETFEEZ) RA (R4 37 V—FR RESE 20mg, FA
W#E 100mg R OFRFEFE 240mg) Z /B, EHREE, EEIE.
BRI, HHRER TR ) CNME, BB BERKTRE, BEEY( 70
V774 MREESE MSI-High) 2T 55 - EBERUEER IS
LTHERTABEOEERHICOWTH, =<7 (BiEFElR:) JE0R
BEREET A N4 GE/MNlRE, EHRGE, BEETE,. SRS,
HHEFR T XY NE, BB, BEERERRE, BEE~A 70T 51 b
AZEME MSI-High) 2BT56E5 - EBEROCRER) O—EKIEIC
DWT] (RF24 2 B 21 BAHTIRATRSES 0925 F 13 FEAFBEER - &
ERHEREELFETERREN) ICLVRLTERLLZATY,

SR, =RN=7 (BEEFfRz) BAICOWT, FEMERMEICT 2 A



BEEROHARO—BEENARBEINLI L, BRAXHBOER LOEEZHRD S X
5 MMEALOREE] OYETICOVWT] (FT024 11 A 5 RAHTRARSE 1105
=1 EEAYBEER - AFEERERRZENREREN) CXVERSIE
T LEITH, UBHA FSAUvER, ERENBO LBV REVWZLELL
DT, BENOEREEROCERICHT2AMZBEVLET, R, WER
DEREHERHET A KT 4 Ui, BlR8BE0LEY TT,



palliiis

FE/NFRRIHIE DREERIEET A BT A >~ OWETERT GBr X HEER)

i) |3]

BYA—T (THERIEED) BN (B THARE HIBR)

2R— | KBLRBEES ATV REREEE 20 ng, A | 23—V | MBELARDIEER AT VR EAHFEIE 20 ng, A
FO—RETERE 100 ng, @7 SilEE 120 FO—REFERRE 100 ng, A7V — R AR 240
mg., A7 —RERETE 240 ng (—R4 =A< ng (—B4& : =AN~7 (EiETFHEEZ))
7 (M=TFHE#EZ)) (&)
(B%) ML AERVAR: B, RAZIZ=F1=
Mgl HERVHEK : B%. BFAKEZ=3F1= 7 (BEEFHE#Z) LT, 1B 240me % 2 B
7 GEf=FH#RZ) & LT, 1240 mg % 2@REM FEiE 1B 480 mg % 4 BRIFIR CARBET 5,
FE0 1 [E] 480 mg % 4 AR CAREEET D,
floo bR & P T S E iR, B, EEAC
=R~ (E-FfEst) S LT, 16 240 mg
% 2 B RIS 1 [6] 360 mg % 3 i 60 T i
ET5

3= 2. KEIORK, 1EREF 3= | 2. AHORKE, 1EREF

Z 7V —R REERE 20 mg, [FREFRE 100 mg, [[
SEERE 120 mg R OERIEERE 240 ng (—R4A
=RV T (ERTFEBRL) . T IFH 2 d,)
i, PEEHTEGISEE A VY 7 XM (BT
JA BNV -2 —X R7AT (BMS) 1) H3BE%E
L7t F PD-1 (Programmed cell death-1) ZX%+3

F 7V — R 20 mg, BLEFEE 100 ng KT
BLETEE 240 ng (—4% : =R ~7 (Bi=FE
¥az), AT, TAH#) &vo,) ik, AEFELTERE
REeE AT VY 724 ETIV AV v A Y —
A A7 A7 (BMS) #) MBAFE Lt b PD-1
(Programmed cell death-1) ZxF3 5 b M IgG4




At MR IgG4E ) 7 u—F VHETH D,

T 7u—FAHETh B,

45—

QuE/EMAEREE (CA209017 3RBR) (N Engl J Med
2015; 373: 123-35)
75 FFBE B S L RRIERE R AT 2 IR R
mMB H/VHEXITBEHRORTELEEERZE (ECOG
Performance Status O &UY1) 272 ] (AHIEE 135
., FeZXENLE13TH) ZXHIz, FeEZxk
NEXR L LTAK 3 mg/ke % 2B FEHERR TRME
BiELZ, TEFEER CHILETFHR_ULT,
[0s] W9 ,) (FfE [95%EEXME]D 1. &)
BET 9.23 [7.33~13.27] #B. FEZXRBAET
6.01 [5.13~7.33] WATHY, FAXFEZXE
MK LEEHFRICE B RERE R LT (NP —F
ke 0.59 [96. 85%{S3EX R : 0.43~0.81], p=0.0002
(85l log-rank #RE]),

PR

@UESMEIARRER (CA209017 FAEE) (N Engl J Med
2015; 373: 123-35)
75 FFEE e ST L FRERE Y BT S UIRREER
MB #H/IVHXIIFRORE LEEEE (ECOG
Performance Status O & TN1) 272 (AFIBE 135
., Fe&3FeAE137 ) 2RI, FEFZXE
NERE LTAAl3 mg/kg % 2 @HEFRTRE
BiEL, TEMEEE ChH2EFHM (FRIE
[95%EREIX]) 1%, AAIBET9.23 [7.33~13.27]
BB, FEZXEAEET6.01 [5.13~7.33] AT
HU . AFNTFEZ AT USRI EER
HEEZRLE (NP —TFE0.59 [96. 85%ERE XA :
0.43~0.81], p=0.0002 [JBHI log-rank #HRE]).

S

5R—

QA E T HRER (CA209057 2REE) (N Engl J Med
2015; 373: 1627-39) .

75 FFRIHK R E LR ERE AT 5 UIBRTRRER
MB H/IVHMXIIFEREROHRELEERSE (ECG
Performance Status O & TUN1) 582 il (AKIRE 292
Fl, P& &8 200 6)) 2Rz, FEFZFE
NERTBE LUTAAI3 mg/ke % 2 BREMERTARE
| #E L7, EEFHMEEE THD 05 (PRfE [95%F

5 ~—3

O/ EMAHERER (CA209057 3REE) (N Engl J Med
2015; 373: 1627-39) ]

75 FFRH e E L EREREF T 5 RS
B #H/VHXIIEROFRFLEERSE (ECG
Performance Status O & (N1) 582 ] (AKI#E 292
Fl. FeZEe i 200 #l) Zxtgic, FeEFxt
NEXRBE LTAAS ng/ke % 2 BREIFRCTAE
BELT-, FTEFMEER Th o800 (PRE




X)) 1. AFBET12.19 [9.66~14.98]1 F A,
FEZXELET9.36 [8.056~10.68] WA THY,
AFNT FEZ FEcH LEHENICERRER
R LTz (ONP— REL 0. 73 [95. 92%{E#EX R : 0. 59~
0.89]. p=0.0015 [J&3l log-rank ¥ E]),

[9nR{E#EX]) 1%, AHKIRE T 12. 19 [9. 66~14. 98]
BB, FEZFENLEET 9.36 [8.05~10.68] 4 H
Th V. FHL FEZ I LRHFNCEE
RIEEEZRLE (NP — KR 0.73 [95. 2% 58X
R : 0. 59~0.89], p=0. 0015 [J@Hl log-rank #&E]).

TR

RCEAT T - GE T EATTN
D EEEAmEMiEERE (0N0-4538-77/CA200014 B
B)_
{ bq—ﬁiﬁﬂeﬁ‘%@ EGFR gr%zﬁ@rmw ALK @&
i IBF AR AT - ER OB
EL% 719 WJ (HZ:A%% 50 Blazgier, AFILALY
AT ROIT T FFHEK S FRIE L OFFRAKR
B (PLF, INIVO/IPI/Chemo] &V>5.) *# 361 fil,
RHEEEE 358 fl) A%t 7T FHBIAl A At A
BEORFRE 2 2%t & LT, NIVO/IPI/Chemo &
DUBERCELEFRELE, TEFFEHATS
% 0S_(thoefE [95%EsEX 1) IX. NIVO/IPI/Chemo
BT 14.13 [13.24~16.16] H A, XTEEET 10.74
[9.46~12.45] # H TH% V. NIVO/IPI/Chemo #5-
| 1 i o e { fEioa LSERt [
BEREREZA L (N — Fi0.69 [96. TI%EREX
R : 0. 55~0. 871, p=0.0006 [JEB! log—rank %],

728 BB R CH DA, HETB O

(RFELEEERUVERF LERE BM)




g ~—

NIVO/IPI/Chemo Bf & tBRBEED 0S DY — KLk [95%
EIXE] i1, B¥LE#ET 0.65 [0.46~0.93],

&EJZJ:&ETO 72 [0.55~0.93] Thotz,
*1 : KKl 360 mg %3:@!“”535‘ A¥ ) hL<wT1

.'&L%EEEJ:EE} 'n_%’ib ‘711 E%MJ;

Bl ARSI FRUAS Y S b, R
YLERE: DVARTFTF LV XIIV AT TF RN
LA }-v#ﬂ: F) &, SHEMEF1¥LIALLT

2 WL, 2V A NTETH, K
M EY A‘77 75:,.\ H%ELT\_Q
&2 Fufecy i P

& Hrmnmmhm u x m Lﬁm
E1YAI7VELTAPAMINAERBL, ERFEE
ERIZOWTCIE, 4 VA 7 VOWFEREEEBRIC
NAPUFE FICEAHMERFEED EMAEE L
72s
(% B%)
M4 08 ©F E N O Keplan-Meier i f
(ONO-4538-77/CA2099LA 3RER) (HEA(LEhi-&E
)




) (N Engl J Med 2019; 381:2020-31)
(Part 1a)
LR ERIEE C PD-L1 R RS 1 %LL EA>> EGFR
M2 REMERTFALE B BETFEREO YRR
1T - BE OB TEEE 793 il (EARAER
# 89 Blagte, AHEALY AT OERARE
(BAF, INIVO/IPI| &VWN9 ) *“EE 396 f5], iFeEE
397 #i) EXt&IT, 77 FFHEIAE ST LEEIED
(R 5" 54t L LT, NIVO/IP] BROfruhie s 18
SRR L, SRBOIENEEH THSL 0S
(hdufE [95%EMEX A1) X, NIVO/IPI B£T 17.08
[14.95~20.07] W B. XBEET 14.88 [12. 71~

16. 72 :IJHT&JD NIVO/IPI :t:7°“ |

71 (1\47‘~ H:l:, 0.79 [97 72%4“#;&12?&3 0. 65~0. 96]‘
=(}, (H}GE log=tank
1 : AKI3 meg/kg & 2 BREER, A VAT 1
mg/ke % 6 8 R EAE C A B EE L1,
* 2 KA (R LR IR L) (28D

b‘TJIﬁ—-m?JE (EIF_I:&JE 7311/1‘7”7?X#i~/

wf77%/Xi/z77?/&UA%FV%
TR & 3HEME1IVYAI70ELTAY AT




9 ~—

E#iL, FEEEREICOWTE, 49 A7 NVD
(CEREENRIC A b LY o L5 H#ERE
EhLEETTELLE,
(¥
5 0S @ Kaplan-Meier Bi#R (ONO-4538-27/
CA209227 3RBR Part la) (SE{EBRILIN7-EH)

(Part 1b)
ﬂﬁ%&ﬁeiﬂ?r PD-L1 %ﬁ%# 1 %ﬂe?i%;bw EGFR

f:ﬁ?—‘r ﬁ%’%‘-‘@#/l\ﬁﬂiﬂﬁ!ﬂiﬁr %% 550 m (EIZ!:A%
79 e B

L OB E (PLF, INIVO/Chemo] &V 9,) *'#f

177 f5], NIVO/IPI Bf 187 #il, *+FREE 186 #il) x4

g & *3

BB )L 1T, NIVO/Chemo BER (X NIVO/IPI BEDAZNME

ROE2ELZ RS L7~ ARBROBIREMEEE O —

O’C:}?; 0 B%E%fct#ﬁ'ﬁ:’@ﬂ%“(&)%) NIVO/Chemo B

X, NIVO/Chemo Ei—f’@ 5. 55 [4.63~6.90] b )3 snﬂ
BT 4.70 [4.21~5.59] 71 A TH Y, NIVO/Chemo #
57 7 FBAE Sib ik BRI
HEREEARR L (~F— FH0.73 [97. T2%(E48

X [8:0. 56~0. 95], p=0. 0070 [/ Al log-rank FRE]),




B, BENRBITERCH 52, HBEBRAIO
NIVO/Chemo %f & XtHBEE(D PFS O ¥ — Kib [95%(E
XM 13, BEEE#ET 0.94 [0.56~1.56], 3E
BYE_ LT 0.66 [0.49~0.90] Thotz,
* 1 : A% 360 mg % 3 FRBEE L EEY 3
MR CAERE L, EFERED, B (B
3 RERTE TS (LR
(BRELEE  INKRTTF VI AT FTF
BT LV FEy, ERELEERE : IVRTFF
AR O B A L v s B s e s A TR
BEZ1YAIZAE L TAYAINVERL, R
EFRBIZOWVWTIL, 4 A Z VO LR ER
BIZA P L NiC L AL S EfTEE
&L,
(B &)
X 6 PFS O FH MM BF D Kaplan-Meier Hi#R
(ONO-4538-27/CA209227 X 88 Part 1b) (EER(LS
72, NIVO/Chemo Ff & XtHREE L Db
Eh M FENRBRENS L IISh R b DD,
PD-L1 RS 1%F5 D B2V TNIVO/IPT & &
RHEBEED 0S (hff [95WEMEXM ) 1%, NIVO/IPI
BT 17.15 [12.85~22.05] W H. XEET 12.19

[9.17~14.32] #ATH Y . NIVO/IPI 5375




FHEfEEtbERECH LERBEET LI

(NH— FH 0. 62 [95%EFEX A : 0.48~0. 78], #&

Seh A RETRIR),
10—y | [224t] T—v | [Z2H]
(R¥E_EEE) ‘ (R L BLE)
OEANE N+HRER (0N0-4538-05 FAER) OENE TS (0N0-4538-05 )
AEELIT 33/35 6 (94.3%) WD L, BHL D F1 FEEH 5% EOBIVER (ONO-4538-05 FAEH)
MEETE LN X 24/35 (& )
(68. 6%) IZEEH bilz, FHED 5 WA LDOBITEH
T TEDLBY Thot,
#1 FEHERHR 5%, EDOEIVEA (ON0O-4538-05 B )
(& #&)
11— | Qs ESIAEREE (CA209017 3XE) (N Engl J Med | 82— | QiF/MEIIFEAEE (CA209017 3E8) (N Engl J Med

2015; 373: 123-35)
HEESIIAZIEE 127/131 6] (96.9%) ., FEX*+E

JLEE 125,129 AL (96. 9%) TR Hi, AFIE DRR

BERSEECERWVWEEESIT 76/131 ] (58. 0%)

IZEBY bivfe, FEHEN 59 EOBIMERITTRO &

B Chot,

#2 ZHEBNSYLLEOBIVEA (CA209017 K5k
(& B)
(B%)
GER LREE)

2015; 373: 123-35)

#£2 BN 5% EOBIFER (CA209017 3REE)
(& ¥
(B%)
(GER I LR

OENZE NIERAE (0N0-4538-06 R E)




OEANEFEIARER (0N0-4538-06 3RER)
HEELT 75/76 ] (98. 7%) 12D L. AE|EL O

HEBEHRPBEETERVWEEERSRT 64/76 f

(84.2%) IZF» b, FHER 5L EORHER
IFTRDLBY THoTe,

12 ~—

QuE/ EMFERE (CA209057 %) (N Engl J Med
2015; 373: 1627-39)

AEELIIAKIEE 280/287 fil (97.6%), NEX X+
JVBE 265/268 15 (98. 9%) IZZR b, AH| L DEE
RSB E CE 2WVWHEESIT 199/287 £ (69. 3%)
ZEsshE, BREN S ELORERRITEOL
B Thot,

9~

OUESNEMA RS (CA209057 2EE) (N Engl J Med
2015; 373: 1627-39)

ER

14—

(R ER R ORI R )
(D EE 0 e 1) 565 TOD 453 24880 (ONOD-4538-77/CA2000LA BAER)
HEEERIIAFIGA (NIVO/IPI/Chemo) #f 355/358
Bl (99. 2%) . *tFREE 341/349 il (97. T%) ICFEH L1
Jro AFGEA (NIVO/IPI/Chemo) & DREEABENT
ETERVWEEEST 322/358 i (89, 9%) (BB E
i, BRENSWALDBEMERIZITEO LBV TH
277,
#5 FHBEENS5SLLEOBIEH (ONO-4538-77/
CA2099LA RBR)
(F* B

((R¥LREER U R LEE  BM)




Jeds, FIRBRMSEREETE 74 ] (20.7%), FRERFEE 51
i (14. 2%) . AEACFR B ARSE/ I A 35 —50 il (14. 0%)
FrHSAEREE 48 7] (13.4%) . KBBY% - ANB - EED
TE] 26 1 (7.3%), EHSAEREE 25 B (7.0%), FHE
DR MFEE 21 4 (5. 9%) \ FE tEEE AR 19 #1 (5. 3%)
ipfusion reaction 17 &l (4.7%). BIBMEEEREEE 12
B (3.4%) . TERAEEREE 74 (2.0%), LEEE
78 (2.0%) ., FFk 6Bl (1.7%) ., BEXK 461 (1.1%)

&Uﬁﬂm@%ﬁﬁz 1@] (0. 3%) BRD EaiLT-..a_i

EHERETT,

QEE£FEEMAERER  (0N0-4538-27/CA209227 &
L)

(BFE A Y AT L OEHEE)
ﬁ$$%v1¢§u4#m (NIVO/IPI) %f 568/576 &1

AHKIHA (NIVO/IPI) k@[ﬁ%@%ﬁy}%ﬁ@%f;w

HEFST 442/576 Fil (76.7%) R/ biviz, BE,
ER 5L EOBHERIITRO LB Thote




15 ~—

£6__EBEHS5%LLEORIVER (0N0-4538-27/
CA209227 3RBR Part la 2 (" 1b)

(£ B

72, FRIRHE AR 115 4] (20.0%) , ATHSAEREE
91 5 (15. 8%) . Fh#REEZE 51 41 (8. 9%) . FEMAIE
£ 50 Bl (8.7%) . MEACERBRARSE/ = i —38 8
(6. 6%) , EFEDFEREE 27 Bl (4. 7%) . KIB%K - /I
B - BEO TR 25 1 (4.3%), EHSEEREE 25 f1
(4. 3%)\ infusion reaction 23 1'3"] (4. 0%), Tk

(1. 0%). 1%%%‘44&1 (. 7%) T o;ﬁkzm

0.3 2% 11 (0.2% 25 1 %1 (0. 2%
Jr BB L) (0.2%) EUBIARERE L
(0.2%) WO SN, Fir, BEIEFFEIE, BIE
HT A FI:[:_;J:_‘_A zﬁll/}innlﬂtk ﬁ‘/@-lmr‘n 7 e == vt
SREAEER, fo, IR VIR b

&#otoﬁaﬁﬁ%ﬁﬁmm%éiﬁ(%ﬁﬁﬁ

(PD—Ll FIE Wﬂ?ﬁ@%%ﬁ@) )
BEZLIIAFGEA (NIVO/Chemo) Ef 172/172 41
(100%) . ot PRE z




16—

FH{HE (NIVO/Chemo) & OERBEVTETER
WAHEEST 1659/172 51 (92.4%) EBRH b, FE
BRASWLEOBERIITRO LBV THolz,
#8 FHRHMP 5% LEDEIVER (0N0-4538-27/
CA209227 3AE& Part 1b)
(¢ B8
B, FRREEE 26 #] (15.1%), HELUEHRRE/ I A
R F—22 Bl (12.8%) . AFHEEEREE 21 B (12.2%),
FR BRBERERSE 16 4 (9.3%), BHEEEE 14 4]
(8.1%) , BEMMER 8H (4.7%) ., KBER - /NiE
4 « BRED THI S B (2.9%) , Lol 5 41 (2.9%).
infusion reaction 44l (2.3%), EEOFEEE 2
Bl (1.2%), D161 (0.6%), FHK1H (0.6%)
1 FkERYE 141 (0. 69’) BJF‘ 1 %1 (0.6%) . EIEHE
= 1 - (0. 6% kA2 ZERRAE 1 %1 (0. 6%
BROLI,

it E ﬁ)‘ﬂ" E‘JEH-T* i

5;§§mmmh$ mﬁﬁgﬂﬁﬁqﬁ&j@h
&koﬁ?‘@%&ﬂ&U!&ﬂ?th&#otq

17 _—

[F#&: - HE]
AR ORERARDBRBRETAZFHA Lz Iz b —

11 _—3

[ - AE]
A OREAEYBRBET NV ERHA LY I 2 b —




vaiZky, AF 3 mg/kg (FE) XX 240mg % |

2 BRI TR E L B oA 0 s+ RS BT
AN, FORR, &K 240mg 2B E5 L-EBEOBRE

Em\$ﬁ3mym%&5btﬁwﬁﬁz&mﬁb 12 R—

TEEZTTETFREINEZLOD, BRABEILE
WTABSHEDERIN TS HKE - HE (10 mg/ke
Z 2 BRERTRE) CTAAERE LEBEORER
LHB L CEREERZ R T EFRISN (FHR) . MA T,
BEOBIEICR T 57 —ZITHESE, &A3 ng/ke
(KE) XiX240mg % 2 BREIER TRE LZBOR
KOBRBE L Ao ITREME L OBEL KT S
BERISET VABEINL, YKEEIZ OV TRE
WITbhiR, LRRoRE - AEOBTHEMEK
OWEEMICAELRER I VW EFRIS N, £,
N E BRI BT AT - ICESXREEL L
&E&E%Tﬂ%ﬂﬁbf KﬂSmMM(Zﬁﬁ

g{SﬂﬂEETHEJE#EJAvﬂﬂ mg/kg (6

AMMRTEY) M LIARD ﬁiﬁiﬁﬂL#
O - Ao b e

e FElShi,

K9 FEIDEMEENT A —F

C3.))

vavitky, A&I3 mg/kg (FE) ik 240 ng %
2 AR THRE L =B ARF| O f i il E 2 wEt
ENniz, TOFRR, AH 240mg 2B E LEBEOBRE
BT, A#I3 mg/kg ZRE LTZBEOBREMR L LB L
TEEZ T ETFREIN b0, BRARBREILE
WTEEENEREINTWA A - AE (10 ng/kg

1%2@%%@?&5)?$ﬂ%&5bt%@%@%

LHE L TEREEZTRT LTRSS (TR) . MA T,
BHEOBERBICBIT T —Z2ICESE, A% 3 mg/ke
(AE) XiX240mg % 2 BREAR TRE L7EOR
RoOBEBE L EHEXIEEME L OBEEZRFTT S
BERISET VHABEI N, UKEEICOWTHRE
MTbhl-fR, Lok - AROB AR
DREMHICHARERZRITIRVWETFRIS T,

x5 AR OEMEBRENT A —F

(£ )

(%)

#6 AHIOEYERENT A —F

(£ B




(H%)

18— | K10 FAIDEYEENT A —F
(& B) ‘

20—Y | @-3 BIEROBEICRIGICBE LT 14— | Q-3 BIEROBET-CHIGICEL T
BIVER (BEMAERICME., EEHEE, Lf BIVER (REWmRBICIMA, EEGEAE, U5
K. R, BEGRERE. KIBK. DBR. EED %, Hf, BUHRBARE, KBk, MER, EEO
TR, 1 EUERSS, BUERTR. e, IFeEREE, TR, 1BBERE. Fre., SRS, Fx. &
Frde. BEALHERRE 5. FIRIBHERERESE . TEMHERE {bHEREE %, FRERIREEE, TEREEES.
EE, HREE, BEE. BIREE. MK EEO REE, THEE, BITEE. MR, BEEOREEE.
BElEE, #ARMARZERRE, infusion reaction, E EARIMAEZERE, infusion reaction, EME72 M KFE
BhrmikiEE, mMEkESESEE. M BR BE =, MEREREERE, B, BA. BEORERG.
DHRERG. BEREE, DBEE (LEWRS - R iR IRENE, LBEE (LEMS) - BRIK - LEEH
IR - DS PEEASMIESS) . B, ML) okl SMHESS) . BB I, MFLE) Xt LT, HEER
T, Y¥ms ULABEREBREOERMEZE T4 E XILEBERESEOEMEEF T 5 ER L B L
i & L (RIEROZKBrxHRICE L CTRER W (BER OZW-CR B L CTIRER OB Z 1T
XBEEZZTONIEMHICHB L) EhICET BNAEFICH B L) BEHICENRLENETED
BN TE 5BHIBESTNSHZ &, BHRINE-STNDBZ &,

21 —3 | 5. BEXBLARLEE 15—y | 5. REMRLRDBE
[Bottic B3 3 EmE] [&3hiic BB+ 5 =E]
O AF O BEMLE LT TROBE B W THEES O FTROBFILBVWTHAHOENENRIES N T

BRIESH T3, W3,

(W) (&)

@ AROBOHBIEWBN L OERZERTED

O TRICEATHEECHT AR OREROME




BHEIZBWTESENRIN TS,

c A VY AT ROT T F 8 &L FEREE
(BRELEE : INKTSFF RO Y ZxE
N, EREERE IVRTTF UL AT T
FLURONA P LEER) LOHARE  {LEE
HEMR oAy, EGFR M= TR REEMED (F ALK B8
EF IS0 YRR T #E72ETT - PEIE 0 IE R
B

- A Y AT LRSS  ALFEREREDOR,
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RRR RSN, LIREE (LEHE) - Rk - DESES
SRS BN, M%) I LT, HEER
LA EEESEOEMEEE T OEMEEHEL
B OBZErCx B L THRER VIR =T
LNAFBIHDZ L)  BEHIZHERLENRTE D
EHIBESTNDH T L,
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6. RECELTEETREEH

DERVOQ )

@ EREWERD<ZY AV MOV T

(%)

- 1AUEEIRYE (BIE 1 BERB LS B3h bbb,
BERIFE S P TV R—VRAILEAIENDHBHD
T, 0B, B, EHZEOERORBBRS MEED
Lﬂb+ &ﬁﬁé &, 1EUBERER RO

AR EEPIEL, AR VERIFIO®RGE
@ﬁ@&ﬂﬁ%ﬁﬁ:k

m&z‘»&;%ﬁoh@_ L 5 5 0. R A

|11 _—2

6. BRECELEETR&EHE
(ORUVO® )

® EREBEMERAD<R YAV MZDOWT
(B&)

- 1 ESERTE (BUE 1 BUERBZEL) B3b bbb,
WERFMES N T R—V RICEDZZIERHDD
T, 0. B, BHEOERORBBRCLBEED |
rLRZHHEET AL, 1BBERERRDNT

SiCidEEPIEL, A VR VBAIORESE
DOEGRAUBEITO Z L,
()

TR REEE 100 ng, F7 P —8 g E 120
mg, A7 VR REEE 240 mg (—RA =A<
7 (GEfFHEBRZ))

BRELITY., BEOREEZ TAICEETLC
"
EAE R R OB ERHEST A ¥ 74 OBETERT FrIEARR)
By R—T ﬁ(?ﬁ%ﬁiﬁ%ﬂ) By AR—T I(Eﬁliiéﬁfp‘l!ﬁﬂliﬁ?)
2N—Y | XBLEARAEER AT V—REERE 20 ng, 4| 23—V | MRERIEERL ATV A RARFE 20 mg, A

ZFY—RRHEHE 100 mg, A7V — R SHERE 240
ng (—t4 : =R ~<T7 (BIEFHEIERR))




g R—

2. ARIORK, 1ERBF

A7V — R REEHE 20 mg, FRFEFE 100 ng, F
SIIREREE 120 mg B OFE ATEERE 240 mg (—HR4 -
=R <=T GBIEFHEEZ), LT, IR &0 5,)
X, NEFERATERRSE L AT VY 7 24 (BT
YRRV ¥—RX Z7 A7 (BMS) #L) 25BEF
L7t bk PD-1 (Programmed cell death—1) IZx}9"
5t I IgG4 T ) 7 u—FAHRIETH B,

3A—Y

2. BRI O, TERBF

A7 — AR R 20 ng, FAFEFE 100 ng KT
FEETRE 240.ng (—4 - =<7 (ERxTHE
#az). LT, TARA 2v9,) . NEBELTEKE

| Kt AF VI 2HE B TVARABI - <A F—

X A7 A7 (BMS) #) B L7t ~ PD-1
(Programmed cell death-1) ZxF3 5t M IgG4
) 7u—FAHETH B,

~S
~

8 R—y

@-3 BIEROZEr- OIS L T

BIfER (REMRRERBICINZ, EEGEE. LF
%K. Bk, HEUGRIEE. RIBK., DEKX, EED
TR, 1BBERR, BIEERS. Fre, FigeEES.
Froe. B LMEREE . BRIREEREESE . TEAERE
EE, HREE BEE. BIBEE. Bk EEO
':BZJII%%\ Bk MAZEMNE, infusion reaction, E
| B mkiEE ., MERESEER. B, BR, B
DOHRFERG. BiREEME, DREE (LEHE - &R
AR - LEMEISMNGES) . EEH L, #HLE) TRl
T, YR ILGIREREBEOEMMLE T HE
ERLEE L BIEROBRCHIGICE L THRERDT
FEEZTONIEMICHD T &) EDICETRL
BN TEAHBHPIESTWVWLHZ L,

g ~—v

@-3 BEHEROZBr-CRINITEE L T

BIER (MEMMERICMZ, EEHEAE, O
K. B, HEBUBMAE. KIBX. DNER. BEEOD
TH., LEBERKE., A2, gEES. IR, &
{LPERRE 2, HURIRMSEEREE, TEREMEEESE,
REE BFEE BIBEE. ML EEORMEE.
AR MR ZEMGE,. infusion reaction, EEZR MKE
=, MEREAREER. Bk, BX. BEORERNS.
RAGIREM:, LREE (LEME) - HRIK - LEMEY
AINHES) . B, LS oxt LT, HRkHERR
T BEREEOEMEE AT OEME EEH L
(BIER OBZWort Iz B L CHRER XK E L Z 1)
BNAEBHICHD Z L)  BELICHEHIRLENLTED
BHINESTWNAH I E,

10 ~S—3

6. REICHL TEBEINEFHE

IS

6. BELCELTEETNEEH




C(ORUQ@ B

@ EREMWERD~FXTY AV MZDOWT
(B&)

o 1EDBERE (BUE 1 BIERBEZET) B3H bbb,
BRFEESX P TV R—V RCELZERHBD
T, AE, B, EHZEOEROBEHCIMEFED
Lﬁv DEBTHI L, 1BBEREREDN

Wi EZHIEL, A VR Y VRIFIORES
®ﬁw&m%%ﬁ5:£

%*ﬁ)&)l’obhé s S i
BRELITV., BEOREZTHICBETS

(OERUVQ@ )

@ ERBWEHD~RT A MZHOWT

(&)

< 1EBERR (BUE 1 BBERFE 2 &) B3H bbb,
BERFRMES R TV R =V RICEBERZERHBD
T, 0B, B, IBHZEOEROFBRCMBEED
FRICFHEERTS I, 1BERBRIRDNE
BATHEREEPLEL, A R) VRKIORESE
DOFERMBEITO> Z &,

(B

7= R R ERIE 100 mg, 47— A 120
mg., F 7V —REEEE 240ng (—RL - =A<
7 (EeTHERZ))

=
(B%)
EHEE~A7aYT 54 NREESE MSI-high) 28T 5RE - BEBE
DEBERMEET A N5 4 L ONRETER GrEMRE)
H (2]
Y- (THRERIERD) PFYR—Y (BRIEARESHIER)
2=y (KB ERBERS IO —REEEE 20 mg, A | 2% | RMRLEBRIERL AT U—RNEBEFFE 20 ng, &

TR EERE 100 ng, A7V — RN SHEERE 240
mg (R4 : =ARA<T (BEFHEBER))




3R—v

2. FANDOEKR, EREF

F 7V — R EREEHE 20 mg, FREFRE 100 ng, [F
AFEHE 120 ng X OFE AREEE 240 ng (—HRA
=R BETHEBEZ) . AT TEAl & d,)
X, NEELTEKRRESHL ALy 7 24 (BT
YRRV A9 —X A7 A7 (BMS) %) 2BE%
L7t b PD-1 (Programmed cell death-1) Z%td"
5t MM Ig6a £/ 7 a—FAHEKETH S,

3=

2. AR OREK. TERBF

A7V —R AR EE 20 ng, FAFEEFE 100 ng KT
FAEEEE 240 ng (—R4L : =RV ~7 (BETE
$az), DLF. TH:Al &V 9H,) X, NEERETEK
Rt AF VY7 24 (BT VAV =AY —
X A7 A7 (BMS) ) B3 L7t b PD-1
(Programmed cell death-1) (ZXt3 25t FE IgG4
EB) 7 —FNAHMETHD,

11—

@-3 BMEROZETLRIGIZE L T

BIER (MEMRZERICINAZ., EEMENE. LFH
K. R, HRERAEE, KBK., DPBER. BEED
TR, 1BERR, BUERTR. AL, FFigES.
Fr. BECHERRE %, FURIREREREE | TREEE
EE, AREE, BEE. BIBEE. KL BEEO
FREREE, #FRMeZERIE, infusionreaction, E
W MRREE . MIRERERRE, . Bk, BE
DHRERIG,. BRREEE, LEES (LEHE - R
IR - LEERIMAES) . R D, #EALE) Tkl
T, YR ULEBEEREBEOEMAMLFE T HE
RiEEHE L (BHWERAOZEORINICE L THEERT
XEEZITONAERMITH DT &) ELITHET R0
BN TELEHMBESTNDZ L,

11—

@-3 BHEROZHr-CoXIGICEE LT
BIfER (BEMERZERICMLZ, EEHEE. OH
%k, . HERUBBAE. KBX. DNBR. EEO
TR, 1RIERA. FFRE. RS, L. &
{LHERRE 2%, HURIGREEES. TEAEREES. ™
REE BEE, BIREE. Mk, EEORMES,
BARMARZERAE. infusion reaction, EE 2 MKRE
E. MEREREERE, %, BR, BEORENG.
RRs R, LREE (ODEME) - Bk - DS
FMNHFES) . R, #LE) TR LT, BEER
XL EBEREREEOEMELZE T HERM & EE L
(BIER OZErFINICBE L THRER VOB LR
LNAEFILHDZ L) EDICHURNESTE S
HHINESTNDB Z &,

|13 _—¥

6. REICHL TEETNEEHE

1B R—Y

| 6. BRECELTEETEEE




ORUVO 1K)

@ EREBMERHDO<RTY AV MZ2WT

()

- 1 EBERAS (BIE 1 BISEIRB 22 1) 835 b bt
BRFES P TV F—V RICEBRZERHHD
T, 0. B, IBHZEORERORHE M EEHE D
ERIFSEETAZ L, 1BBERRFER RO
BAEEEEZRIEL, A VR Y VBRRIOREE
@ﬁ@&mﬁ%ﬁ5:ko

(OERUV® )
(DIK@@E@?*V%VBKOwT
(H%)

1 BUbERRAS (BIE 1 BUBEIRIB 2 2 L) 23 b bt,
BERBES F TV F— RCEBRZLEBHDHOD
T, AB., B, BHEOEROFERCMPEED
RIS EETSZ L, 1 BERBEN RO
BAKIEEEERFRLEL, AR VEAORESE
DOEYRNEEITO Z &,

2 . (%)
EREBEZITV., BEOREZTSICEETSHZ
b
(%)
BEBEORBERHET A FT A L OWETER GFIERR)
#r (5]
HYR— (FHRERERD) Y- (BERREREIER)
2R—T ( RBERABEES AT REEHE 20 ng, A | 23—V | HBRLEBRIEERR AT V—ANAREFFE 20 ng. &
TR AR 100 ng, &7 A—A AETRE 120 FO—R AR 100 ng, A7V —A REEHE 240
mg, A7 V—RRHEHE 240ng (—RA =R ng (—iE4 . =ARN<T (WIETFHEEZ))
7 (BT Z))
3R—Y 2. FEIORK, 1EREF

3~—o

2. AFIOKK, 1ERBF




F 7V —R EEEE 20 mg. FREHE 100 mg, A
AUEERE 120 me K OVFRTEFRE 240 mg (—iR4 -
=RNwT EETEEZ) ., BT, IFE) Lv3,)
ik, AHFELRTERRNESHLE A Ly 7 24 (BT
VDA KL= ¥—X A7 A7 (BMS) tb) 2B
L7t k PD-1 (Programmed cell death-1) IZ%}3"
e MR TeGd £/ 7 a—FAHETH D,

F 7V — R EEEE 20 mg. FLRFERE 100 ng RO
E AR 240 g (—f%4 : =R N ~7 (BT
#az). PDLF. T&A 2WvWH,) i, NEERTER
REfHEAF VY I A BTV AV AT —
X A7 A7 (BMS) #) PBEFEL7ZE b PD-1
(Programmed cell death-1) %35t M IgG4
E)7u—FAHETH S,

9 N—v

@-3 BIEROBZE-CHICE LT

BIfER (REMREBRICIN., EEHENE. LH
K. B, BERBRARE. KBk, PER, EEO
T, 1 BUERS, BHERFR. FTre. FrimEREE,
s, BACIERRE K, FOIRIREEREREE . TRMSHER
REE, MREE, BEE. BIBEE. ML, EEO
BEMEE, #kmeZERE, infusion reaction, E
B mEEE, NEREREERE, %, BR. BE
ORERG. BEREME, LDHEEE (LEHE - &R
Bk - DEEEIIMNFES) . BEEHL, #AL%E) L
T, YU LT EEMEOEME L F T O E
FiLEE L EUWEROBEOXIGICE L THERD
XBEEZTONDIFHBICHDZ L) EHITEI R
ENTEHEHPESTNEI L,

9 R—

@-3 EIfERORZEoRn B LT
BIER (MEMRERERICMZ, EEHE/E. OH
K. Bk, BEURRBMRE, KIBK, MMER. BEED
TH. 1BERR. Fre, FFlEEE. FR. 2
{EHERRE 2, FURBRMESREIEE . TEEERES. &
BEE, BHEE, BITEE. ML EEOKEEE.
R MARZERSE, infusion reaction, EE X MKRE
=, MERERREMGRE. B2, BR. BEDRERIS,
RER IR, LEBEE (LEME) - 8RR - LEHES
AHES) . BB M, MLE) o LT HEmER
T REEESEOEMEEFE T OEME EHEL
(BIER OZErox B L THRER OB L =T
BNEEBIZHDZ L) BEDICHEINRLENTED

| BIAESTNB T L,

11 _—

6. BEZELTEETNEEH
(DRTVQ )

S~
~

11 N—y

| 6. BECHELTEETNEFHE

(DRUV@ B)




@ EREWEHAD<F T AL MZONT
9]

- 1 BERE (BUE 1 BERBEET) 8 bbh,
BRFEES N7V R—YRICEBRILERH DD
T, OB, B, EHZORER ORI Mm o
FRITHHEET AL, 1BBERBEREDN
BARREREEZFIEL, A RY VRFIORESE
DHEEIRMBELZIT I T &,

- [BEEATSE, FFT2. FFiMERMEE, AF: 8
BRBHOONWDZ L3HDHDT, EHEITATH

ERERITV. BEOREY FSICBET S
L.
(%)

@ ERBEMWEHDODRXT AV M2 T

(3]

< 1EMERS (BIE 1 BBERBZ ) bbb,
BRFE®EY N TV R—V RICBAILBHEHD
T, A, Bl BHZFOER OF B L MAEED
FRIZHHDEETDHIZ L, 1 BIBERR DN
BAEREEPIEL, 4R Y sEHEORESE
DOHEENRILEEZITI T &,

(H%)




BoBfE BT A RT A v
=R (GRETEHRZ)

(RFE4 : 7V —RRERE 20 mg, 47V —ARRKE 100 mg, 70—
B AREE 120 mg, F 7Y —FR R 240 mg)

~FE/NHERR R~

PR29F2A (FR2F1 1 AKED)
B A% E



B

BT

AEIOFE. ERBEF

BB PR AR

PR 12DV T

BEXNG LI DBE
BECBRELTERETNETFH

P2
P3
P4
P19
P21
P24



1. XL®IT

EIHKDOEDNE - REMEOREBROT-DITIL, B LEEZCESWIEERERRD
LB, bz, MEORERFOESICLY ., IFERR R EOEFNZ2FRIERE
FEEGBEABENZFTC, INOLOEELZREICLELRBEICRMET 22 L B3EED
L 2o TRV BFMBCEE & EDOEART #2016 (FRR 28 45 6 A 2 AMEIRE)
BV TH, EHNERMEOHEROREHEZRZ Z & L sh T,

FRERARFERRIT. KRERAREZEM T v 7 y A VARFEOERM LA L NICR
RBEZENHD, Z0H, AHUROREMEICET 2 HFERBP+0ERT 5 E TORH.
UHERKDOBEEZBZID I ENMFINIBEFRIRLTERTL L L b BIE
ANRERLBICHER LR & 52 L N2 —EDEM 2R T EREE THER
THIENEETH D,

LR oT, KHA FTA Tk, BREESLINE TREDN TV IEFIERH -
MNEHRHCESE, UTOEERORKERERZHET WAL LEREMRF, BX
FROEBEFEEZTT, -

BB, KA BT 0%, MITEIEAERREREEEREHE, AREEEARER
RRIEEYS, —RHEEEAN B ARABRNRES, HEFEFEENEN B AMEES RV
— AR B ARERBES OB IO b LR LT,

% L 72 HERS | AT V— R ARENE 20mg, A7V — R AREE 100 mg, 7Y
— R AEESHE 120 mg, A7 V—FRAHEFHE 240 mg (—4A @ =
R~<7 (WETHERZ))

e RBMEXIHE  CIBRTEERHELT - R OIE/ AL

HBLRABERVAR  BE. RARIZ=AL~T (lEFHE#Z) L LT, 16 240mg

% 2 BRERIME X 1[5 480 mg % 4 BEIHIRRE CREFHFHET 2.

hOPMEMEER L AT 2581%, B%. RACR=A1r<7

(M=FHER %) & LT, 18240 mg % 2 B@REIFREXII 1 B 360
mg % 3 WHEHR TRIEFHET 2.
- /NEPER L TR A4

=
fo
=
S
He
o




2. AAIOKE. 1ERBF

7P — R ETREE 20 mg, [FAATEFHE 100 mg, FARFFE 120 mg X ORLARRE
240 mg (—#4 : =FN~7 (MEFHEEBRL) . ST, TFH Lvo,) id, NEFRR
TEHRRSHL AT VY I X ATV AV v ¥ —X X747 (BMS) #) 2
B L7zt b PD-1 (Programmed cell death-1) (Zx3 % & M IgG4 €/ 7 a —F A4k
THb,

PD-1 ik, WAL L2 ) 2288k (THIBR, BHIRRR YT F 2 7 40% 7 —T Hila) ROE
BRI ZE T 5 CD28 7 7 T U — (T MR OIEME L % MBI IE & RITHIES 243
TE) ICBRT3%RETHD, PD-1 IHRFETMREICHERT S PD-1 )V > K (PD-L1
BROPDL2) EfEA L. U SERITIBIEY 7 F A R EELTY V- BROEM(LIRES:
AT LTS, PD-1 V) H v NidftRERMARLIIMNC e b Ofk 4 22 BRI R
LTRY, BHRAERENOURLESEERICI TS PD-L1 OFE LIFROLEF
ML OMICADOMBIRRZRNH 25 Z L AHEIN TV D (Cancer 2010; 116: 1757-66),
o, BEHERGERE CIERE T HIRAEET S V¥ —T v H < (IFN-y)
IZX o> TPD-Ll OREBENFES N, &8 LIEEREICIT 5 PD-L1 ORBREMHED
AEFFER L ORICEDHBRFR N H 5 & OME B H D (Sci Trans] Med 2012; 28: 127-37)
& biZ, PD-L1 ZMAIRR S SR AMIRE., FESERMN CDS Bt T Ml 0oMieEE
IEME %55 S 528, i PD-L1 $ifKT PD-1 & PD-L1 & OfEA%#HET 5 & 20kl
HEEENEIET 2 Z LB RINTNS, FOZ L6 PD-1/PD-1 U H v FREIX,
AFRIRATURFFRI 2 T MIEH» b ORBEZ BT 2MFO—2 & LTEZLATY
%

AN, KEARORE R, 6 PD-1 Ok (PD-1 Y 4 v MfEE 8 IT/EE L.
PD-1 & PD-1 Y H LV FLORERZMAETAZ LTk, BAHRKFEN,: T MIRORE
ML R OV ARIRRIZ X 2 MIBRIE VR 2 8T 5 2 & CTRENZTIEB R 2R T
TLERERIN TV,

INHDOMANG, AFITEMEE T S FH - RIBEECR VB b0 LB SN,
BRI BE LR e L RARRBREZ R L. A, REMR AR S
iz,

FEIDOERABFICESCBEORERIGC X 2BWERSEMN H bbh, EEXIIELIC
ELFREMENRD D, AROREFROEEHRIIT, BFEORELZ 52TV, BEIR
W HNEEEITIE, B L =FRIS U B MR e R FF oA L8 L CiE
G2 EBRE 21TV, BEOSRBERIGIC X 2BIEARRDN 2 BAICIE., BIBRERV
EURNOBREEOEI LB EZITILERD B,



3. BRERELEK
YIRRARRe R AT - BR OIS (RELEERVERE LERE) ORBRICRE
Mz2IT- e ERBERABROBBEEZRT,

[Azh]
(R Hps)
® ENBTHEAE (ONO-4538-05 k)

TS5 F K e S ERER AT A MRAERIB )/ IVHXIIFERORFE LR
FEB#F (ECOG Performance Status 0 U8 1) 35 fl 2RI, AA 3 mg/kg % 2 BWHEFIR
TEIEHE L, TEMEER Th5EH®E (RECIST H4 F5A ¥ LLIRICESL P
JUHEIC & B CR XIZ PR) 1325.7% (95%ZMEKM : 14.2~42.1%) Th oz, 2B, F
ANCERE LT BIfEIZ 9.0%ThH o T,

@ WAEIFARE (CA209017 M) (N Engl J Med 2015; 373: 123-35)
75 F I 2 E L ERERE S A T A EIRRRER B H/ VI SUIBFRORY LK
JAEF (BCOG Performance Status 0 2 T8 1) 272 4 (AFI#E 135 61, FE & X8 137
) BRI, FEZXEAVEXRE UTHA 3 mgke % 2 BEFRETREFE L,
FENMIER ThA24ATHM LT, ToS] &Wv5,) (bR [95%EHXMI) X,
AFIFET 9.23 [733~13.27] FA. FEZZFLAHET6.01 [5.13~733] WATHY,
AENZ P Z v icnt LB ENICABRIERZ7R LTt (O — FH 0,59 [96.85%1F
HEIXE : 0.43~0.81], p=0.0002 [J&3! log-rank #R7E]).

1.0 ﬁ\?

0.9 t“\\
B

0.8 o Sy

0.7 -.1-'-.
\\ﬁ AHI
N

0.1

0.5 T
0.4 1 e,

03 FeaF B o VISR

~F S -

0.2 el

Probability of Survival

0.1

0.0

| T T T T T Ly ¥
] 3 6 9 12 15 18 21 24
Overall Survival (Months)
Number of Subjects at Risk

AFIE

135 113 86 68 52 31 15 7 0
Fe45aL 8

137 103 68 45 30 14 7 2 0

1 OS DO PREIMAT D Kaplan-Meier Bi#it (CA209017 3B) (FIERL S hiRE)
4



(FERF LR
® ENEIHEFB (ONO-4538-06 FER)
7T F TR S UCERIERE A T 5 URAREARIB H/ VA IIFEROKERFEL
B B#E (ECOG Performance Status 0 T8 1) 76 Bl & RRIZ, AH| 3 mg/kg & 2 WM
RCARBE Lic, EEFMEE ThHEPHE (RECIST VA FF 42 L1 BicES<
FRHEIZ L B CR XILPR) 1% 19.7% (95%(SHEKXR : 12.3~30.0%) Thotz, R,
EATIERE L-FEIX 9.0% ThH o7,

@ S EIAERER (CA209057 3BH) (N Engl J Med 2015; 373: 1627-39)

7T FHEH R B CERIERE A T A UBRARERIB )/ VX IBEROERFEL
BB (ECOG Performance Status 0 2TV 1) 582 ] (AAB¥ 292 i, K& ¥ L8
290 ) ZXRBIC, FEZFBAEZREBE LTAHAH 3 mgke % 2 BRIMRTREHEL
Teo EEFHMWIEH TH2 0S (PRAE [95%FHXH]) 1%, AFIBET 12.19 [9.66~14.98]
HH., FEZXEARETO.36 [8.05~10.68] W ATHY, AAIX FE&TEAMITH LK
HEMICERREREZR Lz (0N — FE0.73 [95.92% 48X [ : 0.59~0.89], p=0.0015

(&3 log-rank #E]) .

1.0
0.9
0.8 ot :

0.7 - q‘**k\

0.6 e

S AHIT

0.5 -

0.4 I E X% R \\\‘
0.3 "‘M a

0.2 1‘:.&:'-‘_“1'_4..._"1
i T

Sytim aE ST

Probability of Survival

0.1

0.0

' — ¥ ¥ —" £
] 3 6 9 12 15 18 21 24 27

Overall Survival (Months)
Number of Subjects at Risk

FHIE

292 232 194 169 146 123 62 32 9 0
Fesf-t 8

290 244 194 150 111 88 34 10 5 0

X2 OSODHHEFNT DKaplan-Meiertfifit (CA209057388) (E{ERLESh7=4EH)



(PD-L1FBIR LB DB R VE2H)

YA EIAREAER (CA20901778BR K UNCA20905 7380 ICHAANBNTZRED S b,
JEEHRRRIZ 3V TPD-L1 &2 53 L - EEME 2 5 2EE (BT, PD-L1EELE] L
5,) WETHEBRREB LN —EFOBREDT —FIZESE, PD-LIRHEEIRENIC
AT 24T o e F IR R EM ORI TO LBV Tho T,

EEIBLTIX, RELEBTIX, PD-LIOXRBRRICL ST, FeFFe it
B U CAKIBE COSHERT 2MEMMBFRD bz,
R LR TIE, PD-LIREERB1%RBOHEIC R ¥ F B L IFIERROBERT
Hot= (TH),

2. RELRE, ERFELEELE bIZ, PDLIORKRARIZL LT, ARoZLeits
277 AVIIEETH o7,

e —— - — oF
' | i,

aw el £l-

an i Les g,
_am o ey I - L\"l'h\
[ e 10 | 2 P
'% L] N, ‘% L v _\_\"'—‘-...I|I
3 et l S N T
£ o =
e | i s
g "\‘-\,_1 £ RE 3 £ “"""t

LE] - ..‘ \a

ST, "y |

[H] L | o . -

w1 =4 ! 01

L 2 : LT

T T T T
o 3 6 9 12 15 18 2 2 27 0 3 6 9 12 15 18 2 |24 ir

Overall Survival IManlhs) Overall Sunaval (Months)
Number of Subjecls al Risk

Number of Subjacts at Risk
Nivolumab 3 mg/kg

Nivolumab 3 mgrkg

108 82 70 60 48 39 26 17 rs ] 123 o8 B& 77 73 65 27 13 5 L]
Docelaxel Docelaxel
101 87 69 53 38 30 13 5 2 0 B 102 a0 61 s 36 13 4 3 ]

“°=  Nivolumab 3 mg/kg (events : 68/123), median and 95% Cl : 17 15 (12 09, 20.63)
- Docelaxzel (events : 93/123), medlan and 95% CI : 9.00 (7 10. 10 55)
Hazard Ratio (Nivolumab 3 mg/kg over Docelaxed) and 95% Ci: 0.59 (0 43. 0.82)

Navolumab 3 my/kg (evenls = 77:108), median and 95% CI : 10 41 (7 29, 14.26)
Docelaxel fevents - 75/101) median and 95% CIL: 10.08 (7 36. 11 93)
Hazard Ratio (Nivolumab 3 mpikg over Docelaxell and 95% Cl + D 90 (0.66, 1 24)

3 CA209057 BB PD-L1 ZEMMA)CD 0S O P HIME D Kaplan-Meier Hi#R
(£3 : PD-L1<1%0OBAEAR, A : PD-L1=21%0AERE)



(R LR & e R LB
O EBRI‘FRFMFARABR (ONO-4538-77/CA2099LAFER)
{LEEBRIERTIER D EGFRRE T R R CALKRLA R TRV O BIBR A RE A2 4T -
BROIE/NMRIEBETIN (BAANBESWEZED, AALA YY) AT ROTS
FFT A% STEFERE L OFFAKRE (LLTF, INIVO/IPYChemo] &5 ,) "##36141,
EREE3S8B) EXRIC, 7 TFFRAEZESLLEREOHRZRE 2B L LT,
NIVO/IPV/ChemoB¥ D H MR OVE2ME RET Lz, EBFMEE TH50S (PRE
[95% (R E]) X, NIVO/IPI/Chemof¥ T14.13 [13.24~16.16] » A. BB TI10.74
[9.46~12.45] 7 A T Y . NIVO/IP/Chemo% 5-13 7" T F - BA| & & b SpEIC T L

HETERNCHRBRER %2R Lz (Y — KH0.69[96.71%/5 48X 7 :0.55~0.87], p=0.0006
[J&3log-rankiR 7E]).

B, BROZMBITERTH SN, ARSI ONIVO/IPI/Chemo®t & XHHBEEDOSD
P — Rk [95%E K M] 1%, /¥ LB T0.65 [0.46~0.93], JERFE LR T0.72 [0.55
~0.93] Thotz,

*1: A 360mg % 3 BRI, 1 €V 5~ 7 1mgkg % 6 BRMRR MLFRE S 3 BRI T AR
B U, (LAREd, AR (RTLRBXIHERT LR i Svilbems (RELE
B ANRTSFUROAS Y F XN, RRELEE : IVRTFF VIV AT TF VR
RAMLFER) &, 3EEE LVAINELT2HA I NER LT, 2 94 7 VETH, KK
RUA Y AT & Rl L,

*2 AR (RELEREBX IR LEHE) 12&-3%, NIVO/IPYChemo # & [ U1L35E%, 3 B8R
ZFIYVAINELTAFAINVERL, FERFEEEBITONVTIX, 4 ¥4 7 VO{LFRIERMSE
R DU RIT X BHERRIE b EMATREL L,

100 3 B ey
0s \"*\
o NIVO/P/ChemoRE
E ar "
_.é,.
& od
=
2 s
3
= Y
g e L
g 03
02
01
u L T L - T _'I'_Il
0 3 6 9 12 15 18 21 24
Number at risk Time from Randomization (Months)
NIVO/IP/Chemof¥ 361 325 292 230 129 46 16 1 0
it FRBE 358 318 259 183 94 39 12 0 0

X4 OSOPHEYT DKaplan-Meierfh# (ONO-4538-77/CA2099LAREL
(€3 F Y (A Y (Wret 15i))
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@ EE=ILRE MHARE (ONO-4538-27/CA209227 3XE#) (N EnglJMed 2019; 381:2020-31)
(Part 1a)

(LEERIERIGHR T PD-L1 REEHN 1%L Eh> EGFR BT ERBHER N ALK BE
WiE TR IR EST - BROFE/IMIIRIEBE 793 61 (BAANEE 89 flzE
. AFEA Y AT LOMRAKRE (LT, INIVOIPLE &V 5,) "8 396 il R
B 397 §) ZRBUT, 77 FH A ST LERIEO AR S 23 & LT NIVO/IPL
BEOAMERORLSMEZRE L, ARBMOTEFMERTHS 0S (FHRE [95%fF
X)) 1. NIVO/IPI BT 17.08 [14.95~20.07] v B, X BREET 14.88 [12.71~16.72]
HHTHY ., NIVO/IPL #5137 7 F 8K % &1L FRECR LREHFRICAR R E
Ex#RLE (AF—FH 0.79 [97.72%(E#E XM : 0.65~0.961, p=0.0066 [J&A! log-rank
WED .

*1 : 2% 3 mg/kg % 2 BRI, 4 vV b5~7 1 mgke % 6 BEMMRECRFFHFELE,

) ;AR (R LRSI ERT LER) ISV ke (RELEE : WVRT S F Ui
YRTFGFUROF LY EEY, ERELEH : WVRTTFUXBIRATFFVRRA bV
FEF) B 3BEEZ 1YL I2VELTAVAIAERL, FRELERBTOVTIE, 4947
NOICEREEMR T2 A b LEE Fic X BMRgE S BRI L L,

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3 r -
0.2 SEL PR,
0.1
0.0

Overall Survival Probability

0 3 6 9 12 15 18 21 24 27 -30 33 36 39 42 45
Number at risk Time from Randomization (Months)
NIVOMPIRE 396 341 295 264 244 212 190 165 153 145 129 91 41 9 1 0
wm@Eg 397 358 306 250 218 190 166 141 126 112 93 57 22 6 1 O

5 OS ® Kaplan-Meier fh## (ONO-4538-27/CA209227 3B Part 1a)
(RIS hi=4EH)



(Part 1b)

{LERIERIGHR T PD-L1 BEREN 1%:KMHD> EGFR MEFERRMER D ALK &
M FREOCUIRAREZRETT - BROFE/NIIIEEAE 550 ] (BARABE 198%2E
tr, AR & 77 FFRK BT FRE L OfRES (BUF, INIVO/Chemo] £VV5,)
LEE 177 B, NIVO/IPI & 187 B, XHEREE 186 Bi) ZRRIT, 77 F T EHF 2 5L {LFR
EOGERZEE? ZxR L LT, NIVO/Chemo B K& U NIVO/IPI OB MR LM%
Ba Uiz, ARBEOBIKIMEEB 0—>Th Y BERILRMRIEDXER Th 5 NIVO/Chemo
B L TR OEBEATAM (PR [95%EHEXM]) 1X. NIVO/Chemo ## T 5.55 [4.63
~6.90] H A, X T 4.70 [4.21~5.59] Z A TH Y. NIVO/Chemo B 5.ix 7 7 FF#l
Az ST EFREICK LB ENICERRERZ R Le (NF— N 0.73 [97.72%(518
X : 0.56~0.95]. p=0.0070 [JEH log-rank #RE]),

BB, RENLRITER CTH 203, MBREEBIONIVO/Chemoff & Xt BREFDPFSD /Y
— Kb [95%EHXE] 1. RY¥ELREET0.94 [0.56~1.56]. JERY_LRIRE T0.66 [0.49
~0.90] THoTz,

*1 : AH) 360 mg % 3 ERIFME ML 2y 3 WATRR CARRE Lk, L8Rk, iRy (R
SEEREIIFERE LR CE SV bBRE (RELERE : IVRTFF U IIV AT T F
VRUF AV EEY RELER: AIVETSFTF UGV RS FFVRURA ¥t F) &,
3BEEE1LFAINELTAVAIAVERL, RFELERBICONTI, 4 941 7 VO{LERE
EMRITSA D LFE RICk BHERIRIE D ERATEE Lk,

— e ———— e ——

10
£ 09
=
go8f "
L
L
L

£o07

= f

é 0.6 I':"'.,

@ 05 5 | NIVO/Chemo#¥

4 .

204 -

go3 o

173 ‘e

go.z / b LL

13 bl S —g .
SR popiichic3 R ————

T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Number at risk Time from Randomization (Months)
NIVO/ChemoB$177 135 73 48 37 29 19 15 10 10 7 4 1 0
wHERE 186 121 57 22 18 13 8 6 5 3 0 0 0 0

B 6 PFS ORI Kaplan-Meier B (ONO-4538-27/CA209227 38k Part 1b)
(#EfeR L X hi=4EH, NIVO/Chemo #f & 3 R# L Ol
Fh, BEHFHARRERBLIZEN21oT2b DD, PD-L1 RERN 1%KRGEDOHBE
1236V T NIVO/IPL # & HREED 0S (FRAE [95%fE#EX A1) 1&. NIVO/IPI # T 17.15
[12.85~22.05] 7 B, XPREET 12.19 [9.17~14.32] Z HTH Y. NIVO/IPI R 51375
FF8F % ST LFEREICR LERBER 2R Lz (0= K 0.62 [95%E 5K R : 0.48
~0.78]. BB 2IFHTRER) .



[Z4i4]
(RY¥ LR
OEWNFE IR, (ONO-4538- 05%4:5%)
HEELIT 33/35 6] (943%) ICRDON, AR EORRBEAEETCERVWEESF
213 24/35 B (68.6%) ITRD bz, FEEDN SUIULOBIERIITROLEY Tho
7=

1 BEER%I EORER (ONO-4538-053A8)

BEBKSE ' BilE (%)

EAE . 3561 L

(MedDRA/J ver.17.1) 4 Grade Grade 3-4 Grade 5

2EIER 24 (68.6) 2 (57 0
MR LY v REF

#Hifn 2 (.57 0 0
PSS -

B D&t PRk 2 (57 0 0
BBEEE

TH 2 (5T 0 0

B 3 (86 0 0
—f - 2HEER LIRS ORE

BRI 5 (143) 0 0

AR IE 2 (57 0 0

FEE : 5 (143) 0 0
RERER

IEEUE : 2 (51 0 0
FREERE

FANRGHEVBT I ) N T AT =T —EHM 2 (57, 0 0

7 v7F R R REF—EHEm 2t in (G e 0

Y v REREED 3 ( 86 2 (57 0
RSB L ORERSE

K7 VT I o E 2 (s5n o 0

RAREGR 5 (143) 0 0
HEBRAB X U?Aﬁmﬂﬁ%

e 2. (57 0 0
PHEREER

KRR = = — 1 F— 2 (51D 0 0
FEL AR, BRI L OERRREE

Fim 2 (57 0 0
B XU T AR

STERRB B 2 (51 0 0

HLBE 2 (57 0 0

5 5 (14.3) 0 0

BREBREZ 2 (57 0 0

i, BEMEREE 26 (5.7%) . KK - BEEOTHI2H] (5.7%) . #REE (¥
Sy« NU—EGRE) 36 (8.6%) . FFHEERES 2 61 (5.7%) . FIRIRHERERES 3 41
(8.6%) . BIBHEAEREE 14 (29%) . BHEEE (RBEBMEEERS) 14 (2.9%)
BTN infusionreaction 2 il (5.7%) BB b, £z, EEDOKNEE (RMHERE
R, S, BREES) | TEERERES. 1 BERR. Kk, BEHEE,

10



% - BERAR ., S & 5 AR ODLBRITRBO bivieh ok, AREMARBITRIIIEES
% (BRREEEEZEL) Z2AUCEERETT,

O/ EIMARRABR (CA20901758%k) (N Engl J Med 2015; 373: 123-35)
BERRIIAKIBE 127/131 B (96.9%) . F¥ & X&/AB 125/129 6 (96.9%) 27D 5

. AH L ORRBERBEETERVWEEERIL76/131 ] (58.0%) KB b, 3

BENS%ULORIERIITROEBY Thotz, '

#2 BERN 5% EORER (CA209017 3ABR)

BERASE Mim(a?
=5
(ﬁzc‘;;;A/] ver.17.1) 131 61
. 4 Grade Grade 3-4 Grade 5

£RIER 76  (58.0) 9 ( 6.9) 0
HEBEE

T 10 (76 0 0

B 12 (92 0 0
—f% - EHEER LTRSS ORE

B HE 13 (99 0 0

B 21 (16.0) 1 ( 0.8) 0
R L UeskmEE 1

RARGR 14 (10.7) 1 ( 0.8) i
HEBRB LU ERES

kiR T -(-=53)——0 0

2B, MEMERER 6 5] (4.6%) . KIBK - EEOTH 11 4] (8.4%) . #HREE (¥
7 v NU—JEREFE) 1361 (9.9%) | FFRERRE 4 61 (3.1%) | FIRESBRREREE 5 4]
(3.8%) . BHEEREE (RMEMEMERE) 46 G.1%) . EEFHEE 161 (0.8%)
K W infusionreaction 1 ] (0.8%) 3 biz, /-, EEOKMEE (FREHEIRE
i, AL, BMREES) . TEEEERETE. BISMERE. 1 BERE. BER.
e - BEIEZE . 5L D BEAROLHRITFED bz oz, ABERFRILRILIZBHES
% (BEREBREZED) 2B0EHERETRT

(R L Res)
OENFE LERE (ONO-4538-0638) :

BEBEZIL 7576 #1 (98.7%) KRDHIL, AA L ORRBREBEETCERVWAESF
813 64/76 ] (84.2%) TR biviz, BEEN 5%ULDBEERIITROLBY Tho
7

11



X3 REEHLLEOBHER (ONO-4S30-0600M)

BEBKXSE R (%) ==
EAGE 76 B 8
(MedDRA/J ver.17.0) 4 Grade Grade 3-4 Grade 5

£RI1ER 64  (BAZY 16 {211y 0

Py iemm W
B R AR T E 7 (92 0 0

BB E
e 5 ( 66) 0 0
TH 4 (53 0 0
B 8 (105 0 0

R 4 (53 0 0
g 4 (53 0 0

— - EEEER LRSI ORE
EH 9 (11.8) 1 (13 0
HBER 11 (145 0 0
B 11 (145 0 0

ERERRRES

U v SEREMA 6 (719 2 ( 26) 0

KRB L UREES
EF ) v AME 4 (53 2 (26 0
RAPIR 11 (145 1 (13 0

RS :
FEEDE 4 ( 53 1 (13 0

TR R, RIS K OVREREEE
PR M AR R 4 (53 2 ( 26) 0

B XU TAamkESR
ZOERE 6 (79 1 (13 0
323 11 (145 0 0
BRI RS 4 ( 53) 0 0

728, BVEMEMER (53%) . KK - EEOTHISH (6.6%) . MREE (¥7
Ve N U—IEBERES) 1041 (13.2%) | FFHEREREE S5 (6.6%) | FIREREREREE 1061 (13.2%) |
BB AEREE 16 (13%) | BHAEREE (REETHEMHERS) 46 (53%) K Winfusion
reaction 3% (3.9%) AW b, Eio, BEORMES (RMPHRIREREE, AL
B, ERREL) | TEAMERES, 1BIRERA, Bk, EREFMEE, RK - BRE,
RE S EAROLBRITRD bhvkhofc, ABMERARBRRRIIEESS (BRREM
REZED) 2EUEBRETT,

OB RS (CA209057 ) (N Engl J Med 2015; 373: 1627-39)

HEBERIIAKIE 280287 B (97.6%). R & X&)V 265268 ] (98.9%) [ZFB®H b
. AFE OREBFENIETETERVWEEESRIT 199/287 i (69.3%) TR LI T,
FIRD 5% EORWERIXTRDO LBY THolz,

12



24 REBN 5% LEOBIER (CA209057 RE)

BEHKAR g
(Ej:% ) 287 %1

SR el £ Grade Grade 3-4 Grade 5
2EIER 199  (69.3) 30 (105 O
P IS

R BURERE TE 19 ( 66) 0 0
RS

T 2 (17 2 (0n 0

B 34 (11.8) 2 (0n 0

& H: f 15 ( 52 0 0
—i% - RFEER XGRS ORE

Fii At 29 (10.0) 1 i 03) 0

EH 46  (16.0) 3 i 1.0) 0
R X USRS

RARIE 30 (10.5) 0 0
FREERRB LA EREE

BA&hE 16 (56 0 0
BER LR THEES

5 FERE 24 (84 0 0

RBs 27 (94 1 (03 0

B, FEMEMRA 106 3.5%) . KIBK - BEEO TH 22 Fil (7.7%) . FHfRES (X
T v NU—EGREE) 26 B (9.1%) | ITHERERESE 1561 (5.2%) . FRAMSRERES 27
Bl (9.4%) . BHRERE (RMEREEZTRS 761 2.4%) | Bk - BEIEK 1 61 (03%)
X WY infusionreaction 8 B (2.8%) NFEH Lz, T, BEEORMEE (FZMKIRIRE
fRRE, WA, BEXREES) . TEABERES. BITHREEE. 1| BERKR. M.
HIEGMIE, 885 BEAROLHRITFED biad o7z, ARWERARRRILIEES
% (BBAREEREEZ2EL) 280EMERETT,

(R LB B OFE R L Bog)

OEFEIEFIF MR (ONO-4538-77/CA2099LA FRER)
BEERIIAFIGA (NIVO/IPI/Chemo) Ff 355/358 fil (99.2%) . XFEEE 341/349 #i
(97.7%) B bz, AFIGFA (NIVO/IPUChemo) & DREBIENEETERWVE
EHERIL 322/358 B (89.9%) ITRB® bivfe, HEEN SN EOBIERIITRDO LEY

ThoT,
25 MORN5%UEDBHER (ONO-4538-77/CA2099LA BK)

e BilEx (%)

%*g’:ﬂ;i% AFIGtF (NIVO/IPL/Chemo) #%
o 358 431

DR ec22) £ Grade Grade 3-4 Grade 5
LRWER 322 (899) 159  (444) 1 ( 03)
migHs LY R REE

=il 80  (223) 20 (56 0

kA AE 35 9.8) 2 (61 0
N WEE

13



W (%)

Ll AR (NIVOIP/Chemo) B
(l%izg];gRA/J 22.0) - 35891
¥ YLt 4 Grade Grade 3-4 Grade 5
T R LEE o = A B 0
BRI AR T E 52 (14.5) 1 ( 03 0
BBEE
=R 32 i 89 0 0
TH 73 0204) 14 (39 1 ( 03)
B 94 {263) 5 (14 0
NG 47 (13.1) 6 (17 o0
— - 2EEER X UR S ORE
®E . 73 (20.4) 3 (08 0
W 59  (16.5) 8 (22 0
FEEL ' 20 ( 5.6) 0 0
FRER RS
TI5=vT ) TR T =7 M 23 ( 6.4) 3 (08 0
7 X 7B 18 ( 5.0 8 (22 0
TARGEVEET ) VI VAT =T —FHM 19 ( 53) 4 (1L o
Y _—EHE 18 ( 5.0 13 (36 0
B USRS
FARIAR 56  (15.6) 4 (L) o
HERRR L URAEGREE
REENTE 26 ( 73) 1 ( 03) 0
AR 18 ( 50 0 0
FER AR, MIER X UNEREEE ‘
Frifigi e 19 ( 5.3) 5 (14 o0
BB XU TaEES
JBi=EE : 32 ( 89 3 ( 08) 0
% 5 FEIE 66  (18.4) 3 ( 08 0
b3 ; 64  (17.9) 5 (14 0
BRI R 2 18 (5.0 5 (14 0

22d, FURIRBAEREE 74 B (207%) | WIREEE 51 61 (14.2%) . AR RAMAREE/ X
Z3F—50 B (14.0%) , FFHEREREE 48 41 (13.4%) . KIS - INBSk - BE O TH 26
Bl (73%) | BHREREE 2561 (7.0%) . EEOBMEE 21 6] (5.9%) . HEMEMER
19 %1 (5.3%) . infusionreaction 17 #i (4.7%) . BITHMAEREE 12 41 (3.4%) . TEAHE
BREE 76 (2.0%) . LERES 76 (2.0%) . kel (1.7%) . BER 46 (1.1%) &
UREIRIMARZERRSE 1 6] (03%) BER® LN, £, EEMBEE, DK, Bk, 1
BIGERIA. FFRE. B LHERRE 4, Mgk - iRk, EERMEEE, mIREREGER.
KRz, B Yk, IEEH MR OEALIERD bhizb oz, RRERRBURILIEES
% (MFERBEEEZ2EL) »B3UEHBERETT.

QEREIRIHIAARR (ONO-4538-27/CA209227 7R 8k)

(RH LAY AT LOFRRE)

 HEBESIIAKINA (NIVO/IPD # 568/576 ] (98.6%) . THREE 554/570 B (97.2%)
IR bivlz, AFIGEH (NIVO/IPD) & ORRBRBEE TERVWAEFRIT 442/576
Bl (76.7%) \T@RD bz, REEN 5% LORERIXTRO LBV Tholz,

14



6 RIAEN 5% EOBEWER (ONO-4538-27/CA209227 B Part 1a R % 1b)

- B (%)
P FFGA (NIVOTPD FE
- 576 %
LRI 220 £ Grade Gradei3-4 Grade 5
2RIER 442  (767) 189  (328) 1 ( 0.2)
A WEE
PRI R L E 48  ( 83) 0 0
AR AR K T AE 72 (1235) 2 ( 03) 0
BiBEE
TH 98  (17.0) 10 (17 o0
B 57 (9.9 3 ( 05 0
— - 2HEER LUREBAORE
EIIE 59  (10.2) 8 i 149 o0
R 83 (14.49) 10 (L) o
FE 43 ( 75) 2 i 03) 0
BRI :
TI5=VT ) bR T =T —ERM 52§ 9.0) 19 | 33 0
7 35 —FHm 36 [ 63) 17 {300 o0
TARGRUVBT I VTV RT7 =7 —EH#M 56 4 9.7) 18 {31 0
Y —Y 43 [ 15) 23 f 40) O
HKitE L URREE
RERIR 76 (13.2) 4 { 07) 0
BEHRE L URA GRS
BAEYE 29 (5.0 4 i 07) O
FRIRER, MIERIS X RS
Fligige 41 (711 16 {28 0
KB LU TGS
RIERR 3 B9 1 {02 0
Z SEE 82 (14.2) 3 {05 0
32 98  (17.0) 9 {16 0
BEAE Ix Efl i W [ 6B 5 { 1.5 b

7, FIRIREAEES 11541 (20.0%) . FFHSAERESE 91 B (15.8%) . HHEEEE 51 41
(8.9%) . MIEMERERRE 50 41 (8.7%) . BABAFRAARAE/ X A F—38 f] (6.6%) . EJE
DEMES 27 61 (4.7%) . KBESK - /NG - EEO TR 25 61 (43%) . BHBERE 25
#il (4.3%) . infusionreaction23 il (4.0%) . TIEMAHEAERES 1941 (3.3%) . BIRHAE
BEE 194 3.3%) . &R 136 23%) . LWEEH (1.6%) . Bk 66l (1.0%) .
1 BURELRR 4 B (0.7%) . SESMER 2 6] (03%) . LEK 16 (02%) . FH%k 1 6
(0.2%) . B - BERRAK 1 41 (0.2%) ROBIRMARZERSE 1 £ (02%) 253 bl
. EEMHEE, FAL, bR E R, R MKES. MRARIERE, k.
JEFH M K OVEFLIIBD b Rholc, AEWERARBRIVIBEEES (BRREMRY
EED) EEURHERERT,

KR & 77 FHBA 2 ETEFREL OIS (PD-L1 BEE 1%KRMEOBEEM))
BEERIIAKIGEA (NIVO/Chemo) B 172/172 51 (100%) , 3t FBEE 174/183 £ (95.1%)
([ZFR 0 b v AFIGFA (NIVO/Chemo) & DERBIENEE TERVWEEFERIL 159/172

Bl (92.4%) IZFBD biTz, HEEN 5% ELORWERIZTRO LBV ThoTz,

15



#8 WHEEN 5% LEOBER (ONO-4538-27/CA209227 B Part 1b)

pre Bigk (%)

AR FFIBEF (NIVO/Chemo) ¥
(ﬁz’fmu 22.0) 1253

© s £ Grade Grade 3-4 Grade 5
S 159  (92.4) 96 (558) 0
MmiKs LY R REE

Hlin 70 (40.7) 30 (174) 0

SFHRRBIARE 41 (23.8) 23 (134) 0

/R EE 17 ( 99 7 ( 41 0
ElEEs

{EHH 38 (22.1) 0 0

T 17 ( 99 2 (12 0

B 67  (39.0) 4 (23 0

Aamgk . 14 ( 81 1 ( 06) 0

ng - 26 (15.1) 4 (23 0
— B - 2HEER L ORI OIRE

B IIE 18 (105) 1 ( 06 0

B 43 (25.0) 8 ( 47 0

e 9 { 52 0 0

KD RAE 10 { 58) 0 0

FRAHPEVRIE 9 { 52 0 0

B 12 { 70 1 ( 06 0
FRERRE

FS=vT I NFURT =T —EHm 16 ( 93) 5 (29 0

7 25 —EHm 11 ( 64) 4 (23 0

FARGHEUBT I ) b T AT = 7—EHM 10 ( 58) 1 ( 06 0

M7 V7 F=#m 12 ( 7.0 1 ( 06 0

HFHRERER D 27 (157) 17 (99 0

/RSB 21 (122) 11 ( 64 0

Shikz e 7 15  ( 87) 9 (52 0
REts X UREES

REBE 39 (227) 4 (23 0
B &R X OB T HlmREEE

% 5 EERE 15 (87 0 0

b 26 (15.1) 1 ( 06 0

7. MIRREE 26 B (15.1%) . HRRUGBARE/X A 3F—22 ] (12.8%) . AFHERE
B 21 B (12.2%) . FURBMSEREREE 16 61 (9.3%) . BHEEREE 146 (8.1%) . M
BRI 8 B (4.7%) . KB4 - MNB&K - BEOTRHI S B Q9%) . LBEREE 5 5

(2.9%) . infusionreaction4 ] (2.3%) . BEEOCKEEE 24 (1.2%) . LHHK 14
0.6%) . %14 (0.6%) . 1 BUERE 161 (0.6%) . FF%& 161 (0.6%) . Bl

?

BREE 141 (0.6%) RUBHIRMARERE 146 (0.6%) BRDOLNE, i, HEHE

e, FFRA., B LHERE %, TEARERE. Mk - W%, EERNKEE, I
BRAAIEERE. ik, Bk, S8 EL. EEHDROEILIIRED b ARhoT, A
BIERRBRRIIEEES (BRREERELED) 280EEREZTT.
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[Fis - RE]

AR OBEAEYBHREF NV ZRAA LY I 2 b—Ya gk, K# 3 mgkg (I
H) X240 mg % 2 BERERTRE LEEBEOAROLFEPRESKRE Sz, £0k
B KA 240 mg ZHRE LICBROBRERIL, A& 3 mg/kg 2 BRE LBROBREE L Bk
LTHREZRTLFRHENTZ L OD, BAABEZFIBWTARERERINTVWSH
%« Al 10mgkg % 2 BREIFIRCRE) TARZERE L-ERoRER & ik L CEHE
PRTEFRIENE (TR, M2 T BEOBEIZEIT 27— X IcEkI&, KA 3 mgkg
(FE) XiZ240 mg % 2 BRI THRE L BROAFI OREER L AME IR et L
DREEZRNT 2 BBERISETNVBBE S, SRREEIC OV TRAPTOWRER,
EROBE - AEOM TADERUOZEMICHEREZER IRV FRIS N, T, 3
INRBRIERE BT A7 —F ICESEME L MBRIGETVERIALT, &4 3
mg/kg 2 BEEMBTRS). 240 mg C AMERETHRES) Xik360 mg (3 BEHMRETHR
B) LAY A< 1 mghkg (6 BEMMTRE) Z6ALEZEOZEMEHRN LR
B, LRoOHE - HEOM TREMITHERER IRV & TRl Sz,

e — o A

FHH::‘ N }ﬁ% Cm:; émindl4 Cﬂvgdl4 Cmax,ss = Cmin,ss . Ca;g,ss
(ug/mL) (ug/mL) (ng/mL) (ng/mL) (ug/mL) (pg/mL)
o 51.6 16.6 243 113 62.1 776
mg'kg Q (352,70.8) | (10.7.24.5) | (17.1,33.9) | (75.0.171) | (27.1,107) | (42.1,127)
oy 235 341 159 87.8 109
240mg Q2W | (51 103) | (152,346) | (25.1,47.8) | (102,254) | (415,158) | (62.1,187)
191 613 90.8 398 217 278
e (147.219) | (51.2,79.2) | (79.0,114) | (331,532) (184, 313) (237, 386)

FRAE (5%, 95%M) . Q2W : ZEMIKIFE, Cuax: PIEHR G HO MR FRE. Conas : PIEHRGH14
A BB} 3 REMETRE, Copas: DEZEZ140 B E TOTHMBHRE, Cuus : ERREEICH
A BRILEPRE, Crns i EFRBIZRT 2REDTETIRE, Caps : EHRBIZEIT 2 FHMTFEF
P

FEiz, AR OBEAEDEBEETNEZFA LY I ab—v a3 LITX Y, KK 480 mg
% 4 BERERE TR S XIIBEAR O AL - RS TRE LI-BoARA O i iE Filk E 23 et
ENic, ZOFRER. AA 480 mg % 4 BREIFR TRE LI-EOEFRIEBIZK T 2 FE510m
BERRE LLF, MCagssl £V 5, ) 1X, &K 240 mg % 2 BHEIEIRR THE L72ERD Caygss
CHEPT 2L TR (TR) . £, A5 480 mg # 4 BRFEIR TR S LIZROE
FRBICB T 2REMIEFRE CUT. [Chxsl £V, ) X &K 240 mg % 2 @R
RS TIRE LIZERD Chaxss E R L TEEZRT L FRISNZ OO, BAABEILE
WTEBAEPME S LT3 B - AR (10mgkg % 2 BRBRTRE) TARZ2RE
L72BRD Conaxss &£ LB L TIEfEZ R T & FRIS N (FR) . MAT, BHROBECE
TBT—ZICESE, AK 3mekg (KE) F721%240mg % 2 BEIHR, &L < 134AHF
480 mg % 4 BRIEIMR THRE L-BOAF OMER » AR T2 et & OEE 2R
THRBRIGET NVIBES L, YZBEEIZOWTRNMTbER, EER0ME -
AEOHMTAMMERURSEICHEREZRITRWE FRISh T,
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10 FHOUEEPAI A —F

Fﬂ % . Fﬁ E Croax Cuind2s Clvgdzs Cmm;ss Cmin,ss Cavg,ss
(ug/mL) (ug/mL) (pg/mL) (ng/mL) (pg/mL) (pg/mL)
) = 51.6 272 31.0 113 62.1 776
me/kg Q (352,70.8) | (16.5,403) | (21.2,439) | (75.0,171) | (27.1,107) | (42.1,127)
7.7 383 37 159 87.8 109
240mg Q2W | (511 103) | (233.59.0) | (30.8,60.9) | (102,254) | (41.5,158) | (62.1,187)
145 297 53.0 216 73 109
480mg QAW | (105 207) | (15.5,47.4) | (37.0,74.8) | (145,336) | (275,137 | (62.1,187)
193 99.6 116 396 214 275
10mgkg Q2W | (146 229) | (86.5.132) | (101,148) | (329,525) | (184,303) | (236,377)

HRIRAE (5%, 95%4) « Q2W : 2 BRIRIME. Q4W : 4 BRI, Couw : FIEREGHE OBRGIMTE PIRE,
Crinazs : DNEHE 5% 28 B BB BRASMIERRE, Copars : HIEHREH 28 B B E TOFHMIE PR

BE. Craxss : EERIEICI 1T BB MIETIEE, Crines | ERRIBITISN 5 BIKMIEPRE, Coges 1 EHR
fBIZ 31 B T M Rk E
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4. HWRITONT

AR OBRENEL2BELZZH - BEL. AR OREICLVESZREWEHZREI L
Bz it B 2 L ABERED UTOO~@DTRCEMITHRICBWTHEATS
RETH D,

@ HMERIZOWT

@1 FTmo () ~ ) OVWFNMEEYTIHRTHDZ &,

(1) BAERBREIEET 505 ARFEEIRRBES ERERF R A REE LRI,
IS A RS R HL AR, HkHS A B RARE 7R &)

(2) FrEHRERDE

(3) FEFRMEIEET 2 RNABRKEERR (RABRESEERP. 2 ABRES
WA, NABREEER L)

(&) ARACEFREEZRE L, SR ERENE 1 AR ERIEME 2 O EE
WD RHEIT> TV AHER

(5) PEMEERASEEMEOMHREEIRIBMHEITo TV 5 HER

D2 FHEOLFFER CBIE RSB ORI 14 /e ik b i 2 /e oEM (TRO
WENDIZKY T 5 ER) B, BEBEROFAICET A IRROBELEE L LTRESH
TWsZ e,

&

. EEArrEE 2 EOTITHERET LIBIC 5 EU L0 MBI BEHES
FoTVWBr b, 55, 2EN LR, BAKMRELE L L BRIEFEOTES
IToTWAZ L,

»  ERREREE 2 FOPHTHELET LRI 4 FULOBRKRERZELTVD
Tl Obh. 3EULIE, MEOATMIREZ B RSN FEDORATHEZTT o
TWaHZ L,

@ BEROERMFREBROEHIZOVNT

EXRSERTHICEETIEEENMESh, RECENLOFREBR, A - &
SHSRFNEROFTER VEMEIC T 2 1FHRZME, FEERSRE LZEEOWSE
W, ERFRONTITONABHIRES TS Z &,

1G]




® BMER~ORIRICTOWT
®-1 HERRAHICBE 5 B
RIEMRBREOEERBIERSRAE LBIT, 24 BRZRAH O T, YR
IEERRITBV T, BB LZBERICE U TABREEE O CT Z0RI1EH OEINC &4
BERREOHERPNY APICELN., ELICHISFIRERERSE-STNEZ L,

@2 ERREFE L SAEFIISICHET 5B,

BABRICED I FMNRABROKELET S Eﬁﬁé%%‘maﬂﬂiﬂi% EYV7
EEDEERDOR Y ) —= T E2ITVERE L BRE LA TE D F— L ERERISE
BEhTHWBZ L, 2B, BEARICOWT, BABE LZOFRCHSITAMShT
waZd, '

@-3 BIER ORE-CRRNIZB L T

BIER (MEMMERRICMZ ., BEHENE, LIk, R, BRAGHRARE, KBX.
NBR, BEOCTH, 1 BBERRE. BERFZ, T2, FgEREE, FR. EIEg
&, FIRIRERERES, TEAREERS. MREE, BEE, BIBEE. M, BEEOK
WREE, #RMASZEALEE, infusion reaction, BER2MERES, MEREREGRRE, i,
Bz, BEORBERE. WIBREZE, LEEE (LEME) - RIR - LEWESMINES)
FEEE M, ML) 1ok LT, YR UL BEE RIS 0B MM 2 A4 5 EAT & B
L REEROZERMINCEL THERVOXBEZZITONLIEHITHDZ L), EbBIC
HWERLER TE SERINESTND T L,
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5. REXNRLRIBE
[A2hEIC BT 5 FIH]
O AHOBMBEIITROBE BV TAPMBIRIES N TV 3,
o IIFFRREELFRERELA T AURARERIB H/IVHXIIBROR
¥ FREARE
o TIFFHAEESULFREREE T T 5 URARER B B/ IVH UIER DI
R LERBE
728, FRFELEE CEGFRn T AR I AN = FBHERE BV T,
JRHAI & L TEGFRF 1 % ¥ v ¥ F—¥HEANIIALKF v % ¥ % F—EHER O
BREZH T 28%H,

@ FHEIOMOFEMEGHN - OMFARSIITROBFICRBVDTEMEN RSN TWS,

MY AT ROTTF SRR ECCERE (RELERE : AIVRTTF
ROV EXEN, RELEEE . IVRTFTF ORIV AT TF U RO
AMUXER) LOFRERE  (LEREBOR, EGFR B TEEBRERY
ALK B A BT B OUIRTRE R ETT - BR O/ IR BE

¢ YY) AT EOARE LBREREORV, EGFR M FERBHER N ALK
A MG FREOUIRTREREIT - BR OIS BE

s FIFFEREEULERE RELEE  IVRTIF UV RATIF
EOTFAVZE Y, ERELERE : VAT TF VIV AT TF U R A
FUFE R) LOBREE  LERERBOR, PD-L1 EERF*N 1%KMID
EGFR @faFERBRMR O ALK BAMETREDURFREZRET - RO
HR AR R E

k AFIOBUHTE L LT, BRFE4 : PD-L1IHC 28-8 pharmDx [ 4 1] BEARBIh T3,

® TFREICEE T 5 /MO BE TR 2 AR ORE R O AITEIC OV T,
FRIOEHEPHLEN TR LT, AROREFR L RLRV,
o IR EBIRIEICXS 5 AH O B 5 R OO SUEMIEREA & O RRE
o AEFRERORVBE T 2 FF OB S
*  QTARDOAMEI R EN TWRWLOTUBRMEIEREH & OotRHKS

@ (LFRERORVERTERET - BROF/NMIRMERE BN T, /1Y) v
7L OHRRGICKT AARMEICHER 2N B bNDBEITBN T, /L
ALY AT LOHAREEZERTRETHD, £z, 1 ¥V ASTROTTFF
SR Tt ERE (RELEE : IVRTIFURURZ Y 2XEA, ERELE
BB ANET ZF VGV RTFFURORA P LdE R) L OfFRREIHT
BEECHBER RV EEXONIBECBVTE, AFEA Y AT ROTS
F R ETMEFERE L OOFRR S, PD-L1 BEHEN 1%KE»OA ) se
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R ARRMICRER DD LEZONIBEICBV T, AAIE 7T FHRAE
B BERE (RELERE  IVRTFFUXRI VAT TFUVRRT LV EE S,
HRFELERE : IVRTFF U IV ATTFTF UV RURA Pt R) EOFAE
ERERBTAILNTED, 2B, AFHOBRECH Tz o TiX, WWBRETA F7A
v (BAMEEER) S283RTsL @&

® MEBEIA ¥74 2 (AERMEFESR 2B\ T, ECOG Performance Status 0~1
E) =75 B EORE LEE. Xt ECOG Performance Status 2 %2 D BE TIX, 5
3HARFER (FEFxvA%) OBARERHRIhTBY ., 77 FFRADOME
FAHEREIXMEWZDERINWr—2AR1H 5, Z0BE, (b BHREEEZE T 54
BRFERZ2ETT - BROH/INRRIERE IR\ T, 727 FFEAIORIERN 2L &
b8 3 HRFEHEA TOBRKREEZAT 2 BE BT, AR OBMBE+2EE
T& 5%,
® 7T FFEHE S LFRERE AT 2 URTRREREST - BR O/ INEREEBE
W3 B AKE| 0 BB 53 S SR TAR SR (CA20901738B8 % U\CA209057:38k) T
BWT, RELEBROERELEEOWNTHLOREFIZBNTY FEZ AR
L TEEMESRIES N TWD, 7272 L, FRFELEEORE T, PD-LIFEFEIC
IV AEDEOBERARRRD ZENTRRINDIERBPBLNTNE Z 0D, FERF
RO BEICBNTIIPD-LIFHR LR L L TARIOREREOHW 235
TEREE LW,
o PD-LI BHEN 1%KKTH 2 L PR EINIERE LERBREITB VT,
BRI, Rt & 3 e EORFLAOTESEEROR S & 85T 5, @
s RavnY <7 (BETFHERL) 0oy =328 (R¥%E4 : PD-L1IHC
22C3 pharmDx &= ) 2LV PD-L1 REARZ R LERTE LEEOBRE

ED Gz iE, FERRTA FF4 Y (AAMBEER) B\, FIA4A—REFEREERMEN-
(DECOG Performance Status 0~1 &2 T 75 iU L0 RE LR, XII@ECOG Performance Status 2 &2 0 &
FHT, # 3 HATES (FEFXEALE) ORMREBERINTEY, 20X 5 2BE T, Bl
BT 2 RAEMCER D LEL LN,

()  BCOG ® Performance Status (PS)

Score | B3

0 | &<{MBaaERTES, BRAERLRHEENHRR2ITAS,

| | AERIBLOEBRFRS NS, SITARET, BIEROES TOFRMTS ZeniTe s,
ol : ¥V B EHIER

BT TEECE DB DEY O L 13T T AR A EZIZ TE 2\, BFD 50% L~y FATRET,

RONEEZOFOEY QI L LNATERY, BHD S0%ULEEZSy FARFTBRIT,

Bl

2TV, BAOHFOEY DI Lix£ TERY, TRy FPRFTBRIT.

) gL, OREREEROREIZOWVWT, BE, HEREICHY T oM, BREEEER

HEMEROREBROBENE D 2%, BEFRZELREY LHKshBE GIESR) oW TXEDRY
THR,
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ThoT, AFIOZKE (Bk5E4 : PD-L1IHC 28-8 pharmDx [#'=22] ) 12X 3
BREFSRERHE I, UTOXMELZSEBIAFOREDOABREZRATE
2

CHRSE)

« Marianne J. Ratcliffe et al. Clin Cancer Res. 2017; 23:3585-91

*  Ming S. Tsao et al. : J Thorac. Oncol. 2018; 13: 1302-11

[ZeMizBd 5EE]
O TRERUTIAFICOVTRAFORESRERL S TWE I L2 b, KEEAT
birnz L,

o AFORSICH LIBBIEDOBEREDH 5 BE

@ IRMATOFMIZIV T FRICKY T 5 BE OV, ARORGIIHR S L2
B, hOBFRNERZ2WIERICRY . BEICAREZFERTI2ZLE2EETES,
o MEMEMRBOSHXIIBEEDH S BE
o MEEGRE CHER LR 5 BE R ONEENMME O BN SR AR R0 Gt i 2%
FOMCRERELRHONDBE
o HEARBERBOAD. UTBHEMNLRE L IXERED B CAaERBOBEERED
HHBE
- BHEBERE (Ghs#MiRBEREZE) OboRE
s OB IKAEEZETAAE
*  ECOG Performance Status 3-4 =V DB
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6. BEIZHELTHBETRETH
O WBACEZICM, BERFTESR NRET 2 BRSO & ARFN O R R O IERE

RO DITLBERERE+DICEBR L THOERTIZ L,

@ WREBMBITELDL, BAEXZFOFKRCEDERVEREZHoHAL, ABEZE

ThbEET2Z L,

®'77%%@%%ahk%ﬁ&@%ﬁ?é#ﬁ?h&ﬁkkwrm PD-L1 #EEL

WERB L7 ETAAORMBR G ORI EZHMIT5 2 L BAE X LWVAS, PD-L1 EHEHR

MR TEXRVWHEAITE, ARIOEROES ZEMICHlT L EciRET2 2L,

@ ERBIERORT AV MZ2WT

s MEMRHERBRDLLNDZ ENHDDT, ARDOEEIZH Tz Tk, BEKAE
W O(FRIR PR, wmk, REE) OMRBRUEE X SREOERKES, MEL+54
AT 2k, Eie, MBS UTHE CT, iF~—b—S0ORELERT S
ZE,

o AHDOKEIXEE D infusion reaction |2z CTHRFRC o 72x im0 TE A1
% 1T-oTc ECTRMT 5 Z &, F72. 2 [B B LI OARAIE 5-FFIZ infusion reaction
BDHLbNEZLLHBDT, FEFEHROFRBRERT HIT A Z A
VEBET A%, REOREY oIl 52 L, 2B, infusionreaction %
EBRLIBAICE, 2 TOMERWVERNERICEET 2 ETREL +oHRE
THIL,

o HRIBMAEREEE. Tﬁ%%? ERVEIBEERDLLNDZ EBHDDT,

- AFI O EBRERT & O 5B I BRI N WS RERZ (TSH, ERE T3,
WEHE T4, ACTH, M aNFY —VEDRIE) 2EETDZ &,

o FFOBEIZLY . BEOCRERIGCERT 3 L E X2 bh 5L RRARRIER
BHLoNEZeNH5, BEBPRBOLONZEAICIX, BRLEBRIIS U
PR 72l L R BR A R O ERD LEHE L CREIZREERIRZ W 2TV, BE DRE
RNz X 2BIER R ERDN2HBEITIE, AROKRIETHIE, RURIBRE R
NEVRIOBRESEEZEBTHZ L, 2B, BIBRREFRNVE ORIV EIE
FAOBENED bRRVWERITIE, BIRRERNVTE SN0 MmHIR 0B
bEET S,

o BREKRTH. FORM» LB ARB LT LREWERRRERTAZ 8D D

' AE OB EHETHICHRWER ORI DITERT 2,

o 1EUBERAR (BUE | BRI EET) b bbh, BERFRES P T =R
KELZZLHRHBHOT, AE., B, BHEOERORBRLMBEED EFiZ+
SEBETBHZ L, 1 BERFERRDNZGACEFEEEZFEL, 12 VH
RoOBELEDOEE20NMEZITO Z &,

o BIERTR. FFR2. FiREE. TR, ﬁmﬁwmﬁ#&ané LHBb
DT, EHMICEEREZITV., BEOREBEZHLICHMBTEZ L,
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® FADHEEKRBRIZIENT UTOZA IS THEMEOFHMEZITo TV L ES
Zic, ARREPIIEHMNICEBRE CHROBBELITO Z &,

ONO-4538-05 38k &% U ONO-4538-06 AR : 6 HEIZ &

CA209017 ABRKZ Ut CA209057 BB : |E5MMEN 0 98B, Tk, KFHMHBNDL
1EMIT6GAMIT L, BT R AR I

ONO-4538-77/CA2099LA 3R &% U8 ONO-4538-27/CA209227 38R : | G BARA O
1ERIZ6 BRI L, TR 12 8RT L
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#Hg, HERSE, RKRLEME Y 25BIEROSEHH

< FeFXFENBRBRERLRDEBE>
ERREHANHOD 5 BE
BYIEZ BB L TN BE

BEAEH LUBYEORDN D BE

R SRANIREUE DREERE D &b 5 BE
ERR TR L CW A AR O B 5 BE

< FEZFEANEERS ERHBED>
BHEINEI0H 2 BE

IR SO ARRMEED & 2 BE
S0 H 25 BE

BEEOH BBRE

BEOH % BE

EIRT B FREME D B B B

< FEZFENVOEKXRZEIER>
B B
YavZER - TFI4TFV—
BHE. FRE. FPgemE
AMERL

R %, e

DR

FETEME M PR ENEGRE (DIC)
BEE. BBHn, BhEABE, KB%
A VTR

B PRI RS R

ErEREs

(FE 3) Bl

BB REIERRAE (R, (Stevens - Johnson fEMERE) . TRIERKBEIEE (Lyell SEERE) . ST

LEyRF—F . MK, FIE - R E
UDEHRE, FiRMeZARE
TRGIE :
TRIRFNVE L REEDUWERR (SIADH)

BHERDAREORER, MEK, REHERESE, UEORNBEEOREIEESIEE, Radiation

Recall ;5
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BBt REET A R4 v
=R r=T (BETFHEERZ)

(RF4L : 47O — R ABRE 20 mg, 47V —R BT 100 mg, A7 P—
AR ABEWHE 120 mg, 7V —REEHE 240 mg)

~EER AR~

ERk2 942 H (ff241 1 AWED
B A FE
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KEI DR, EREF
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HEERIZ DN T
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1. IILBDIZ

EERRBOANE REMORROTZDITIT, T IESCESWEERERIRD
bihd, &5, EEORZEMOESRIC LY, MAEERRR & OEFREHLERR
FERBPERBINDIHTT, InbOEELZEICLERBEICRET 5 2 L B3BRED
WAL 2o TR BREMBOEE L 0 EAF £ 2016 CER 28 4F 6 A 2 B EIERE)
WKBWTH, BEHNERMEOERORE(HEELZRSZ L L IhTWa,
FREABFERMT, RRERRSEENE T 7 7 A VR GFEOERR L LR
RBZEBHD, ZOH, BEIEROELSEICET 2 ERA+0ERET 5 X TORM.
UHERLOBELZBZITAZ ENMFINIBEICH L TERTS L & LI, BIfE
FAMRE LB NERR IR & 5 2 L AR — B OB & 7=+ E R <
TAHZLENEETHS, ~

L7edioT, KAA RTA Tk, BREESLINE TREDN TV S EZIE -
BEMRMICESE, UTOERRORERERZHETIHEADLMNERESL, B
FROEBREEETRT,

R, BHA RIA 1%, BSATBIE AEER G ERSSHBAME, ARTHEBEARR
RIS, —BAEEA B ARBRARES R CARHEEA B AR 2208
Db EERR LTz,

Fﬁ%&&é@%&:j79—ﬁﬁﬁﬁﬁmmgzﬁv—ﬁﬁﬁﬁﬁwm@‘ﬁfy
— AN REEE 120 mg, A7 V—RARTFE240mg (—K4L : =
RN<T (MaFH¥Z))

HELRAPEINF : EHEBAE :

NELRDAERCAR : 8%, RAICIE=FR V<7 @EEFHE#RL) & LT, 1[E240mg
% 2 ERFREIX 1 B 480 mg % 4 AREIRRE CRERET S, 7=
L., BHEAEICEIT A INEMBREOHEEIT. BEHRIX 12
HAMETET B,
BIGUIRAREREMBAEIIH L TA V) Av T (BETHEBR
z) LPFRT 25611, @F. BRAE=FAV~T7 (BEaTFHk
%) & LT, 1[E80mg % 3 WHEMMRT 4 BLREFET 3., 20
#®., =AM ~7 (BEFHEEEZ) & LT, 1[E240 mg % 2 @M
MR IX 1 [F] 480 mg % 4 WERMR CREFFET 5,

R IR R ¥ F o NFER TERASH

(B33)

EHEAEIZET S Y — R RS EROmg(— R4 A ) A=7 (M EFHEBRZ))

DEREIIZIE, BERVAR

2h B X i % R BIBUIRRRE B RANE

RERUVCRAR: BFE. BRAKEAYY AT (llizFHE#z) & LT1[E 3 mgkg

(KE) % 3 AMMBRT4ERBEET 5, 2B, hoREEES

BRI 2HER. =R ~7 (METFHREZ) LHRATHZ &,




2. FR| O, 1ERABF

A7 DA R 20 mg. [RAEE 100 mg, FAUGEHE 120 mg R ONR) AR
240 mg (—f4 : =A< (MEFEBZ), BT, T&AD Lv),) id DB
TEBRESHL AT VY 72 BTV ANV - w4 ¥—X X747 (BMS) ) 28
Bi% L7=t b PD-1 (Programmed cell death-1) {ZxF3 % b M IgG4 £/ 7 u—F Gk
ThHb,

PD-1 1%, &M L L72Y 238k (THIIR. BHIBE T F 27 0% 5 —T M) RUE
RT3 CD28 7 7 X U — (T MIBROTEME(L 2 FHBIAICIE L AICHIET 245
FBE) CRTHZARTH S, PD-1 EHURIRTFMIICHESLT 2 PD-1 Y ¥ F (PD-L1
RUPD-L2) EHEE L, VU v/ BRICHIES 7 F A ZREL T S BROTEH(LIRIE R
AT LT3, PD-1 U H Y RIZHFRIRBTRABIUIMC e b Ofkx 2 EEARICHI
LCRY, BiRaAEEEN LYK L IEENEIcI) 5 PDL1 ORH L B0
B L ORICADOHBEBRSEH 5 Z L BHEIN TS (Cancer 2010; 116: 1757-66)
¥ 7 BMRAEERS CIRREE THRSEAT LA VY —T=ar H < (FNy)
2k - T PDL1 OFHABFHEIN, BB LIEEARICKIT 2 PD-L1 OB L&D
ATEHIR & ORICIEOHBBRRH 2 L OWE L H D (Sci Transl Med 2012; 28: 127-37),
X5z, PD-L1 ZWMFIFER S-S AMKRIE, FURRM CDS Bt T MR oMIREE
EMEZWT S ¥ AN, HiPDLL H#ifAT PD-1 & PD-L1 & OfEAZAET S & Z0OMR
EEEENEET S ZERRINTWA, SO Z 255 PD-1/PD-1 U J v FRERIL, 2
AR TUREEN R T #lRS O OREE 2 BT 2FO—2 L LTEA LA T
&l

AFN, EKHEABMOKE R, S PD-1 OML/MEE (PD-1 U > FiES M) SRS L.
PD-1 & PD-1 V H Y FLOEEZEET S LITX Y, BANMERFRZ T MROE
ML R O AFRRRE 6T 2 MRS BEE 2 R T 5 & & TR RUERDI R 2R T
BRI TV,

AR OEAFICESBEORERINC X 2BIERAERH bbb, BEEIFETIC
ELAREERD B, AFOREPRORERITIE, BEOBELZ TLITTV. RHENR
» HINBAITIE, BB L TR Uiz FPN 2 i b 82 R oA & EEE L TR
@B 2TV, BEOCRERGICX 2RWEASRDI 2B, BIBRESV
EVRIOREEOEN2ME AT I BERH D,



3. ERBRpRE
EMEAEORERICEMEZITo =R BERRBOE =T,

[FzhiE]
OENFETERBR (ONO-4538-02 FBR)

EHINAYY (LT, IDTICI £V 5,) 12X A {LERiERE L F 1 5 RIGTR AR T
B/ IVEIXIIEROESEBGAERSE (ECOG Performance Status 0 & TN 1) 35 Bl 261,
AH 2 mg/kg % 3 BEFERCRIFFHFE L, ZEFVMER CTh A% (RECIST ¥ A

RZ 42 1.1 FRICES PREEIZE D CR XX PR) 1% 22.9% (Q0%EMHERXM : 13.4~
36.2%) Tholz, 2B, FRNIRE LB 12.5% Th o iz,

OEMNFENHFAR (ONO-4538-08 FH)

L2 RERBROBIBUIRFRELZNE/ VX IEROEBEMHBAERSE (ECOG
Performance Status 0 & Ot 1) 24 il & 81T, A 3 mg/kg % 2 AR T RIEFHE L=,
FEFMMER Th HFELE (RECIST HA FT 4 1.1 FRICES PR¥HEICLS CR
Xi% PR) 13 29.2% (90%ISHEIXR : 16.7~45.9%) Th-oT-, 2B, FHRNCRELZH
EiX 6.0%ThHotz,

QUESMEMAERBR (CA209066 RER) P

v-raf < 7 ZAMEY 4 VABBEGFENSTER Z Bl (BUF, TBRAF] &£\ 5,) V600
BRORVELERERBROBEDRAEZIS/ VHXIEROEHEAERSE

(ECOG Performance Status 0 & U* 1) 418 1] (A& 210 4, DTIC #¥ 208 1) ZX%F&iz.
DTIC %%tHR & LTARH 3 mgkg % 2 BRRBCRMMELE L EOADMER RSN
PRE L, TEHMEER ThH2EFHB (LT, Tos] &nd,) (HRfE [95%fF
X)) ORI, AFIEEII NE® [NE~NE] 7 A, DTIC #T 10.84 [9.33~
12.09] ZRATHY . FAEIX DTIC x5 LEFHENICHERBRRERZ TR L (NF— i
0.42 [99.79%fE#EX R : 0.25~0.73]. p<0.0001 [JEH log-rank #R7E], 201446 A 24 H
F—B v bE7T),

*: HEEREE (AT, AR



1.04w -

St 1 M‘h‘. —A— FHWH
1 iy, ' e HHNITLBYE

53 M—Lﬂwﬁm

0.7- \

% 0.6~ N
7% 0.5+
® 04 ,

iy T
0.34 &
0.2 ko
0.1
o e Y P Ml DNt S MMt L
0 3 6 9 12 15 18
al riskE 1M (B)
FHEIBEE 210 185 150 105 45 8 0
FhIINULEE 208 177 123 a2 22 3 0

1 OS ® Kaplan-Meier Hi# (CA209066 SR

@Y E IR (CA209037 RBR) ? :

AV hv7 (EBEFHEEZ) CUTF. 1) LA<F] &\W5,) Xik BRAF [BREH
FEUCEREREZATA2RBURTELZIY/IVHXIIEROENBEERSE

(ECOG Performance Status 0 2 U8 1) 405 il (AHI&E 272 i, b9k (DTIC Xidh v
RIFF e s Y 2w ORA) B 133 6)) 23R, bFREEZRIRE LTR
#| 3mg/kg % 2 EREIRRTRRFE L L 2 OFPEROEEMERET LT-, FEFE
HE THAHEE (RECIST VA FFA > 1.1 FRICES PRE|IEIC XD CR Xit PR)
WZOWTAFIREE SRR D 120 flEMITRER & U THREBT 21T - 7o/ R.
ARIBET 31.7% (95%EMEXME : 23.5~40.8%, 201443 10 AF—F By b2 7) T
bote, B, FENCEDROBEIIREL TV aholz, b5 —20OFXEFHHEEB T
35 0S (PR [95%EERRE]) 2oV T 182 flDA X2k (FBETT) U T REIRT
BT o Tehs R, AFIBET 1547 [12.39~NE] » A, {LZEHEEH T 13.67 [11.50~NE] &
AThY. ARNHMEERECH LA FNCABRRERZFRE RN (NF— Kb
0.93 [95%(EMmX A : 0.68~1.26], p=0.6299 [JEHI log-rank FRE], 2014 11 A 12 BT
—Z Ay bET),



COEMNE I H3EE (ONO-4538-17 ER)
{LZRERBROBIGYRA 2N/ VX IFEROBHRAEEE (BECOG
Performance Status 0 2 T8 1) 30 & &Iz, AAE A Y A<=T20A (LT, [RH
+A VLT E\H,) "BELE, TEFMERE THEE%E (RECIST H1 FZ
A > 1.1 BRICES < FRIFIZ L B CR X PR) 1 33.3% (95% (S HEIX [ : 17.3~52.8%)

Tholz, 2B, BFENIRE L-BMEIX 23.8% TH o7z,

*: A Imghkg (KE) A YV Av7 3mgkg ((KE) %2R BIC 3 BRERT 4 BRFEFHE L.
AH) 3 mg/kg (KE) % 2 BRMRE CHREFEL = SFRRERICEWTIX, ARZEMICRE L,
A ) AT RAFIOREGRT NG 30 5L LORBRERBWTERE 2R L,

@M/ EIHERER (CA209067 FHER)

{LERERIBROBIGYIRARR 2 H/IVH O BB AERE (ECOG Performance
Status 0 L8 1) 945 6l (KF+A ) A~wT B 314 5], AFBE36H, AV AT
B35 H) ZXRRIC, A V) ATREEZXHRE LTAA+ A VY A TRERUAEH
BE5OAPER R EZ BT Uiz, FEFHMEER TH 5 08 (P RIE [95%FEEHI)
DEARATRERIZ, AH+ A £V A~ 7B TNE [NE~NE] 5 8. AHIBE T NE [29.08
~NE] 7R, A €Y LA<=TEET19.98 [17.08~2461] WA THY ., AR+ ALY AvT
BERUAKAEGIA VY hvTBREIIH L ENICARRER R Lz (KR4 A
vY A TS Y — N 0.55 [98%E8E X : 0.42~0.72], p<0.0001 [/&%! log-rank
BRE], AL ~F— N 0.63 [98%(EHEIX M : 0.48~0.81], p<0.0001 [J&H log-rank

BE], 2016FE8A1BF—F Iy +F7),

* AH 1mg/kg (KE) & A Y A~7 Imgkg (FE) 2R A3 BRBRT 4 BUREHE L&,
A# 3 mg/kg (RE) % 2 BEBB CAREE L. FRRERICRBV T, AFEBENRE
L. 4 Y AT 3AROBRERT 5 30 5 LORBBZRB W THREEZBE L,

1.0
0.9 E

0.8 o,

0.7 e Lo

0.6 Sl .

0.5 Sy

BRHF
|
T’J

04 K AEEqEyLTIR e ™ —
03 A AEE B
0.2 S AEVLTTE

0.1 *  ARUO : iTEIY
0.0

o 3 6 9 12 15 18 21 24 27 30 33 36 39
AL riskRL £#MR (A)

FH+IEVLTTH 314 292 265 247 226 221 209 200 198 192 170 49
AHFIBE 316 292 265 244 230 213 201 191 181 175 157 55
A(EVLTTE 315 285 254 228 205 182 164 149 136 129 104 34 4

2 0S @ Kaplan-Meier #h#f (CA209067 3R B



2B RBYBRRELREMBARBRE 2 HRIIAA 1 V) AT HEITOWTRE
L7-1E5 5 1 RRBR (CA209004 ) D ak— b 81281 5FEHE (modified WHO 2

¥\ZES5< CR XX PR) %, {L2PHRIERIAIRAE T 46.4% (13/28 B, 95%EHEXMH] :

27.5~66.1%) . {LRREBEIGERARE T 38.5% (5/13 fil, 95%EHEXM : 13.9~68.4%) T
HoTe,

(PD-L1 EFARIWF OB K O 2M)
YESE TAEEER (CA209067388) IZHAANBNEBEOTF —F 3% | [EEHER
B WTPD-L1 2 KR L EEMRA LD 28NS (LLTF. PD-LIFEEE] LnW5,) 5l
R RN 24T - Te B R RSO RIIL T O L BY ThoT,

BHEMEICE LT, PDLIBREN1%ERE (PDLI<1%) OBREEML L T1%AE
(PD-L1=1%) D BHEFATA ) A~T7 O LREHRMEVVERIS TR SN (FR),

BB, AR+ Y AT HORZEM ST 74 VITPD-LI<1%DBEEM L PD-L1=

1%DBREFEATCRKETH - 7=,

[t PD_-L1 HME1%6RM

09
0.8
07
0.6
os|
04|
0.3:
02!
01}
0.0

W

1.0 I‘t\ g

=

A EM+AEULTIH
A FAR
G AEYLTIN

¥ ARUO :4T91Y

[
atrishit

ARHAEYLTIR 123 113 102
AME 117 103 86
AEYLTIW 113 96 87

¥} B 9 12
&AM (A)

o1 82 82 79 74 74
7% 73 65 62 59 57
79 71 61 57 50 44

o8 2 M BN

72 66
55 80
43 32

18 @
18 &
10 1

I

i
0
0
[

1.0
09
0.8
07
0.6
il
04
L}
L
01
*E

W

EM+IEULTTR
*HE
AEVLTTH

PD-LIRRE1%LELE

A FH
S AEVLTTH
*. ARUO : $18)Y

N AN+ LY AT TH

a8 4 8 12
155 144 132 127 116

171 165 158 148 139
164 155 138 126 115

i o1 21 M o27
W (A

12 105 102 101 99

131 122 117 112 108

102 89 83 77 74

B3 CA209067 BB PD-L1 BRG] TD 0S D Kaplan-Meier HifR
(£H : PD-LI<1%DBEHME, £ : PD-L121%0BEHEH)

a
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o



@EBRER B MFERER (ONO-4538-21/CA209238745%)

SEREIRE O/ #/IVET OEMRENERE 906 B (BARNBE 28 fleate, AAIRE
4531, A€V T (M{ETFHBZ) BE4530) 2R, A1) A-TE2RFBELT
AF| 3 mgkg & 2 BREIERE CRIFRE LR L EOFDEROE2ELT RN L., TEME
HE ThOEFRATHR (hRME [95%EEKE] ) OPHBITERIZ. AFBET NE

[NE~NE] ZH, A Y A=7HTNE [16.56~NE] #ATHY., FHFliZA ) r<=T
WX LRERHERNCE BRER ZR LTz (N — R 0.65 [97.56%5#EX M : 0.51~0.83] .
p<0.0001 [J&B! logrank #E), 20174E6 A 12 HF—& v v A7) ,

* : AJCC (American Joint Committee on Cancer) JREI5YE (B 7/ &S < 54,

1.0
0.9 —A— FHIH
G AEV)LTTE
0.8
. 074 000000 TR oPto-eg By 1.
B 06 q“‘_‘_“"*-h___
i = s —
F o4
$
0.3
0.2
0.1
0.0 T T T T T T T T T
0 3 6 9 12 15 18 21 24 27
at risk3k EHFELEFHM(B)

AHKIFE 453 399 353 332 311 291 249 T 5 0
AEJLTTE 453 364 314 269 252 225 184 56 2 0

4 HMERAEFHE O Kaplan-Meier Bl (ON0-4538-21/CA209238 2AE)

/



[Z2eiE])
OEWNE I1HA8 (ONO-4538-02 A5
HEFRITLHE (100%) (D b, &F L ORRBRBETETERVWAERRIT
30/35 ] (85.7%) IC@BD biiz, FHHEN S%ULOBHERIITRD LBV Tholz,

21 EEENE 5% EOBER (ONO-4538-02 A

PPN 2t Bk (%)
EXFE i 35 41
(MedDRA/J ver.16.0) £ Grade Grade 3-4 ' Grade 5
2RHER 30 (85.7) 9 (25.7) 0
P WRES
BRI AR TE 5 (14.3) 0 0
BBEE
TH 4 (11.4) 129 0
Bl 2 (57) 129 0
Pk 2 (57 0 0
—i% - 2HEER I TRESORE
I ' 5 (14.3) 0 0
B 2 (57 0 0
BB 3 (86 0 0
JFRRE Rl
S . 2 (57 2 (5.7) 0
BRERRREE !
ALT 8 4 (11.4) 1 (2.9) 0
AST 8 5 (14.3) 2 (5.7 0
M 7T R 2 (5.7) 0 0
I 5 CK g0 5 (14.3) 3 (8.6) 0
M7 V7 F =M 2 (57) 0 0
M7 ¥ EsEm 2 (5.7 0 0
% LDH #m 5 (14.3) 1 (29 0
i+ TSH & 3 (8.6) 0 0
1P TSH 870 . 7 (20.0) 0 0
CRP ¥ 5 (14.3) 1 (2.9 0
SFERERERHE N 4 (11.4) 0 0
y-GTP 810 4 (11.4) 4 (114) 0
R R o R 2 (57) 0 0
~ESa g 3 (8.6) 129 0
Y S EREEA 5 (14.3) 1 (29 0
R ERER A 2 (57 19 0
BARATMERT . 2 (5.7 0 0
VAN 2 (5.7 1029 0
i R k> 2 (57 129 0
B i BREH A 6 (17.1) 0 0
EEHE T3 H9hN 2 (5.7 0 0
Wl T3 > 8 (22.9) 0 0
YEBE T4 B> 6 (17.1) 0 0
TR T4 M 2 (57) 0 0
Y v FEFHEmM 3 (8.6) 0 0
¥ ALP #5810 5 (14.3) 129 0
TR R R R 3 (8.6) 0 0
k-~ — 2 —3m 2 (57 0 0
iz m 2 (57 0 0
Y—Tr I N TuTA UM 4 (11.4) 0 0
i CK 2 (57) 0 0
HEERB I URSIRES
RS 2 (57 0 0
TR EE
BRI REE 2 (57 0 0
M=o —a N F— 2 (57) 0 0



BREBIRSER Bl (%)

EAEE 35 B
(MedDRA/J ver.16.0) £ Grade Grade 3-4 Grade §
TRWR LUK MaminE

A3 6 (17.1) 0 0
% D EERE 11 (314) 0 0
B33 2 (5.7 0 0
BR DB 2 (57 0 0
BERMEBUE & 2 (57 0 0
A =k % 4 (11.4) 0 0

2B, MEMERER 1A 29%) . KK - BEEOTH 1 F] (2.9%) . #REE 4 41
(11.4%) | FFHeEREE 5 61 (14.3%) . BiREEE 2 41 (5.7%) . FREBERERE 8 #
(22.9%) | BIEEE 146 29%) . EEOCKMESE 18] 29%) ER&HE HER 1 4]
(2.9%) KR O, T, TEAEHIEEE, infusion reaction, 1 BUFERIA, ML,
EEMRRALE, Mk - BiER, ODHR, R, TR, BEEMRE/ I T 3F—RU0%
eI MRIB M RBER IR b o To, ABIERRBRIIZEESRS (BHRKRE
EREZEL) 2E80EMERETRT,

Q@EMNF IEAEE (ONO-4538-08 HRER)

BEESIL 2224 1 91.7%) DB, AR L ORRBRAEETERVWAESE
£13 1824 B (75.0%) IZRBH bz, FEEN SUHULDBHERITTROLBY Tho
Vil

22 RERN5S%IULEOEER (ONO-4538-08 BB

#=BAKSE B (%)

HEAGE 24

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

2RI{ER 18 (75.0) 2 (83) 0
WOy IS

FOIR AR IS T 6 (25.0) 0 0
BEEE

B 2 (83) 0 0
—#Y - 2HEES X R ORE

Rk 4 (16.7) 0 0
FRERIRE

ERD 2 (83) 0 0
R L UREEE

RHRBIR 2 (83) 0 0
PR R, RERIS X UNGERBE S

FEEE 2 (83) 0 0
BRI R THGES

B 5 (20.8) 0 0

5 EERE 5 (20.8) 0 0

BER LK L2 2 (8.3) 0 0

B, KK - EEOTHI2H (8.3%) . FFEREES 1 61 (42%) . FTEEBREEE
16 (42%) ROFRIRIMESEEREE 7 6] (292%) BNB/BO LN, T, BEMMER.
HREEE (F7 v - AU—ERME) | BHEREE (REEHEETAS) | BITHES.

10



infusion reaction, 1 BUFEIRIR. EEORMEEE (BMFRIRIRIEGR, ZMAN. FXA
BE) | Bk, BEMESE. Mk - BEEE, SEOBR. LIk, Hir. R B
FRRMARAE/ X A/ F— R U i/ MRIR A SR BER IR D b e v o 7o, RBRWERZE
BRI EES (BRREEREEZED) 230EMERETT.

QS EMAEREE (CA209066 7BR) » \
BEERITAKIRE 192206 5] (93.2%) . DTIC B 194/205 4 (94.6%) Z5BH B, 1A
BREE L DR BEBRNEE TERWVAERRITIAAF 153/206 #1 (74.3%) . DTIC B 155/205
Bl (75.6%) IRD b, WTIHORETREED 5%U LORIFRIITRDO LBV T
Hole, ' ‘
#£3 VThHORTREMN 5% EDBIER (CA209066 BRIR)

- FIEL (%)
e Eu?(ﬁﬁ AANFE DTIC ##

LA 206 41 205 #

(MedDRA/J ver.17.0) — S ————

4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

SRHER 153 (7430 24 (117} 0 155 {756 36 (176 0
WX o RREE

SR ERM 0 0 0 23 (11.2) 9 (4.4) 0

/MR E ‘ 0 0 0 21 (102) 10 (4.9) 0
B iBlEE

= 22 (10.7) 0 0 25 (122) 0 0

TH 33 (16.0) 2 (1.0) 0 32 (156) 1 (0.5) 0

B 34 (16.5) 0 0 85 (41.5) 0 0

TR 13 (63) 1 (0.5) 0 43 (21.0) 1 (0.5) 0
—f - REFEER LR EHALORER

£ IAE 21 (10.2) 0 0 25 (122) 1 (0.5) 0

% 41 (199) 0 0 30 [14.6) 2 (1.0) 0

FE 15 (7.3) 0 0 10 (4.9) 1 (0.5) 0
R LU REE :

RERFIR 11 (5.3) 0 0 19 (9.3) L 0
HERFEBIURARREE

BfE - 12 (5.8) 0 0 3 (1.5 0 0
WRREE

TR 9 (4.4) i} 0 14 (6.8) 0 0
BB XU TR

3 13 (63) 0 0 4 (20) 0 0

FeAREER S 3 (1.5) 0 0 11 (54) 0 0

T OHEE 35 (17.0) 1 (0.5 0 11 (54) 0 0

R : 31 (15.0) 1 (0.5) 0 6 (29) 0 0

SHMEAH 22 (10.7) 0 0 1 (05) 0 0

2B, AFIRECB W TRIEMERRR 3 61 (1.5%) , KIB%L - EEOTH 6 61 (2.9%) .
MREE (¥ - NUERBE) 28 4] (13.6%) | FFHSEREE 76 (3.4%) | Bl
BEREE 4 B (1.9%) . TEEHWEEEE 4 6 (1.9%) . FREBEEREE 13 6] (63%) .
infusion reaction 15 %] (7.3%) . 1 BUBER® 161 (0.5%) . BEEORNES 3 6 (1.5%)
ROSE SR 16 (0.5%) BBD b, Ei, BIBEE., k., BEHRIE. M
% - BEBELK, DK, B, R, BREMARE/ I A4/ F— R UM M /MR 1
EHRIIED b o, ARERRBRRNIIEESFS (FRREEREZ2T) %
EUENRBRETT,

11



@A FIMAEAEE (CA209037 BABR) 2
AEFRITARKIRE 265268 B (98.9%) . {LEFRIERE 98/102 ] (96.1%) IZRDH 5
o, BRI L ORRBBBEE TE RVWEEFFRITIAANFE 199268 B (74.3%), b5
PRIERE 85/102 61 (83.3%) KRB LNz, WTFNHDOBETRERN 5% LOBIERIX
TROEEBY ThHhoTz,
4 PPThioRTRREN L EOBIER (Ca2e0d7 M)

s

BENALN PTG LTREN

*P:ﬂ?m-\.ﬂlvmﬂﬂ rer—— -:;HH 12 @

& Oende Cewde 34 Ciexde § 4 Geade  Gesde 34 Cirade 3

£BIER 199 (74.3) 33 {13.3) 0 85 (83.3) 35 (34.3) 0
MR LY AR

& 18 (6.7) 3 (D 0 24 (235) 5 (4.9) 0

A BRI hE 1 (0.4) 0 0 8 (7.8) 2 (2.0) 0

SRR AE 0 0 0 20 (196) 16 (15.7) 0

1 /MR HE 1 (0.4) 1 (0.4) 0 12 (11.8) 6 (59 0
R WREE

IR REREE T i 18 (6.7) 0 0 0 0 0
HREE

B 11 (4.1) 0 0 15 (147 1 (1.0) 0

TH 42 (15.7) 1 (04) 0 16 (15.7) 2 2.0 0

Bl 33 (12.3) 0 0 39 (382) 2 2.0 0

MEM: 12 (4.5) 1 (04 0 21 (20.6) 3 (2.9 0
—iR - SHEER X UCREBAORER

Figatnd 14 (52) 0 0 7 (69) 0 0

EH ) 82 (30.6) 3 (LD 0 41 (40.2) 4 (39 0
BE, FEBICLESHHE

EAIHES BOE 4 (1.5) 1 (04 0 9 (8.8) 0 0
FEERRZE

ALT 3§50 14 (5.2) 3 (1) 0 1 (10 0 0

AST #5/m 15 (5.6) 2 (0.7 0 2 (20) 0 0

YR 0 0 0 7 (69) 3 (2.9) 0

1/ MRERD 1 (04) 0 0 8 (78) 3 (29 0

A i EREE > 3 (1 0 0 8 (78) 2 (2.0) 0
Rt L UkERE

RERBR 18 (6.7) 0 0 17 (16.7) 0
BERRR I URAREREE

BaEE 15 (5.6) 0 0 13 (12.7) 1 (1.0 0

HraE 11 (4.1) 0 0 8 (78) 0 0
HRREE

K= 2 — N — 1 (0.4) 0 0 10 (9.8) 1 (1.0 0

1 3 (1)) 0 0 10 (9.8) 0 0
FEIRER, MEENE L OHERES

PR P 13 (4:9) 0 0 8 (78) 0
BB LU THagEEs

MEIE 2 (0.7 0 0 28 (27.5) 0 0

€ 5 51 (19.0) 0 0 2 20) 0 0

i3 34 (12.7) 1 (04) 0 5 (49) 0 0

BRI BB IR B 16 (6.0) 0 0 2 (20) 0 0

SEHRN 24 (9.0) 0 0 0 0 0

728, AFIBEIZIB WD CRIEMEMESR 8 6 (3.0%) . KIBK - BED THI 441 (1.5%) .
FRRIEE 33 A (12.3%) . FFHSREREE 22 41 (8.2%) . BikbEREE (RAMERIEHRESL
%) 561 (1.9%) . FIRERAEREE 23 1 (8.6%) . BIFFEE 14 (0.4%) . infusion reaction

12



1061 3.7%) . BEOKMEEE 146 (04%) . Bk 26 (07%) RUSES5RE3
(1.1%) B@D oz, E7o, TEEHMERS, 1 IEREA, EEHEE, Bk - 8
Bk, D%, Bk, FF%. BESRRARE/ I A S F — RO /MR SR BER
D bR o, ABWERRBRILIIBESS (BRREERE2ZET) 280K
FHRERETT,

GEMNEIIERE (ONO-4538-178)

HEELZIZLH (100%) 2B biv, KK & ORREERPEETERVAEFRLVE

B (100%) 1258 » bitl, FRERP5%ULEOBIERIITROLEEBY ThoT,
5 Maswsl EOBIEE (ONO-4538-17 Bl

BERASE PR (%)

HEARE 30 il

(MedDRA/J ver.20.0) 'E Grade Grade 3-4 Grade 5
R - 30 (Eod) 23 (16.7) 0
Mk LY S REE

E=l 2 (6.7 0 0
PSR

LR RARARTCHERE 2 (67 0 0

R MR TE 7 (23.3) 0 0

TEER 2 (6.7) 2 (6.7 0
HBEE

B 5 (167) 1 (33) 0

T 16 (533) 1 33) 0

LR 2 (6.7) 0 0

Bl 4 (13.3) 0 0

0%k 3 (10.0) 0 0
MR 6 (20.0) i (33 0
—i% - AFEER I CRESORIE

¥ 5 (16.7) 0 0

HBE 7 (23.3) 1 (33) 0

FAHMETRIE 2 (6.7 0 0

FEE 12 (40.0) 1(33) 0
i B

e 7 (23.3) 4 (13.3) 0

FrREE 2 (6.7) 0 0
FRERRRE

ALT #5/m 11 (36.7) 3 (10.0) 0

7 I —EHEm 5 (167 1 (33) 0

AST #3/m 11 (36.7) 2 (6.7) 0

v-GTP &/ 5 (16.7) 3 (10.0) 0

U r—PEIN 12 (40.0) 7 (23.3) 0

EERD 2 6.7 0 - 0

MPT7AE Y RAT 77 —EHEM 4 (13.3) 0 0
Rt L ORERE

B Y U ARE 2 (67) 0 0

BE7 AT IV IE 2 (67) 1 (33) 0

vl RPN ¥ 5 (167 4 (13.3) 0

RARWR 3 8 (26.7) 1 (33) 0
HEERE LA EEREE

i) 5 (16.7) 0 0
HRRES

BRI R 2 (6.7 0 0

SR 5 (16.7) 1 (33) 0
FREEEE. FARTIS L UWEHRREE

PR MR A . 2 (6.7) 0 0

13



BERIRSH P %)
AR 30 4
(MedDRA/J ver 20.0) 4 Grade Grade 3-4 Grade 5
[EYEEEED 2 (6.7) 0 0
BB LUK THRERES
% 5 FESE 10 (333) 0 0
Rz 18 (60.0) 2 (6.7) 0
BEREBIRER B 4 (13.3) 1 (33) 0

728, FIREEEGI (30.0%) | FFHEEREE 1441 (46.7%) . FRREEREREE 76 (23.3%) |
R M At B3 1 (10.0%) | KB 2% - EEEE 0 THI3H (10.0%) B 0 B EE 341 (10.0%) |
TRABREREE 26 (6.7%) . 5 & 5 IER 161 (3.3%) . BREURRLARAE/ I A4/ 3F—241 (6.7%)
R OFEARMARZERIE 1H] (3.3%) BB LN, T, BTHERES, BIT#MEREE, 15
VERIA., BES, BEIEFENME, MK - B8R, infusionreaction, L7, Fhisk, RZEMH
I/ NI SR BENR B OTF 213388 b e o7z, ABIERRBRRIZIEESES (FRK
REBREZED) 250EHERETT.

@M FIMFERBR (CA209067: k)

BEFRIIARF+A Y A TRE31231361 (99.7%), AFNFE312/3136] (99.7%), A
) A 7 EE308/31161 (99.0%) IZRBH L., EREL ORRERBVBTETERVWAEFE
BHRITAH + A © U b TEE300/3136] (95.8%)., AFIRE270/3134) (86.3%), A £V A
< 7 #£268/31141 (86.2%) IZR/D biviz, WTNhOR TREREN %L EOBIERIXT

RDLEBY ThoTz,
£6 WThHOR CHREESR 5% EORIER (CA209067 BB
B (%)
= YA
-l TR CY e TR A 1E) AT
=il 313 f5i 313 4 3114
(MedDRA/J ver.19.0) .
% Grade Grade 3-4 Grade 5 % Grade Grade3-4 Grade5 4 Grade Grade 3-4  Grade 5

2BER 300 (95.8) 183 (58.5) 0 270 (86.3) 65 (20.8) 0 268 (862) 86 (27.7) 1 (03)
N WESR

HURERHL R TLAERE 34 (109) 3 (1.0) 0 15 (4.8) 0 0 3 (1.0) 0 0

RN TRE 51 (16.3) 1 (03) 0 32 (102) 0 0 14 (4.5) 0 0
TEELk 23 (73) 5 (16) 0 2 (0.6) 2 (0.6) 0 12 3.9 5(16) 0
B IBhEE

[k 28 (89) 1.(03) 0 18 (5.8) 0 0 28 (9.0) 2 (0:6) 0
K% 40 (128) 26 (83) 0 7 (22) 3 (10) 0 35 (11.3) 24 (7.7 0
1 12 (3.8) 0 0 19 (6.1) 0 0 17 (5.5) 0 0
TH 142 (454) 30 (9.6) 0 67 (214) 9 (29) 0 105 (33.8) 18 (5.8) 0

ORISR 19 (6.1) 0 0 13 (42) 0 0 7 (2.3) 0 0
B 88 (281) 7 (22) 0 41 (13.1) 0 0 51 (16.4) 2 (06) 0
V5 50 (160) 8 (2.6) 0 22 (7.0) 1 (0.3) 0 24 (7.7) 1 (0.3) 0
—fR - 2EFEER L UBREBAORE

&S 31 (9.9) 1 (0.3) 0 25 (8.0) 1 (0.3) 0 17 (5.5) 2 (0.6) 0
R 22 (7.0) 0 0 12 (3.8) 0 0 10 (32) 0 0
HFH 118 (37.7) 13 (4.2) 0 111 355 3 (10 0 89 (28.6) 3 (1.0) 0
] 60 (192) 2 (0.6) 0 21 (6.7) 0 0 21 (6.8) 1 (0.3) 0
ERERIREE

ALT $#§40 59 (18.8) 27 (8.6) 0 12 (3.8) 3 (10) 0 12 3.9) 5 (16) 0
7 I T —EHEmMm 23 (71.3) 9 (2.9) 0 17 (5.4) 5 (16) 0 15 (4.8) 4 (13) 0
_AST M 51 (163) 19 (61) 0 13 (42) 3 (10 0 12 (3.9) 2 (06) 0
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FE (%)

BEBIXSER

e AF+A Y A TH AHIRE AV r=THE
M o 313 f) 313 fil 311 41
edDRA/J ver.19.0)
= 4 Grade Grade 3-4 Grade5 4 Grade Grade3-4 Grade5 £ Grade Grade 3-4  Grade 5

Y —B N 43 (137 34 (109) 0 24 (17) 12 (38) 0 18 (5.8) 12 (3.9) 0

RERD 19 (6.1) 0 0 10 (3.2) 0 ] 4 (13) 1 (0.3) 0
RWP LV REE

BRREGR 60 (192) 4 (13) 0 36 (11.5) 0 0 41 (132) 1 (0.3) 0
HERFER X USRS

BEEhTE 42 (134) 1 (03) 0 29 (93) 1 (03) 0 21-(6.8) 0 0
e 17 (5.4) 1 (0.3) 0 15 (4.8) 1 (03) 0 9 (2.9) 0 0
ERER

BEEDEN 17 (5.4) 0 0 15 (4.8) 0 0 11 (3.5) 0 0

RERE 14 (45) 0 0 18 (5.8) 0 0 9 (2.9) 0 0
[iF) 34 (109) 2 (0.6) 0 24 (1.7 0 0 25 (8.0) (0.3) 0
TR AR, R X URERRR S

R 24 (1.7 0 0 20 (6.4) 2 (0.6) 0 15 (4.8) 0 0

s 36 (11.5) 3 (10) 0 20 (6.4) 1 (0.3) 0 12 (3.9 o 0
Fitifi e 21 (6.7) 3 (10) 0 4 (13) 1 (0.3) 0 5 (1.6) 1 (03) 0
BB LU TGRS

BIEwR 15 (4.8) 0 0 17 (5.4) 0 0 11 (3.5) 0 0

% 5 PEE 112 (35.8) 6 (19) 0 67 (21.4) 1 (03) 0 113 (36.3) 1 (03) 0
32 91 (291) 10 (32) 0 72 (23.00 1 (0.3) 0 68 (21.9) 5 (16) 0
BER RSB 38 (12.1) 6 (1.9 0 14 (4.5) 2 (0.6) 0 38 (12.2) 1 (03) 0
H[EMEAKE 27 (8.6) 0 0 28 (8.9) 1 (0.3) 0 16 (5.1) 0 0

BB, AEl+A Y AT RICBO THEEESH (27.5%) . AFHREEE 10241
(32.6%) . FIRBRHEREREERTH (27.8%) . BHSREE2141 (6.7%) . FIEMEMEE25
%l (8.0%) . kﬂ%&-@%@wﬁ@om (192%) . EEORMEE214 (6.7%) . TE
IRHRERE =276 (8.6%) . BIEHSEEREE 146 (4.5%) . BER3BI (1.0%) . Mgt - BEAR
2241 (0.6%) . infusion reaction 1341 (4.2%) . 5 & 5 BER3HI (1.0%) . FHK3H] (1.0%) |
REEUBRMEIE/ < AT —5001 (16.0%) | FF 4814851 (4.5%) T O\FRAR 42 2242 AE251 (0.6%)
BBD bz, Fio, 1BWERR, BEGEHRE, OHRER ORI MR 1ESREE
FITLER0 B h o To, RFIBEC IV THRREE66H (21.1%) . FFHEREREE 244 (7.7%)
LRI EATH) (15.0%) . BHSERESE (1.0%) . RIEEEAERBSH (1.6%) .
KB 2 - HEE D THI661 (5.1%) , BEEE O B MREESH) (2.6%) . TEAHRERE3H) (1.0%) |
BB AERE =3 (1.0%) . BEZR3H) (1.0%) . infusionreaction 146 (4.5%) . & & 5%
%o (0.6%) . MESUERRMARAE/ I A /3 F—284 (8.9%) . FFZ26 (0.6%) K UFHARIL
BREREIF (03%) BB/H LN, Fio. 1BERK, EEHEIE, MR - BEREK,
DB, Fe R Otk i/ MR SRR b Ivieh o o, ABITERFETRILIZ
HEESR (REREBEERFZED) 2EDEHRRZTT.

RIS EMBAERE ZXNRICAR+ A V) AvTREELRE LA SE
I 48388 (CA209004 3XBE) D =k— b 81TV T, [LBERIERIGRASE 28 ) & {LFER
EEVAREBE 13612 O T, KA RERIIBDbhRMo T,
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OEBERFIARBR (ONO-4538-21/CA2092387RHR)

BEELRIIAFIFEA38/45201 (96.9%) . A BV b~ T BE446/4535] (98.5%) IZFRD L
., REE L ORRBRBIEE CTERVEEFRITARAIRI85/45201 (852%) . A EY
b= T EE434/4530] (95.8%) IZRD LN, WTNLDORETREARN %L EORIER X

TROLBY Thol,
#£7 WThPORTEERN5% EOBER (ONO-4538-21/CA209238F )
Bl (%)

‘BB

%gftjgﬁﬁ AFRE ALY AwTH
(MedDRA/J ver.20.0) 42 453 54

4 Grade Grade 3-4 Grade 5 £ Grade Grade 3-4 Grade 5

2RIER 385 (852) 65 (144) O 434 (958) 208 (459) O
BEBRRBLUVEARBESE

RO HR 571 (126) i {02 o 49  (10.8) (04 O
PR 35 (17D i §o02 O 19 (42 1 (02 O
HiBRE

T 110 (243) 7 {15 0 208 (459) 43 (95 O
B 68  (15.0) 1 102 o0 91 (20.1) 0 0
59 29 ( 64) 0 0 46 (102) { 02y O
MRt 12 (27 1 {02 O 4 (97 2 {04 O
AR 24 ( 53) 0 0 14 (31 0 0
K% 9 ( 20) 3 1o o 45 ( 9.9) 34 (75 0
—R% - 2 HBEELBLCRGEAORE

BIE 57 (126) 1 {02 O 53 (117) 4 109 O
i 156 (34.5) 2 {04 O 149 (329) 4 109 o0
ZE 7 ( 15) 0 0 54 (119) 2 [ 04 O
REERIREE 3

Y —YHI 30 [ 66) 19 0 42) 0 26 (57) 16,4 35 0
ALT 38 28 i 62) LI 1 ) Y 66  (14.6) 26 i 57 O
AST #8/0 25 [ 55) 2 f 04 0 60  (132) 19 ( 42) O
TIZ—EHM 25 R5S) 9 f 20 0 14 (3 s 1) o
R PIUFERE

RARIGER 18 ( 40) 0 0 39 ( 86) 1. @o02) "0
HRREF

LY 4 (97) 1 (02 O 79 (174) 7 (15 0
B BLOR TS

Bk BRI 24 ( 53) 0 0 50 (11.0) 9 {20 0
EOFERE 105 (232) 0 0 152 (336) 5 Ly o0
32 90 (19.9) 5 (1) 0 133 (294) 14 {31) o0
PR 2R, RN K ORERREE

Wk R 15 ( 33) 2 (04 O 24 ( 53) 0 0
A WEEE

PR T 49 (10.8) 1 {02 O 31 ( 68) { 04 O
AR MRl pE T 36 ( 8.0) 1 {02 0 18 ( 40) 1 {02 0
TEER 7 ( 13) 2 {04 0 48 (10.6) 11 { 24 O

B, AEBCBOTHEEEMER 11 61 (24%) | BEHRMAE/ I 435 —48 #i
(10.6%) . FFHsRERE 40 B (8.8%) . FIRIRRARREE 91 1 (20.1%) . #HREEE 83
Bl (18.4%) . BHERE 6 ] (13%) . BIBHEREE 6 1 (1.3%) . TEFRERES
8 B (1.8%) . infusion reactionll # (2.4%) . K&K - EEOTH 21 6 (4.6%) . &
EORMEE S H (1.1%) . 1 2ERFE 16 (02%) . BER3F (0.7%) . S&HER
28 (0.4%) . FF&R 381 (0.7%) @B bhil, iz, EEMHESE. LHE. B,
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SRR e /R MESRBERT, BRiZE - MRS, BRARMAR FEARTE K OV AR %130 b

nixhofe, ABERRTRBEESES RRREERE2ET) 23 0EHERE
ﬁ“—g—o

1) Robert C.etal. : N.Engl.JMed., 372 : 320, 2015 (CA2090663 k)
2) Weber J.S. et al. : Lancet Oncol., 16 : 375, 2015 (CA209037 &)

11/



(R - HE])

AROREAEYBRESAZFB LY I 2 b—a kY, KA 3 mgkg XiX
240 mg % 2 AR TR E L BoAK O MEFRESRF Shiz, TO/BR. &4
240 mg Z B E LI-BEORERIET, A& 3 mgkg 2HE5 LBRORERR L L L THE
ERTLFRENTL OO, BAABFCBOWTERERSER INTWS B A& (10
mg/kg % 2BRMRTHRE) TAFZHRE LEBOBEER & B L TEREZ TR & FH
Ehie (FH), MA T, BROBIECKT 37 —FIcE-5%, A% 3 mg/kg XiZ 240 mg
% 2 AR CTHRE LEBEOAFOREER L A IR L OBEL R 2%
BRIGEFADEE S, YZEEIZSWTRMAThLZER, LRORE - RO
B CHEMEROELIEICHARREZR IRV EFH SN, £, BERAERE IR
BF—ZIZESE, KK 1 mghkg XL 80mg & A Y A~ 3mgkg % 3 BREIERTE
B L7 BOAR OBRE L ZeME OFE2 R 2BBERISET VBEES v, Hi%
BEIC W TREBZITh R, LRRofE - HEOHM cRatt it R EZRIT 2V
TR,

£ FMOBBMME AT A

B - B Comax Conind1 Cavgd1s Crazn Crins Covess
(ng/mL) (ug/mlL) (ng/mL) (ng/mL) (pg/mL) | (ug/mL) |
3 me/kg Q2W (35.523-760.8) (10.{/'?.;4.5) (17.21‘,1'333.9) (75.&3171) (27.612,'io7) (42.71??27)
= LS 1y 1712,.103) (5 -22?'354-6) (25-31‘,‘:7.8) (105,5354) (41?57..}1;58) (62.11(,)9187)
sk QW (14;,9;19) 1252 | sonio ] Gsis | gsesin L. ga7 20

il (5%, 95%58) . Q2W : 2BRARIME. Crax : AU E A PR, Cund : FIEREH 14
B RICET 3 RAEMEFIRE, Covgara : AR EH 148 HE TOFHMBEPRE, Conaxss 1 EFRIITS
T ABEMETRE, Cuns : EFRIBICBIT 2REMBEFRE, Cops 1 ERRIBITIT 2 FHMIFF
REE

i AR OBEREYBRET NV EZAALIZYI 2 b —a LIg XD, AH] 480 mg
% 4 BRI TRE UIPAR O FiL - RS THRE L72BOARF O h i PR E SRR
Ehiz, TORER, AA 480 mg % 4 BREERCRE LIEBROEFIRRICI T 5 ¥4 Mm
EHIME (LT, [Cags) VD, ) iE, AHl 240mg % 2 BEFER TR E LTZERD Caygss
EHEETREFHE N (THR) . T, AHF480 mg % 4 BREMB TR S L72BROE
HRBIZBT 2HEBMEPERE CUT. MChoxsl &I, ) 13, A 240 mg % 2 B
B TRE LI2BED Cuoas & B L CEEZRTETFRISAZb D00, BARANBEICE
WTAAENHE SN TWAAE - AZ (omgke 2 2 BB CTRE) THRAZERE
U T2 BED Conase & B L IR AR L FRISHE (FR) . MX T, BROBEICE
BT —HICESE, KB 3mgkg (FE) 7213 240mg % 2 BRERMR, &L < IEEHF
480 mg % 4 BRERMRETHRE LIZBOAK OREMR L M IIZ LM & OBEEZ R
T HBRBRIGETNVIEE SN, YZBEI OV TRERTONZRRE, Lok -
AROMTEDER ORI AR R ZR T2V E THIS W,
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%9 kHOBEBE ST A—¥

}ﬁ & . Fﬁ i Cruax Cmindzs CnvgdZB Cmmgss Cmin,s: Cuvg,ss
(ugmD) | Gugml) | Ggml) | GgmD) | (gwl) | Ggm)
516 272 31.0 113 62.1 776
Ay (35.2,70.8) | (16.5,40.3) | (21.2,439) | (75.0,171) | (27.1,107) | (42.1,127)
L T 383 437 159 87.8 109
g (51.1,103) | (23.3,59.0) | (30.8,60.9) | (102,254) | (41.5,158) | (62.1.187)
YT 145 297 53.0 216 713 ~109
DA (102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) | (275,137 | (62.1,187)
193 99.6 116 396 214 275
10melke QW | (146 222) | (86.5,132) | (101,148) | (329,525) | (184,303) | (236,377)

RAE (5%, 95%0) . Q2W : 2EMMN. Q4W : AMMMM, Cow : MERER OREMIEFRE.
Crinazs : FIEIIR 51428 H B i3T5 BASMIEFIREE, Covears : FIEIXE%28H B £ TOFHMIFFIRE,
Crnaxss * ERIRIBIZ T 2 BEMIFEFIRE, Cuinss : EHIRBITRIT 2 RIEMIEFRE, Copss : EFIRE
R 5 miE R
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4. HERRIZHOWT

BRI B EAERE CHER T2 56T, AREM & L THEARERE (26
WE) BPERELNTVWAZ b, UEAELZ B ER TE MR THIMNERHD, £
DLET, BEERRY X7 EHFHE RMP) (ZES% | AR OEEFEZLUEERES ~0HHE
HlH3d% BHERR Th o T, AR ORGP @G REE LU - FEL. ﬁﬂ@&%hlbﬁ%t
BIERZRB LBRICHIS T 2 2 L BRER D, UTOO~Q@DF T &R
BWUERT2RETHS,

@ mRiT-oOVWT

@1 FTED (1) ~ (5) OVWTNLTEHETIMXTHEZ &,

(1) BABBREPBET 208 ARFRESEIL RS FEMFRSAZROEEIL IR,
HuIERAS A RS RS HL R, HUdk DS A B IRARE 7R L)

(2) FrEHERERPE

() EERRMESIEETINADHEORERE (S AD IR ERE. BSADFEE
BbE. 23 ARREEHEERL 2 L)

4) ARCERERZRE L. SR LFERIENE 1 U3 BRIEME 2 Ofsk Y
IR BEH T > TV D HEER

(5) PiEMEERNSERMEORREEICRIEHETIT> TV B

D2 BHBRAEC(CFHRIER ORIEMFREIREOXRICT2RmiE% L B8R % F-oER
(FROVWTHNICEE T HERM) 2, U2 RBOFFICETHHRROREEL LT
REINTNDHZE,

e

o [ERiRFFEUGHR 2 EOMPMERET LT 5 £ LOoBABROBKFER
ToTWnBZ E, 5b, 28X, BARYRE:2 T LEBKRIEBEFZOWFES
1To Tb‘é o

. ERTFR %2¢®@%H%%%TLL” sﬁukwﬁgﬁﬁﬁrﬁﬁmm
REREZHELTVWBEI L,

@ BEADEXRMBREBEOEHIZOVNT

EELEREBIIESTTIETEPBREE SN, BESENOFREO, FME - &
SHEILIEROEER CEMSICHT 5 HHRE AEERBRE LLBA0HRE
W, ERBLLITONBGENE-TNEZ L,
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® BMEREDMRIZONT

@-1 BIERREROX IS ARICEE 3 2 B
MZEMMEAZSOEMBIERNRAE LEBIC, 24 FFREZEREHO T, Uik X
TEEERIC VT, BB LUZEER IR U TAREER O CT £0RIER QBRI

BERREOEENYAPIZELNL., EBIIXSTAERZ2ERSE-STWEZ L,

@2 EREEN I L 3FFERNRICET S ESR

RABRICED 2 EMANRABREOBREE AT EREEENBERE=F ) V7
REDIEERDAL ) —=0 T E#TVERE L FRELF TEX 27— AERERINE
fBEShTWwWazZ &, 2B, BEAFIZOWVWT, BRAVBELZOFRKRICHSITAMEINT
WwazZé&,

@-3 BIfER DR2BrexicBIL T

BV (REMEMERRIC L, BEGEARE, L%k, B, BEBRARE, KIB%.
ANBge. BEOTH, 1R, BEFE, FFre. IgEmE, Fk, mckns
%, RIRBMRAEEE, TEAWERS, MRS, BEE BIBEE Mk, BEEOK
WS, BIRMASZEME, infusion reaction, EERMIKHETE. MERARIEGERE, R,
Beds. BEORBERG. B REE, LIEE (DEME - RIR - DEMEEIMHEE) |
B, ML) (ot LT, MR TR E RSB O SR T % N L
L (BUHEROZEOHSICE L TRERUXEZZT bNA&M4Ich 52 k), BEbiC
LB TE BHEESES TSI L,
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5. xR RE

(A4 2 FE]

O TROBFBILBWTARIOEZMERREN TS,
v (EFERIERIBR K UBERROBIGUIR T2 I/ VA I BR OB RANE

BE

o SERUIRE O/ H/IVE & oEBMBAERE IR TR MRS
728, BRAFRGFER A T5BE BV Til,. BRAFFHERIC X AR b 28+
5T ¢,

@ FAI+A vV A< T RECFRERBROBIBOBRARBREERAERE 25
& Lz E AR (CA20906738R) ITRBWWT, R L Ehizf v Y AT RE
R CAHIMERRIEEN TS, 2L, FAH+A ) AwT&E & AK HME
B2 i L RRA 2R B W T, PDLIRERRICI VA VY AT O LR
HHRPERIBERINFRINDERIBOLTVS (7pBR) . 207D, 1RIA
URARABERAERE BT, AHlLA Y AT LOHAREDORELZYH
Wi 5354, PD-LIRBREZMET 2 Z ENEE LV, PD-LIRRERI%ALTH
5 EPHERINTBEICRNTE, R, AREMREEEET S, 2B, 1RIA
YRTREZENREERE 2R & L2 E 1 B (CA209004708) O =27k —
FIZRWT, [LFHRIERIRRBE L L FREIRRBE L O TAR+A Y A
v 7 REOEIEICHAEZZRIEIRD 5L THARN,

* AFKIOBWEEL LT, BRFE4A : PD-L1IHC 28-8 pharmDx [# 2| NEAR I T3,

(1 AJCC (American Joint Committee on Cancer) JWHEISHE (8 7H) o 274l
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[Z4iticB+ 2 FR]
O TRIEEYUTIAECOVTEARORENERL SK TS Z b, BEZT
bRVWZ &,
o AR ORGSR LIBBUEDSEREED H % BE

@ BEAMOFMITE VO TTRICEY T 2 BE T2V TUL, AR oREITHRE L2V

B, MOBFERIES R VHERICRY | HECARZHERAT L2 BB TED,

o BEMMRBOAHIIBHEDH 2 BHE

o EEGRE CRIER 27D 5 BE R UTEEME O BB AR O R il &
LOMICREMELRH DN D BE ‘

o HESRERBOSH. JUXBEALE L IERED B CRBERADOBERED
HHEE

o ERBHEE (ShBMRBEELESD) 0b5EE

© REOBRXIBEEEZFETLAE

»  ECOG Performance Status 3-4 &2 D BH&

(22  ECOG ? Performance Status (PS)

Score |

0 | <R EBHTE5, BRI AEEESHRRITAS,

1 PRI LVEBNIRIR S 2 28, BITHRET, BIFREE-> TOMRRIITO Z 28 TE 5,
il : BVRE, HHEE

BATARRTESOFDEY O Z L i3 N CABEMERIITE 2V, AP 50%U Ny FATBT T,

Boh-BS0EOEY DI E LATERY, BHRD 50%UEZy FIEFTIBIT,

Al

2<{BFR2V. BAOHDEY O LITE TERY, BECAy FRAFFTRIT,
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6. BEITHRLTHRT&¥E

O BAXEFICMZ ., RERFTEE NRET 2EREICE S E RH ORER CSEIERS
RO DI HBERERETSICEB L ThLERTIZ L,

@ WBEBIRICELDL, BEXIITORBKICADER VEREZ+2HRAL. REE2E
TrbRETRHZ L,

® MIBUIBRAREZEMHEGERZCBV T AFEA ) AT LOHRAREOAIR
ZHUWTT 256, PD-L1 BEE LR T 5 Z ENEE LS, PD-L1 HREELIFER
TERVWGRIE FH LA L) A~T L OBRAOER 2B BT Lz Eciks
ThHZ L,

@ FEFREMWERO-XV AV MZONT

FEMEMEBRED LoD Z ERH 20T, FAOREIZHT--> Tik, BERIE
W (ERREE, R, FBEE) ORI X RREOEKS., WEE+5
752k, £, HBEIISUTHE CT, MF~—br—S0OREL2EET S
gl

AR OEEIZEE D infusion reaction 12 2 THRARKFICHSARRIEDO TX A1
WEAT-> 72 LCTHRMT 5 Z &, F72. 2 [B B LUE O AF# 5-FFIZ infusion reaction
BHobhdZLbbhdDT, FHREPROFFREETRIINA 2P A
YERET 5%, BEORELH5ICBET S L, 728, infusionreaction &
R LIEHEI0E, ETOBEEERNZLCER T E TREL 088
TBHZE,

RAREREREREE ., TERKERSRUCRIBEERH bONDZ L RBH B DT,
AR DI 5B AR R O G- M P I3 ERIRIC N3 WASRERRZE (TSH, Ml T3,
TERE T4, ACTH, ¥ 2T —VE0ORIE) #ERT5HZ &,
AROTREITLY | BEOCRERIGTERT S LE 2 b4 RRBORE
BHoONDZENbDH, BEPEDNEGEITIE, BRLEBRIIG U
BFRH) 72 50T & AR BR 2 RO R & B U CEE) BB K 1TV, BE OGRS
FISIZ X 2 BIfER RO 2 HEITIE, AAORIE TP, RUOBIBERE R
NWEVHEIOBRESLZEBRT AL, 2B, BIBRKREFRNVE OS5I LV EIE
RAOHRERED bNRWHEITIE, BIBRERNVE VSO R&E MR DB M
bEETDZ L,

BERTHE, B0 CH I ARB L THrLRIERANRRERT AL BH D0,
FHROBREMKRTHICOEWER ORBICHFICERT A &,

1 BUBESRIR (BIE | BIEIRF 2 &) R obbh., ERAEEF 7Y F—v X
CELHZLRHDLOT, A, B, BUHECERORRELMEED LRI+
FEBTAHZ L, 1 BBEREBMRDNGERICEIREEZPIEL, 1R Y U]
RO GEEOHERUBEITO Z L,
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®

®

o 1EMERAE (BUE 1 BERFEE) Nbbbiv, BREES FT Y F—Y R
CES L RHHOT, A, B, EHEOEROEICMBEED I+
SEBETAHZ L, 1 BERBEREDLZSACITREEZFEL, AR B
B O®REGEOBNZABEITI Z L,

o BIERFS. FFARE. IFREREE. k. EMBEERRLONIZ LD D
DT, EHROICITFEEREZTV., BEORBE+LIBETHZ L,

RIGEIR AR A 2 M B R 1 A B BRI, AR OBRRBIZ BT, &5

BEgE S 3 B LI, FRLAEIL, B5BRA D 1 FERIX 6 B Z L ICEZEDT

MixiT->TWEZ EE2BEI, AERSFIXEROICHROBEBEITO 2 L,

FAEIR% OB RANERE ~ O ERMBEE L UTERT 2K, FFOER

REIZBWT, 12 BEZ L ICAMEDOTMEITo TN Z L 2BEIT, FFRE

FIZESRICSIROBEBEZIT S Z L. 2B IFRMBIRIE & LTHEMATSHAITI,

AHOBEHBITI 12 VAETETBI L,

25



il HHEET A R A4 v
=ARNV=T (BT Z)

(BRFEA : A7V —FEHEIE 20 mg, 7V —RAHBE 100 mg, 37—
ARRINE 120 mg, 7V — R KK HE 240 mg)

~SRERER M~

VER2 93 H (w241 1 AET)
B EE



B&

1. IZL®IT P2
2. AF|ORE. 1ERKRF P3
3. BRERRRAR - P4
4, HEFRIZDOWT P9
5. REXRERHBE P11
6. WEWCELTEETREEFEE =~ P12



1. ZL®IC

EEHDOBERME - KEMOTER DT DITIT, TSTESITESWZEERERNRD
b3, &6, MEOHEFMOERIC LY, FERERRZ L OEFNLRHIHIERE
FEEMPEBEINIHT, TR HLOERLZEICHERBECRMET 5 2 L RHED
B L 22> TRY REMEEE L SO EASEE 2016 (FRL 28 456 A 2 B MERE)
BWTYH, EFMERRECFEROR#EHEELZRSZ L LI TV,

AR ERRL, KRERPREM T 0 7 7 A VABREFEOERR EHL MR
RBZENRDBD, ZOkD, HIEROREMICET 5 RN +SEHT 22 TOM,
WHERMOBELZHBZITAZ L BB INIBERRN L TERT L L bIC, BIfE
ARBRLUZBRICHERRINE L 52 E BB —EOEHRZ M- T ERME CHFEA
THZENEETHS,

Lo T, AAA FTA Tk, BAREERLZNLETIZELN TV IEFEFH -
BEMRICESE, UTOERLOZKERFERZHEET 28I D NERER, B2
FROEEFERTT,

B, AKFTA T4 VI, miﬁﬁﬁkﬁimﬁﬁ%%%Awﬁ QH&E&AEK
HWAREEES, —BREEEAN B ARBERARIES, —BAEEEAN A ARAEREGER 22K
AHFEANBROBEARZS OB HIOb EEE LT,

— = wa

ﬂ%&&é@%%:ﬁ7/—fﬁﬁ%&mmgj7V—Tﬁﬁ%Ewm¥ F7 ]
— R EERE 120 mg, A7 V—RREFHFE240mg (—4 : =
AN~ (BETHEZ))

HELRADENIHE : BRULERES 2 H 4 2 AELE

WELRARERVAE . @E. RAZIZ=RAr<7 (fiEFHEMEZ) & LT, 1[E240mg
% 2 BRI 1 Bl 480 mg % 4 @RI CRIEEET S,

B3k IR 58 ¥ F  AFERLTERSH




2. FA|OKE, 1EFEF

F 7O — R R 20 mg, FLETERFE 100 mg, RAREEFE 120 mg & OR RIEEHE
240 mg (—f4 : =RV ~7 (BT, BT, TAA Lvw5,) ik ADNEFES
TEBRRESHEL AF Ly 7 X BTV ANV v ¥ —X 27 A4T (BMS) ) 2
BE% L7zt h PD-1 (Programmed cell death-1) 12335 b M 1gG4 £/ 7 v —F L Hifk
Th b,

PD-1 i, ML LZY %8k (THIR, BMIREOTF270% 57 —THkR) ROE
Hi R R T 5 CD28 7 7 2 U — (T HIBROIEME(L Z HBIFICE L AITHIET 5%
T8) KRBT 2ZAEKRTHS, PD-1 iTHURIETMIRIZFEHE T2 PD-1 Y U K (PDL1
BROPD-L2) EEA L, Vv BRiciE s 7 AR EEL TY VS EROEERIESR
AICEES L CW3, PD-1 Y » FiIZHRIBRARLSMNC E N Okkx 22 IEEABRICHER
LTRY., BEREAEAE»OURUEEHERICKTS PD-L1 ORHE LIFROEF
HIfE & OMICADOHEBBERRH 5 Z L BPE SN TS (Cancer 2010; 116: 1757-66)
¥ EHEAEAE CIHERBE T HRIELET A v F—T7ca < (IFNYy)
2L - T PD-L1 ORBRAFES N, BB L EEERKICE TS PD-L1 ORER L% O
AR & ORICTEDORBRIRSH 5 L OBEH H 5 (SciTransl Med 2012; 28: 127-37)
& biT, PD-L1 ZHAHIRE S BB AMEIE, FRFEFRER CDS BBE T Mo E
EMZ B S5, B PD-L1 HifkT PD-1 & PD-L1 L OFA#MAETS L ZDH
EEEEREET S ZENRINTNS, £DZ L6 PD-1/PD-1 U v FREKIZ, 28
AFARRBHTURSERNZ T MR» D OWBE R EET 2MF0—o L LTEX LT
Do

AFNL, TEABOKER NS PD-1 OIS (PD-1 U ¥ MESHEIR) iI2fEE L.
PD-1 & PD-1 VH v FLORAZMETIZLITLY ., BAFRRERN: T MIROE
HALR OB AT ARG EEM 2 M 5 2 & TR R UESIR &R~ T
ZERRBIhTWS,

B OMAN DS, AFITEMEEIC T 2H7-RRREICR VB b0 L HfF S,
AEEEARE 2R e U BRRARE Eh L, Aot TR OBAMBIHER SN,

AHN OB S BEDRBERIGIT L 5RHERSER H 6o, ERIUILLTIZ
EDWRBEERD D, AFIOREFRURERITIE, BEOMEZHHTTV., BAERR
» BIIFAITIE, BB LI FRIG Ui P2 ik & R & Fr o= A &8 LTl
P22 BB 21TV MEORERIGIC L 2BEAREDN 2 HE IR, BIBEERV
ELROBREGZEDFEGNRNBEZT O BERD D,



3. BRERE#
BRULERER L H T 5 EREEOKBRICTIMEZITo 2 ERERRBROBKE L
T

[FzhiE]
E 4RI S MAARAE (ONO-4538-11/CA209141745%)

75 FF R ST LERE TR TE» 560 A LNICRBET X IXBRIRBD I
72 RIE B0 RFEOBEIS & 72 b W ILE/ IVH O SRS R - L Rom 2 & 36141 (B
KANBE2IG 2 Ete, AFIBE24005], BE1216) 23R, BREYNEMSRRL
e (A P PLEH—Fb, FEZAFEANZEYFO-T) 2B E LTEAAS mgkg®
VARIEE CARSE L L T0ADERVOREEERTF L., TEFMMEATHIE
AFHE GLTF, oS 2o, ) (PRI [95%ERXE] ) OFFBETHERIT. &
KIBET7.49 [5.49~9.10] W A, SHBEETS.06 [4.04~6.05] A TH Y, AFNIIRHREY
BERRASEIR LI IBRIcx LA FOICE B RER R LT (0N — FH0.70 [97.73%(5
X : 0.51~0.96] . p=0.0101 [/BHllog-ranktRE] ) .

*1 : KRG B B UIATE OB RRE 2 S T,
%2 RB L SNERREAE, O, B - FEERUWRE,

1.0
. - KHIE
' -dk- MR EE
0.8
0.7
£ o6
F
® 05
0.4 .
0.3 | _~1‘—I-—---_—I
0.2 i -
01 Avmn g m_p
00 - T ! — r—T T |I
0 3 6 9 12 15 18
at risk3 £F8mM (A)
A 240 167 109 52 24 7
BE 121 87 42 17 5 1 0

1 OS ® Kaplan-Meier Bi#f (ONO-4538-11/CA209141 38)



(PD-L1ZEFIR IR DA $hiE R U2 24)
EEEERS MRS (ONO-4538-11/CA200141388) ICHAANLNBED S b,

JEEARRIZ IV TPD-L1 2 3 L2 [EBEME A 5 2514 (LLF, IPD-LIFHEE] L
5.) BT ABRIBONT-—HOBEDT —FICEIE, PD-LIFHFERHICRENIC
BT 21T o e B R R DORRIZUT O LBV ThoTz,
AR L T, PD-LIRAEP1%RBEORFE IR L 1ITEEROER ThH o7 (T
B) ., ‘
28, PDLIORERBRFIZL LT, AFAOREET a7 7 A NVIZREKTH -7,

100

I —Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
- I Investigator Cholce S e -/ R e \nvestigator Choice
FA g
du | 4
W 60 ! B &0
s | 8
: :
S 20 & 20
0 " . 1 5 = 1 = = i 1 1 0. - s - - - ¥
b 3 6 9 12 15 18 21 24 27 30 33 36 39 o 3 6 9 12 15 18 21 24 27 30 33 35 39
SEFAMA) 2EFFXMMA)
at risk atrisk
Nivolumab3mghkg 96 74 59 42 30 25 22 19 16 11 8 5 1 -] Nivoumab3mghkg 76 54 39 32 29 20 19 17 15 11 5 4 1 [}
Investigator Cholce 63 45 24 14 10 6 4 3 2 2 0 0 0 L Investigator Cholce 40 30 1Y 14 10 7 5 4 4 1 0 L 1 L]
T8 Hivslersds 3mg/kg (cvents:81/96), sl and 95% CI: 8.1 (6.7,9.5) 8 Nivolumab 3mg/kg (events:67/76), mias and 95% CE: 6.5 (4.4,11.7)
O Investigator's Choige /63), median and 95% CL 4.7 (3.8,6 2) o igator's Choice /40), median amd 95% CL 5.5 3.7,8.5)
Nivo v8 INV Chaice - hazard ratio (95% CI): 0 55 (0.39,0 78) Nivo va INV Choice - hazard ratio (95% CD): 0.73 (0.49,1,09)
ONO-4538-11/CA209141 3B O PD-L1E R B COOSOPRFITRUET 1 0 —T v FF—F D
Kaplan-Meierfh#

(£ : PD-L121%DBAEER. AKX : PD-L1<1%0DEEHREH)



[Ze2tE]
ERRIL R MAEAEE (ONO-4538-11/CA209141508%)
AEFRITAKBE22923661 (97.0%) BUTB#EI09/1114] (98.2%) ZRH HiL. 14
RELORRERNREE TE RWEEERIIAFIEE139/2366 (58.9%) . xtHEEES6/111
B (77.5%) TBD LNz, FRERENUUEDOBIERIITEROLBY Thotz,

1 RREHE5%UEOBWER (ONO0-4538-11/CA209141388) (2 &HMT X SE)

o Btk (%)
|
gl A HE
(MedDRA/Jver.18.1) 236 B 111
£ Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

<BIER 139 (589 31 (13.1) 1 § o4 %6 (775 3% (35l 1 { o®m
MEBI RV R EE

5=yl 12 (51) 3 (13 0 18 (162) 5 ( 45) 0
PR E 0 <0 0 9 (81) 8 (72 0
HAEE

FH 16 ( 68 0 0 15 (135 2 ( 18 0
B 20 ( 85 0 0 23 (207) 1 ( 09) 0

mf P2 5 (21) 1 ( 04 0 10 (900 3 (27 0
MR H: 8 ( 3.4 0 8 (72 0 0
—i% - 2HEEBICR S ORI

ENE 10 (42 1 (04 0 16 (144) 2 { 18 0
o 33 (140) 5 (21 0 19 (17.1) 3 { 27 0
KD YA 3 (13 0 0 14 (126) 2 ( 18 0
FRERERES

EERD 4 (17 0 0 6 (54 0 0
R BLURREE

BHBEGE 17 (72 0 0 8 (72 0 0
WREREE

Rz —a N F— 1 (04 0 0 7 ( 63) 0 0
BRI UK THRREE

R EHE 0 0 0 14 (126) 3 (27 0
BER IR 7 ( 300 0 0 10 ( 900 0 0
EOERE 17 (72 0 0 0 0 0
5 18 ( 76) 0 0 5 (45 1 ( 09 0

7B, FHEEMRE 746 (3.0%) . BEUEHRERLE/ I 4 3F—5 B (2.1%) | FFieE
B 5 Bl (2.1%) . FRIREEEERETE 17 61 (7.2%) . #REE 76 (3.0%) . B
E 16 (04%) . BIREEE 1 6] (04%) . TEEHEREE 26 (0.8%) . #iRMLER
fiE 161 (0.4%) e OVinfusionreaction3 ] (1.3%) BNEE® bz, F7-. EELENE,
DEFR, Bk, KB - EEOTHL, 1 BUERR., fetEm/MrRB/DESEBER, Tk,
ik - RERRZE, BEORIEEE, SLOBRRRVCEEDORMEEIRD bhikhoTl,
ARIEMBEBERIIBEESR (BRREBEREFZ2ED) 280EHERZTT,



[F - Aiit]
AFOBEFAEGBREAAZRA LY I 2 v—a 02XV, FH 3 mgkg (&
#H) X240 mg % 2 BRIER CHRE LEZBOAF O EPRESBRI SN, £ORK
B OAH 240 mg G LIZBROBERIL, AF 3 mgkg 2HREG L7-BROWBEER & L
LTEEEZFTLTFRENTZLOD, BAABEFCBNTEARFEIERENVTVWLA
% - ik (1omgkg % 2 BRIMRTIRE) TAAZ&RE LIZBROBEE & ik U CEE
PRTEFHESHAE (TR, Mz T, BEOBEICBIT 57 —FIcE3&, A% 3 mg/kg
(EE) X240 mg % 2 WRIRIR TR E LZBOAROBRE R L AR TR e &
DB HRHT 2BEEGETANEEIN, YRBEEIC OV TRERTbI R,
FERoRE - AROB TESERORZEHICARREZERIIRVWE TSN,

o2 AHOEBREAT 25

B FE E . FH E Crmax Crind14 Cavgd14 Cmmgss Cmin,s Cnvg,ss
(pg/mL) (ng/mL) (ug/mL) (pg/mL) (pg/mL) | (ug/ml)
e e 16.6 243 113 62.1 7756
mghkg Q2W | (355 70.8) | (107,24.5) | (17.1,339) | (75.0,17) | @7.1,107) | (42.1,127)
727 235 341 159 878 109
240mg QAW | (511 103) | (15.2,346) | (25.1,478) | (102,254) | (4135,158) | (62.1,187)
191 613 908 398 217 278
W0mgkg QW | (147 219) | (51.2,792) | (79.0,114) | (331,532) | (184,313) | (237,386)

FO (5, 05%) . Q2W : 2B M. Coe: DIEIRE R ORI T B, Coioats : FIEIR 51 14
B BTV 5 BRI PR, Cogars : DEHEEH14R B E TOTHMBFBE, Cunss : EHRBIZE
12 BB MIETRE. Coins : ERRIBICH T 2 RERFEPRE. Cope : EERIBICIT 2 FHMIEF
B

i, RO FEARYBBRETNVEFA LY I 2 b—Ya iz XD AH 480 mg
# 4 ERRRE TR EUIPEAR O - HRS TS L BROARK| 0 Mm% iR E S RE
i, FORER. AK 480 mg # 4 BREIFR TRE LBEOEFRBIZIT 5341
BHEE (LT, Cugsl £V 5, ) iZ. AH 240 mg % 2 BRIFEIRE TEE LTZBRO Covges ¢
LERT S L FRIEN (FR) . Eiz. &K 480 mg % 4 BRMR TRE L7 BROE
BEIREBIZCRIT AR S MEPBE (LT, [Coxsl VI, ) 1X. &Hl 240mg % 2 B
RRCRE L72EED Coss & B L THBEZRT ETRIESLZ OO0, BARABEICE
WTAAERERShTWS B - AR (omgkg % 2 BRMRTHRE) THRAZKRES
L 72BRD Comess L WL TIEEZ R T & FRISNE (TR) . M2 T, BROBECK
55 —FicESx | A& 3mgkg (KE) £7203240mg % 2 BRI, & L < iZAHA
480 mg % 4 BRARR THRE LZBoARF OWRE R & A2 T2 et & oEEZ R
FTHARBKS TS APEE S, YKEEIC OV TR TOhZRER, EREOME -
AEBOM AR UCRLEICHERER IRV E TFRIS W,



#3 FHOEGHEALD A —F

m Y£ = m ﬁ Croax Crind28 Cnvgd28 Cmss Cmin,ss Cavg,ss
(ug/mL) (ug/mL) (ng/mL) (pg/mL) (pg/mL) (ng/mL)
. o 51.6 272 31.0 113 62.1 77.6
mglkg Q (35.2,70.8) | (16.5,40.3) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
72.7 38.3 437 159 87.8 109
20me QW 1 (511 103) | (23.3,59.0) | (30.8,60.9) | (102,254) | (415.158) | (62.1,187)
480 mg QAW 145 29.7 53.0 216 71.3 109
= (102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) | (27.5,137) | (62.1,187)
193 99.6 116 396 214 275
10 mgfig Q2W (146,222) | (86.5,132) | (101, 148) (329,525) | (184,303) | (236,377

gl (5%eA, 05%E) . QW : AR, Q4W : 4BRIRIME. Cuma : FIEHR 5% OB miF P EEE.
Crindzs : FIEIR 5428 B BIT31) 2 BIRMIE FIRE, Covgae : FIEREH%28A B £ TOEHMFEFIRE.
Cma:gss 5 ﬁﬁ%%l:i&l‘)‘é%ﬁlﬁliﬁqﬂiﬁ)ﬁ‘ len,ss g ﬁﬁ%%(zﬁbjéﬁﬁm%tpﬁﬁ\ Cn;'g.ss S ﬁﬁ%ﬁ;
T3 1) B S i e A



4. HFIZOWT
KRS LTHEARERE (£F1fE) SRELATVWAI LD, YKlERE

PNCERCE AR CTHAMERD S, FOLT, AROTRENEE/2BE 2 ZH - 4F

L., AFOJEEIT L ) BERREWEAEZRER LEBRICRHET 2 Z e RBERD, BT
OO~@DFT_RTEMTHRICEVWTERT 2 ETH D,

@

D1

M

@
3)

(C)

®)

®-2

HERIZDVYT

TiEo (1) ~ (5) OWVWTHNICHEET IR THD Z &,
JE A SR B AR BT B 1S A S RO IR UR B (BRI AT IR AS A IR AL AU
MRS A RS RGBS UL RURRT, M AR R &)
e e RRIR R
FEFFRMEINIE R T 5 B ABRESERR (B ABREER TR, 2SARRESE
AR, B AR RCEEEHEE R L)
ANRALFEFIER ZRE L., S R/LERIEME 1 UIARALEFREME 2 DR L
WZAR B JEH % 1T > TV A HERX
BRI BB OMEREEICR 2 BHEIT > TV S HER

SASRER DR R OBIME FI R BLRF O S IG C 143 72 il & iR & D R A X

HEREM (FROVWTFNMCHRYST 2 EMULERENM) 23, Y2mfoARIzHE
THRBREOEMLEL LTEBSL TSI L,

*&

EffGFiE®g 2 EOMBPHERZET L-RIC 5 EULORARBROBRKRHESL
IToTWAZ L, 5b, 24U LI, DARDRES XL LEERKERFOHFEL
TTHoTWBHT L,

EffarRE% 2 EOPEFELZET LRI 4 £ Lo FARGEREIROBER
FHEZfT-oTEY., 5bH, 280 LT, BNARYREZ S HEAREEEEZRD
FRRHE 24T > T3 Z go

E Wit R EMRIFRE % ONBPHE 2T Lizkic, 5 EU o nkEsts

DEERHMERIT-THEY ., 5 b, 2FU LR, PARMREZFLOEARORA

BROBERMHEEZIToTND T L,

2B, AR L BBERICBOTIREERSO2FNERZET 5720, BE OBK
27 2EREMITZ EOROWTNINCRTFRM 2R T (FEREEOLFHR
HER OBWERASBRBE OIS IC 472 L BB AR OEM) L ORBREHDOD L
R THZ L,




@ BEADEXRZFRERDOKHICOVNT

EXAEFRERICRETTIEEEPREIN, HELENLOFREBD, A&
2HERZMFROFER CERMGIER BT 2 ERi2ME, AEFRNREL
e OBEELE. ERESHITON A EKHNESTNEZ L,

® BWER~ORBITONT

@-1 MERREFICEE T 5 B
BEMMRBRZEOERRBERANIA L2BIT, 24 BRZRER O T, Uikl X

WREBERERIC BT, BHRLUZRWERIZIS U TAREERER U CT Z0RIER OERNIC &%

BERREOERNYBFIZELN, EBICHSAIRERAERINESsTWEZ L,

@2 ERHEBEICL2FFFLNSCET BN

BABERICED 2EMN MR EVEEL AT 2EREFENBIERAT=4 ) v
EEDEEROAI ) —= U T ETWERE L FERE LR TE 3 F— AERKHI S E
HEhTWBZ &, 2R, BEEHICOWT, BABRELZORECTLICARENT
WwazZ ek,

®-3 BIfEAORETORISIZEA LT

BIVER (MEMEMRRITM A, BEMHENE, LK, iR, BEEHRARE, KIFK.
MEK, BEOTH, | BERK, BUERK, FFR2, FFSERE, R, SEerEiag
%, FREREREE, TEABERE. WRES, BEE. BIBEE. Mk, EEOK
JEEE, BIRMAZERE, infusion reaction, EERMIKEEE, MERAREREE, Wik,
Bege, BEORBELS., WElE R, DRIEE (LEMS) - R - LEMEHMRES) |
fEg i, M) o LT, SRR ULE B E R 0 FMM 2 A3 3 B &
L (BIEROZEPLRNICE L THRERUXEBZZT NI XBIIHEZ L), EbIC
WEVRALENTE 2 5HIRE-THH I L,

10



5. BENRLRDHBE
[A3hikizBa+ 2 FIE]
O 77FFEAEZELFREREDDH 5 BE BV TAROFEIENRENTNS,
@ TRICEYT3BEF T 2R FORERCERFIEC O T, ZFOAFZES
L ENTELT., AROEEFRLRLR,
o ISFFHEEELERIEC LA RREORVWEE
o Tt HEBNIRIE
= fLOFEREER R LTRSS RE
@ AFNIEBILRFEMAREIZR N T, £FREFICR W TR L CHRMENR
FESHTWAAR, PD-LI FEHREFICL Y AREOERN RS Z L RRRINDFER
BELNTWSZ L2 b, PD-L1 BB bR L L TEAOEEFE ORI &
FBHZEMNLE LY, PD-LI FEEN 1%KRETHD I &R SL-BEICBY
Tix. AFIUNOEFERIREE L BET 5,
K AKIDZWIE L LT, WR5E4 : PD-L1 IHC 28-8 pharmDx ¥ =| HREBEN TN S,

[ZeticB+ 2 EH]
@ TFTRIECZUTIREZOVTEHAFOBRERERL INTNDEZ b, REZIT
Pranz k,
o AEIORZCH LIBBUEDOBEERD H 5 BE
@ BEMOEMCIB VDT TRICEE T RE IOV T AR OREITHERER= L2V
2, OBIRFE R 2 WBAICRY . HECAREZERT L 2EERTE S,
«  FEMRMRBOAIIBEDOH D BE
o MEESRE CHER 2R 5 BE R OTEEE OB BRI
ZOMICREEELRH LD BE
«  HORERBOAM . XTBMHALE L IXERMED B RAERBOBRERD
HHEBHE
o MBBHE (ShBMBEEZET) ObLBRE
» BEORBRGIEEEZATARE
e ECOG Performance, Status 3-4 =V D fE

(ED  BCOG  Performance Status (PS)

Score | Bl

0 | 2<KBEREHTES, BWANLFRL BMABRHRRITLS,

I FREZE LOESEFIIRE B 08, ST, BRSNS TOEEIIMTI LR T35,
Bl - R, S

BanB5080ED D L LinTEAyy, B0 %l EE~<y REF TR,

&l

S£WIT2, BROFOEY O Li& TV, BRIy Py T@ I,

11

BATRIRET B S DHOE D O & 1T ~C TR R T X 720, AH0O S0%LL i~y FA Tl T,




6. BEIELTHRETREFH
O WEXESFICMZ, BERFEES BREET 2 BREICE D & ARH ORHE R ONEIEfS
RO DICHBERFERE+SICER L ThoERTE L,

@ ERERBEBICZES D, BEXIIFORKICENMEREREL BB L, RELS
TrbE5T5TL, .
® PD-LI HEEFELHR LI ETHEAORERSEZYINT5Z LBEE LV, PD-L1

REEPHER TERVEEITE, AROEROBEST 2B L ETRET S
e
@ FERBUWERO~=FXTY AV MZONT

MEMERRBR D bbND ZENHEDT, AFNOHREITHT- - Tid, BERIE
W (R REE, k. BEE) ORERERUIE X BREOERS, HEr+4o
WITH 2k, e, BEIZS CTHES CT, ME~—b—S0REL®EET 5
il

AFNOPFEEIXEE D infusion reaction bx’.ﬁif%%ﬂ#bt—f—ﬁf;ﬂﬁﬁ@f% 5
HZ21To 7= ECRRtAT 5 Z &, F72.2 B B LAEDO AR 571 infusion reaction
BhHobidZ L bdbdDT, FRREHROARREEHETHRIT NS ZAVA
vERET A%, BEORBELICBET S L, 221, infusionreaction %
BH L 2HE I, 2 TOBBERNERNEEICEET 2 THRE 2 T8I
THZE,

FURIMBRERES ., TEAMEEERVEIBEERS ORI LBHBED T,
A O 5 REART R OB S8R P I ERIRIC N WIREERE (TSH, FE8E T3,
B T4, ACTH, M avF ' —NVEORIE) 2EETH L,
FHOBEITL Y RMEORBERGICERT 5 LB 12 bhdtkx RERBORER
BHobhdZeBbs, BEEBRBOONEHEITIE, BEALEERIIL LR
B 22505 & BB 2 RE O AR & B U CEYIRERNR K 21TV, REORE
R L2 BIER BN EDLN 2 HEITIE, AFIOREIIPIE, RUBRIBRES
NEVRIOREEZZEM T L, 2B, BIBRERVEYOBREIZLYBEWE
RAOEENRED bR WIFEITIL, BIBEREFRNVE VU OREIHIF OEM
L EMRT 5,

BERTH, BoBE»OE I ARB L THLBHERARERTIZ LR HHT-0,
AR OEREHRTRICHSBWERORBICHSICERT S,

1 BUBERA (BUE 1 BIBERFR250) Rbbbh, ERFEES v 7V F—v 2R
CEDZLAHZ0T, RE, B, BHEOEROREASLEED EFIZ+
SEETHZ L, 1BERFAEDNZHEACIREEEZPIEL, 12 U8
HoOBREZEOFENZNEEZITI Z &,

BIERFR. A2, FFgEREE. TR, BEREARHOLRLIZ LB S
DT, EHWICFREREEZTV. BEORBEZHSICHBTEZ &,

12



® AFOHERRICBNT, B5HEND 9BEE. THURE, BERENL 14
BliX 6 R Z L ICEMMEDFEM 21T - CWe 2 L 2B EB T, AFREPIIELR
CRROMERZITI 2 &,

13
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ft
AN

B RHEET A FT A
=R <7 (BRETFHEHERZ)

(if4 : 7YV —FRREIHE 20 mg, 7V —F RFHE 100 mg, F7V—
AAREME 120 mg, 37 P—F RHE#E 240 mg)

~ T e ~

VRR2 94F4A (BF241 1 AHED
B4 S #E
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1. IZLHic

EIRBOAE - REMEOHBEDOTZDITIE, T XESICE SV B ERERIRD
b, b, MEORERMOESIC L Y, HERERMZR ¥ ORI RFHRIERE
FEEMMBEBINIPT, INH0OERLZHICVERBEICRIET 5 Z L NERED
PR L 2o TR REMEBOEE & WEOEAFSE 2016 CERL 28 4E 6 A 2 AEBRE)
WKBWTH, BFNERRSEOERORELEEZRAZ L LI TWVS,

FRERBFERNT. FRERPLEZLE I 7 7 A VAREDESRML AL MR
RBZEWHD, ZOED, ADERVCELMICETA2HERE+oERET 5 TOM,
UHREEROBRBLZBIZTHZ LAMRINZIBEICH LTHEATS L &b, BlIfE
APRBLUIBRICNERINE & 52 BT —BOEN 2= T EREE cER
THLEREETHAD,

L7z 2T, AHA F74 - Tid, BBREERSZNLETICBEON TV 2 EFIER -
BFEHRMICESE UTOERROEERFERZHET 2RO LERER, £
FROEBRFEEZRT,

B AHTA FTA4 0%, MIAITBIEAEIMERBEHRSEE, AFTREARKR
HRRIER P, —RAEMEAN B ARBRARES R O—RIEEEA B ARBRER ZR2OH
Db EERR LTz,

MWL RBERMS ATV A RBERE 20mg, 7 V—FRREHIE 100mg, T

— R ERERTE 120 mg, 27— R REEE 240 mg (—R%4

AN<7 (lEFHEBRZ))

R LRAPETIHE  ARIGEIBR R T B O B M

HRLRDAERVRE : @%, BRARQIR=FRA V<7 @aFHEMZ) & LT, 17 240mg
% 2 AR XIZ 1 [E] 480 mg % 4 R CAHEEET 5,
{LEEBERIBR ORIB BRI BB O B MBI L T
AV A7 (MEFREZ) LFRT2841F. BE, KA

| =A< 7 BETE#RZ) & LT, 18 240 mg % 3 AR
FE'C“ 4 ERBHET S, 0%, =R~ MEETFERz) &

. 1H 240 mg % 2 WREFERBIT 1 [ 480 mg % 4 BREIERE T

ﬁ{ﬁﬁ%ﬂz‘?%’)

B R ¥ ENFRRTIEREH

(B%5) .

BARRRE BT B v — R A R 50mg (—R4L A BV A~ (MEFE#HZ))

DRREXIIZIER. BERCHE

%) B X IiX &) B RIGEIBRRRESIEBE O Bk

RERVCHE: =Ry (BEFHERZ) LOFRBNT, BE., RAL

AV hvT (BaTFE#z) L LT1E Ingkg EE) %3] %Fﬂﬂﬁfﬂﬁlﬁ{ﬁ%

Tt 3,




2. AH O, 1EAEF

F 7O —RREERE 20 mg, [FAUEEE 100 mg, [FAEFE 120 mg K OVR AEHE
240 mg (—if4 : =R ~<7 (BEFHEBEZ). BT, TFH &vo.) ik AR
TEHASHL AT VY7 2 BTV AV -~ F¥—X R7 A7 (BMS) ) 2
BAS& L7=t bk PD-1 (Programmed cell death-1) {55 5% & M IgG4 £/ 7 m—F ik
ThHd,

PD-1 1%, EML LY 3%k (THIRE, BHIBRE T F 27 40F 7 —THR) RUOE
SR MIRIC R TS CD28 77 2 U — (T HIRROIEML 2 #MBIAICIE L AITHIET 25
FE) WETASAKTHS, PD-1 MR TMKICEBT 5 PD-1 Y H» F (PD-L]
BOPDL2) EFEA L. VU SERICHEIES 7NV B2 EEL TY VN EROTEE(CRE L
BIZMELTW3, PD-1 UH Y FRVURETHRLUIMC e FOfke RIEFHHEBICFED
LTy, EARAEBE DU LIEEERICRT 5 PDL1 OFRLIFROLF
IR & ORIICADHBERNH 5 Z L BAHESH TS (Cancer 2010; 116: 1757-66)
i ENEAEAE CILEREETMENELET AV F—T =u < (IFN-y)
12X - T PD-L1 OFRENFEIN, &8 L MEHERICEKIT 5 PD-L1 OB LIFED
ATEHR & ORNCIEOMHBEERS H B & O b $H % (Sci Transl Med 2012; 28: 127-37).
& 51z, PD-L1 #RGIRE S0 ML, FURERN CDS Bt T MltoMiaE
EM 2RI S50, B PD-L1 HiffT PD-1 & PD-L1 ¢ OFEARZET S L2 OMI
EEEEREETS 2 LARENTVWS, HOZ &5 5 PD-1/PD-1 U F o FERE, 2
ARRRRFRERNZ T MKH D OBBRE LR T IBFO—2 L LTEZLRLTY
2%
KL, EEREORE T 5 PD-1 OMARSMA (PD-1 Y U FREETRIK) ICfEE L.
PD-1 & PD-1 Y H Vv R ORFEERETHZLITLY, BARFENZ T MROME
MEAL R ONBS AUHBRRIT 3 2 MBS IS HE 2 B3R T 5 & L TR R UBB AR 2R T
ZEBHERINTWS,

INLOERG ., AFNIEMIERIC T A F T RIREEIC 2V F5 b0 LIRS,
BRI AT T8 L L RRRRE 5 L Ao, REM K OB EEIRER S,

EFN OIEFIBFICES BEDRER NI X 3RWERZRH bbh, BEEIELIC
ELTRMERD B, FROBREFROBERIIZ, BEOREL THITTV., BEIR
» BB, FE UAERIOS U BRI & R 2 oEM L EHE L TE
EIRENZE 2TV, BEOCRERISIC L 2BERAREDI 3 BAITIT, BIBKESV
EUHOBRELEOBERAMETT O BDERD B, ~



3. ERPRALEH
RIGEIBRARBE XTIt O B O ARFICEM 21T o - ERBERAEMO SR &
NCER

(F2hi]

QOEBELFRSMAERER (ONO-4538-03/CA209025 ABR) .
mEHFAERERRZ2AT 2HELEES (TX F=7 RA=F=F, VT T7 2=,
RIR=T%) BETCERER S AT 5 E T OIS ORI R B e R E
821 il (AANBE 63 Flaate, AKIBE 410 F), =X ) AXF411H) ZHRIC, =
R Y ARENRE UTAHF 3 mg/kg % 2 BRIRRE CTABRFE L L EOFDERVUE
EWERF L7z, TEHHER Th 22474 (BT, Tos] &), ) (R [95%
BEXM] ) 1%, AFIFET 2500 21.75~NE'] A, =< ) ARFET 19.55 [17.64~
23.06] WATHY, FFI=o Y AR URFHERICEBERERZ R L (N —
R 0.73 [98.52%f5#EKR : 0.57~0.93] . p=0.0018 [J&5! log-rank #&7E] . 201546 H

18 AF—F 0y v47) ,

1.0
0.9+
0.8-
0.7
0.6

4
ﬁ 0.5+

$
0.4~
0.3
0.2
0.1

0'0_"| A T AN) [ L | I R AT T B | T
0 3 6 g 12 16 18 21 24 27 30 33

at riskE $FEF(B)

AEBE 410 389 359 337 305 275 213 133 73 29 3 O
INO)LZEE 411 366 324 287 265 241 187 115 61 20 2 O

1 OS OFRIMITE D Kaplan-Meier Hi#f (ONO-4538-03/CA209025 S}

—A— FHIE
D IARANLAEE




T, BARANIER 63 6] (AFIRE 37 B, =X Y AZEE265)) D OS (PRIE [95%
EHEXR] ) 1%, ARIFET 2737 [23.62~NE] ZH. =<n ) AX#ETNE [NE~NE]

HHTHoTe (~F—FH 1.50 [95%EEX R : 049~4.54] ) .
L HERE U, @A)

1.0
0.94
0.8 ; GO O
0.7 1

e 0.6+ —A— ARIBY
ﬁ 05 ot ""G"" I/\El'jl.\lﬁ
=

e
B

0.4~
0.3
0.2 4
0.1+
0.0 ey : : i

0 3 & 9 12 15 18 21 24 27 30

al risk¥ A+ TFHAE (B)

AHMB 37 37 36 35 35 34 24 16 8 4 0
INOYLABF 26 26 24 24 24 24 20 15 9 3 0

2 AEABAICRIT S 0S OFMMTR: O Kaplan-Meier Hi
(ONO-4538-03/CA209025 #BY)

LA A B



QERLLRIFH MR (ONO-4538-16/CA209214 FER)

{EFRIERIGER OEITHESU B O WA B IS BE 1,096 §] (AAANBRE
72 flEEte, A AT (RETHEERZ) A CUT, FEl+A ) A<T) &0
Do) PRESS0 B, R=F=TRES546 ) BRI, A=F=TE2RBLLTEF+IE
Y A= T OEERORLME L RE L, TEFMBEE TH 5 International MetastaticRCC
Database Consortium (AT, TIMDC| &5, ) U X7 5% O Intermediate & T Poor U
A7 DBE FEI+A Y AwTH#H25H, A=F=TF 422 4) 12FB175 0S (FRE

[95%fEMEXR] ) X, AF+A ) LA<T7HT NE [28.16~NE] W H, R=F=7%
T 25.95 [22.08~NE] ZATHY ., FAH+A vV A= TR =F = THITH LKEHE
HICHABRERE TR L (N — FH 0.63 [99.8% XM : 0.44~0.89] . p<0.0001 [/&
B Jog-rank #R%E] . 2017FE8ATBT—F Ay bE7)

*1 : BHiRRIC AT A 2 HRIEOIRRERZVWAE, L. UToBRIINZBRECIED R,
FELOBRTRRBME N LT | MEOMMUINEMEIRE (2L, MENEEMEERT
(BIF. [VEGE) &\~5, ) Xi% VEGF BAGEMEN L LIEAER ] RIBTSh, hofff
ISR BRI OB R E S B 6 0 A U EIRBRICES L8 E
%2 : 2K 3mglkg (KE) &4 E) Av Img/kg ((RE) %[ B 3 BEAMET 4 BIARIE Lk,
AH 3 mg/kg (AE) % 2 BRMRCABERELL, SFRARERIEV TR, AR 2RMICRE
L. 4 E) AvTIRARORERT 1S 30 HLULORBEEZ BV THREZBA L,
*3: LT OO~@DWTIUT HEEY LRV MEAITIE Favorable Y 227, 1 Xi 2 BB 2 THBAITX
Intermediate ¥ A7, 3B L L2 THEICIX Poot V R & STz,
OB HHE L BB S T bARBRO J|AEA BRI T 1 FK. @Karnofsky —fRUIREE 80%:3R1.
@~ B BV ENEEE TIRRE, ORERDOLI LY 7 MER 10 mg/dl 28% 5, ©fF REREH
HUEE EREB2 5, @N/IMTENEIEE LIREB L5

10 e ) |

By, - -
0.4 o T
- e
0.8 Sy 1y i S
* g T e,
; = T, \xﬁ_
N L3 o
= 06 e . " I
""'.-.__ |
0.5 “mwtaa—— s 5
S
5 0.4 |
|
2 o
& — R g A s
o2 R T S ]
- ]
0t
@) 1 b en, i e N == 1 F
o 3 [ o 12 5 18 21 2% a2l ia an
ot att Sasrwrv dl (A tRiw g
FH+/ L =78 azn 369 ara 34 a3z ERY:] o0 /) 19 a“ 2 <]
F=F=78 sz 85 352 s 288 i ] 225 17 an Ha ¥ 0

X3 OS DOFHEITRFD Kaplan-Meier Bi#R (ONO-4538-16/CA209214 3Bk}
fRATo @M E ; Intermediate & T} Poor U 27 BE
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¥, EREFESIEARE (ONO-4538-16/CA209214 RER) 128V T, IMDC Y 22
533EA Favorable V 2 7 O BEFIXEEFMMEEB OBITRRER L Shizholk, BERA
BIZEA AN DIV Favorable Y 27 DREDT —HICE &, BB Z21To72
ER. AF+HA Y A THLEBR L TA=SF =R CRERBRRMEONLTWS (T
&),

o
0.9 e Pt

. e == -
08 : 4
0.7 ;
06

05

Probabiiity of Overall Survival

¢

0.2 — KM Y A
_____ CAmf TN
01 SRR T

[
E
[

T e e L R e A "r"'"_""""_'.l
o 3 6 9 12 15 18 21 24 27 30 13
Overal Survival (Maonths)

FA+A I AT 124 1200 116 1N 1086 104 98 78 27 2 0

=== 124 119 AL n7 114 110 109 104 84 32 3 o

K4 OS DOHREIMEHR D Kaplan-Meier Hi## (ONO0-4538-16/CA209214 RAE)
fELT 2B : Favorable ) X 7 B¥E



[Z&it]
OEBEILRFEMABRAER (ONO-4538-03/CA2090253X5R)

BAEBRIIAKIRE 397/406 B (97.8%) . =~V LRFF 386/397 ] (97.2%) IZEEYD
b, RRI L ORRBHRBIEBE TE RVWEEFERIIAFIRE 319/406 B (78.6%) . =~
) A AR 349/397 Bl (87.9%) IR biic, WTN DB THRERN 5% LU LORIE
HAIXTROLEBY ThoTz,

£1 WThhAOBE CRIERN 5%IUELDORIVER (ONO-4538-03/CA209025 BAEY)

e B (%)
SRR A TRV IR

%ﬁfDRA/J 18.0) oy 27

e £ Grade Grade 3-4 Grade 5 % Grade Grade 3-4 Grade 5

2EBIEA 319 (78.6) 76 (13.7) 0 349 (87.9) 145 (36.5) 2(0.5)
MR LY »REE

#ifn 32(7.9) 7(1.7) 0 94 (23.7) 31(7.8) 0
MY IRRE

BRI EEIE T RE 24(5.9) 1(02) 0 2(0.5) 0 0
B BRE

EF4 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

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

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

g 24 (5.9) 0 0 36(9.1) 1(0.3) 0
—i% - 2HFEER L UCREBLORE

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

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

FEOLRIE 112.7) 0 0 75 (18.9) 12 (3.0) 0

SRAHVEVRIE 17 (42) 0 0 56 (14.1) 2(0.5) 0

FEB 34 (8.4) 0 0 37(9.3) 2(0.5) 0
BRRE .

mA = VAT r— A 1(0.2) 1(02) 0 24 (6.0) 1(0.3) 0

7 v7F =28 27(6.7) 1(02) 0 33(8.3) 0 0

FERD 19 (4.7) 1(02) 0 29(7.3) 1(0.3) 0
Rits L USRS

2L RTu—VnE 2(0.5) 0 0 29 (7.3) 0 0

B g 9(22) 5(12) 0 46 (11.6) 15 (3.8) 0

BNV Z VY FlE 5(12) 0 0 64 (16.1) 20 (5.0) 0

BHBIR 48 (11.8) 2(0.5) 0 82 (20.7) 4(1.0) 0
FERAR L URAHRES

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

A 23(5.7) 0 0 5(1.3) 0 0
HREEE

REAR Qe 0 0 51(12.8) 0 0

41 24(5.9) 0 . 0 19 (4.8) 1(0.3) 0
FRIRER, HAENE K ORI

L3 36 (8.9) 0 0 77(19.4) 00 0

PO, PR 30 (7.4) 3007 0 51(12.8) 2(0.5) 0

SHim 3(0.7) 0 0 41(10.3) 0 0

tiigge 16 (3.9) 6(1.5) 0 58 (14.6) 11 (2.8) 0
BB LUK THEES

SEHRE 4% 12 (3.0) 0 0 20 (5.0) 0 0

Jid] )7 26 (6.4) 0 0 33(8.3) 0 0

FE - RERFMERSIEGR 4(L0) 0 0 22(5.5) 0 0

% 5 FAE 57 (14.0) 0 0 39 (9.8) 0 0

b3 41(10.1) 2 (0.5} 0 79 (19.9) 3(0.8) 0

2B, MEMEMEAR 196 (4.7%) . Bk 16 (02%) . HEESRMERIE/ I 4/ 3F—56



B (13.8%) . KEBZK - EEOTHI 106 (2.5%) . 1 BUEERIE 1 61 (0.2%) . AFH8RERE
Eix 46 B (11.3%) . FFoe 161 (0.2%) . FOIRIBEREERESE 34§ (8.4%) . #HHREESE 55
Bl (13.5%) . BHEEEE (RAETEEERRE) 28 #1 (6.9%) . BIBHEREE 6 6
(1.5%) . infusion reaction 21 5 (5.2%) . EHEDEMKEE 4 #1 (1.0%) . TEEHE
BEE 2 f] (0.5%) . BER 18] (02%) BRUSESER 16 (02%) B@BHbhi, E
7o, ERERFESE, DR, MM/ MRIBO HEERBER. IR - BEIEAR K O'Fh IR 2 22
BIEIZRER®D b h o fz, ARWERARFRLIEESR (BAREEAEZED) 28
DR EZ T,

Q@ EERILFFMIEAB (ONO-4538-16/CA2092147%H)

HEERIIARR+A Y L~ TEE 544/547 $1(99.5%) \ A =F =7 FE 532/535 1] (99.4%)
KRHLN, BRELOHRBRPEETERVWEATHERIIAF+ ALY A= TR
509/547 B (93.1%) . A=F =78 521/535 il (97.4%) WTRD bz, WThIDOR
THREEN %A LORIERIXITROLEY Tholz,

2 WThIOBECHRERY 5% EORIER (ONO-4538-16/CA209214 )

= fHEE )
Hig:’“’ T TN A=F=7W
(MedDRAT ver 20.0) 541 9 535
# Gmde  Orade 34 Crardes § 4 Oradn Gl 3o Oeads 5
ArERE H9ELI 250 (44T ] SN (974) E[E24)  F( o4)
NFER LY RN
#Hifn 34( 62) 2( 04) 0 83(155) 24( 495) 0
Al Rk AE 1( 02) 0 0 30( 56) 3( 06) 0
FFPERBAE 3( 05) 1( 02) 0 69(129) 32( 6.0) 0
/N FE 2( 04) 0 0 95(178) 25( 4.7) 0
WL R
BB #RER A 28( 51  11( 20) 0 0 0 0
R AR T E 59(108)  2( 04) 0 12( 22) 0 0
FREHEETE 85(155)  2( 04) 0 134(250) 1( 02) 0
HIBREE
e 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
LHEER 9( 16) 0 0 30( 5.6) 0 0
=5 35( 6.4) 0 0 39( 13) 0 0
TH 145(265) 21( 3.8) 0 % 278(520) 28( 52) 0
AR 31( 57) 0 0 32( 6.0) 0 0
HILRR , 15( 2.7) 0 0 96 (17.9) 0 0
33 y 3( 05) 0o 0 27( 5.0) 0 0
BREYRIERR 6( 11) 1( 02) 0 55(10.3) 0 0
Bl 109(19.9) 8( 15) 0 202(37.8) 6( 11) 0
A% 23( 42) 0 0 149(27.9) 14( 26) 0
nEnt 59(108)  4( 0.7) 0 110(20.6) 10( 1.9) ]
—f% - 2EEEFRE LUREHMORTE
ST E 72(132) 8( 15) 0 91(17.0) 12( 22) 0
et 202(36.9) 23( 42) 0 264(49.3)  49( 9.2) 0
KD RIE 13( 24) 0 0 152(284) 14( 26) 0
Fxiteare | 25( 46)  1( 02) 0 29( 5.4) 0 0
R 79(144)  2( 04) 0 33( 62) 1( 02) 0
HRIRE
ALT 3/ 60 (11.0)  27( 4.9) 0 50( 93) 8( 15) 0
727 —EHEm 71(13.0)  31( 5.7) 0 410 77 17( 32) 0
AST 3/ 58(106) 19( 3.5) 0 491 92) 7( L3) 0
M7 V7 =8 35( 6.4) 1( 02) 0 350 65) 2( 04) 0
1 AP ER R BRI A V£ SN 11( 2.0) 0 0 30( 56) 0 0

' 9



g (%)

BERIALT FRTACT b TR A=FoTE
%ﬁ?DRA/J 200) 470} 335§ —
e % Grade _ Grade3-4 _ Grade5 % Grade  Grade3-d _ Grade$
U 3—FHEm 90(165)  56(10.2) 0 58(108)  35( 65) 0
SFhEREER D 3( 05) 1( 02) 0 40( 7.5)  23( 43) 0
i v 2 4 0.7) 1( 02) 0 73(136) 36( 67) 0
R EHD 18( 3.3) 0 0 28( 52) i} 0
A i Bk ER D 6( 1.1) 0 0 400 75 11 21 0
Rt L URERS
L bE 28( 51)  8( 15) 0 10( 19) 0 0
AERBIR 75(13.7) 7( 13) 0 133(249) 5( 09) 0
HEBRB LUK SEREE
Ra 76 (13.9) 5( 09) 0 39( 7.3) 0 0
PR 49( 9.0) 1 05) 0 26( 4.9) 0 0
L) 17¢ 31) L 02) 0 36( 67 1( 02) 0
THREREE
ERRET 31( 57) 0 0 179(335)  1i 02) 0
BER . 53( 97)  4( 0.7) 0 65 (12.1) 1{ 02) 0
FER R, KaThEs L UWEHRREE
L7308 45( 82) 0 0 31( 5.8) 0 0
e % PR e I 57) 1( 02) 0 33( 62) 2( 04) 0
SHiM 0 0 0 55(10.3) 3( 06) 0
fifgise 32( 59) 6( 11) 0 0 0 0
BEEB LU TGRS
BERR 40( 73) 0 0 46( 8.6) 0 0
EEEA 0 0 0 29( 54) 0 0
FE - RERRAETSERN 5( 09) 0 0 231(432) 490 92) 0
% D FEE 154(282) 3( 05) 0 49( 9.2) 0
Rz 118(21.6)  8( 15) 0 67 (12.5) 0 0
BEREBRE B 50( 91) 8( 15) 0 22( 41)  I{ 02) 0
BEER, 2( 04) 0 0 27( 5.0) 0 0
HERE 0 0 0 43( 8.0) 0 0
i FREE
5 1 i 12( 22)  4( 07) 0 216 (404)  85(159) 0

B, AR+A ) A TRICBW T, MRS 136 il (24.9%) . AFHEREREE 98 i

(17.9%) . FIRBREREREE 147 61 (26.9%) . BHEREREE 46 ] (8.4%) . BIEMERIR
356 (6.4%) . K%K - EEDO TR 36 B (6.6%) . EEDOKBEREE 20 # (3.7%) .
TEAERERE 24 41 (4.4%) . BIRHAEESE 3241 (5.9%) . 1 ZHERIE 5 61 (0.9%) .
FEg 781 (1.3%) . EFEFHESAE 1 6] (02%) . s - #IR% 2 i (0.4%) . infusion
reaction 22 1 (4.0%) . 5 & 5 % 2 ] (0.4%) . D% 16 (0.2%) | 4 2 6 (0.4%) .
AR RARAE/ X A3 F—102 i (18.6%) . FF&K 761 (1.3%) KUERIRMRZERIE 2 )

(0.4%) BRBD BT, Tz, KRB M/IMRIBDHEEIDR R CBEMERERIITB D BN
Binotz, REWERARRRRIIEEESR BRREERELZED) 230EHERET
R
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(A - Aiit]
AHOBEREYEREESAZFIRALEY I 2b—va iz i b, &5 3 mgkg (B
) X240 mg % 2 WREIFR TR E LIZBEOAF OB RESRI Shiz, O/
B OAK 240 mg 2 E LEZBROBRBERIL, AA 3mgkeg 25 LIZBROMER & gk
LTHEZTTETRAERELOD, BAABZFCBVWTIASESERENLTWDLA
% - R (10mgkg % 2 ARIERTHRE) THRFAZHRE LZBEOWER L ik L TEE
BRTETFRHESNE (TR), M2 T, BROBEICRBIT 557 —F I ES5& , AH| 3mg/kg
(RE) Xid 240 mg % 2 BREIRIRR CHRE LZBOFR OBRER L FMEIIREMN L
OEEZRINT IEBERIGE T AMEEI L., YKEEIC OV TRFNIThILERER,
FRORE - AEOMTAMERVEZEMEICHRRZR IRV E FRISh -, £/ B
WIaB BB BT A7 = ITESE, KAl 3mgkg X% 240mg & A vV A< 1 mgkg
% 3 AEERECERE LEEOAROBRER L L2t L 0RREL RGN 2MEBESET
B E N, YZEEIZOW TR Thbh R, EROME - AROMcLalt
WCHHMERZERII RV E TFRIS L,
#£3 EMOBBBBELT 2 —5

- A Cmax Cumind14 Cavgdi4 Conaxss Crin,ss Coavgss
(ng/mL) (ug/mL) (pg/mL) (ug/mL) (ug/mL) (ng/mL)
S kziQ2N] (35.52?'*?0.8) (10.17(,5'264.5) (17.21‘,1':3.9) (75.1){3171) (27.612,-;07) (42.717.'$27)
e (51712,'103) (15.22?;54.6) (25.31‘.1'417.3) (10;.5 354) (41?57,11;58) (62.11(,)9187)
10 mg/kg Q2W (14;?;19) (51.62T'$9.2) (79..9(2'?14) (33?,95832) (182,1 LR (233.7286) :

FRAE (5%, DSdL). QW : 2B MMM, Coex : DI 5% DB OB TR, Coinais : BIBIEL 58 14
B BB 2 RIEMTE PR, Cagis: FIERE%148 B COEEMBHRE, Cuss : EFIREBICR
AR E B PR, Cuine | EHRIBICIT A REMBETRE. Cogs | ERRBICRT 5 FHMmEH
V33 '

iz, AR ORBEAEYBBET N ZRALEY I 2 b—va VT iV AH 480 mg
% 4 BB TR AR O Rk - Al o E L ZEBEoAR o miE PR E SR
S, FORER. AH 480 mg % 4 BEER TR S LEBEOEFEREBIZIS T 5 FH M
BHRE CAT. [Cagsl EVV9,) 1, AF 240 mg % 2 BRI THRE LT2ERED Cavges
LEET A LTRSS (TH), £z, KK 480mg % 4 BREBBTRE LZBEOESR
RiBICBIT2REMETRE AT, [Cunxsl £V9,) 1X. &4l 240 mg % 2 BRERHIFE
THRE UTBED Cuaxss LB L TREZ T T EFREIESNZbOD, BAABEITBNT
AEMENHERISNLTWSHE - R (omgke % 2 BRRERTHRE) THAHIZ&RE L
BED Cumaxss & B L TIEMEZRTEFRESNEZ (TR, M2 T, BROBEIZE TS
F—HicESE, AH 3mygke (KE) F72i%240mg % 2 BRI, & L < 1Z4%) 480
mg % 4 ARERTRE LEROARR OBERE L AHEII L e & OBEZRNT
BERGEFAVIBESN., YHBEEIC OV TR TR, LEoRE - Bl
DR TANEROLZEMICHAERER IRV L FRIS .,

1l



4 AWOBBMEAD £ — 2

B - R Crmax Crind2g Cavga2s Comaxss Cormin,ss Cavgss
(ng/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (pg/mL)
SRl 02N (35.52f.’760.8) ( 16.25?f0.3) (21.323'23.9) (75.11{3171) (27?12,'}07). (42.717,'§27)
2 g vy (51.712,'103) (23.3::'539.0) (30.‘2.20.9) (10;.5 354) (41?57,.:1;58) (62.11(,]9187)
480 mg Q4W (10%07) (15.25?'17.4) (37.?)3,..;)4.8) (14§,1 33_6) (27:,51,'137) (62.11(.]9187)
10mgks QW | (146207) | (a6, 132) (10;,1 1) (323?225) (mi,1 o (236, 2772__

RAE (5%, B5%8) . Q2W : 2RI, QAW : 4BRIRHIME. Cuma : 7B 55 o B de il P B |

Cuminazs : FIRIX 528 B BT3B 3 BARMIFEFIREE, Covpars : FIEIREH28 A B £ COFHMIBEPIRE,

Craxss : JERIRIBIZI T 5 BB MIEFIRE, Coins 1 EERIBITHIT 2 RIRMEPEE . Cogs : ERIREE
B BB s PRE
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4, HERIZOWT

(L SPREER AR O RIS YIS R BE XU LB O B B I E A 2 BA1ITiT. &R
ik b LCHEARENE (2FFRE) SBEONTVAZ b, YRMmE L EIICE
MTEABRTHIVERDD, £OLT, BEELY A7 EFHEHE (RMP) ITESE,
A D EIK AR EMERIEE ~DOW HEH 5 5 B Higk Th o T, AA DR EHEE2 A
EEZDH - BEL, FAFOBRE LV EREREWEREZRRALLERICHIST 5 Z & PKE
27, UTOO~@DTRTEMAZTHERICBWTERT2ETH S,

@ MRz oVWT ,

@1 FEDO (1) ~ B) DVThILEYTIEETHIZ &,

(1) EAEBBREIEET S8 ADFEELARRS EREFRD A BREEL IR,
IS A RS ROEHEHL R, HURH AR ERRE 2 &)

(2) FrEHRERRT

(3) FEFRMENIEET B RADFERER (BADREREREERB. 2°ABRER
BHRBE. BSARRREEHERET LK)

(4) ARACFRERZRE L, ASRCEREME 1 IS CFRIENEA 2 Ofsk
AR B B EIT > TV 5 HERR

(5) MEMEEALS EEME O AR S BHEIT > TV 2R

@-2 BB OLRRIER CBIE AR OS5 2500k & R 2RO ER (T
ROVWTNPITHEL T EER) 23, YEERAOARICET 2 IBROEESE & L TEE
ENTWVWBHZ &,

&

o  EffiteFEEE 2 FONMTHERET LIZRIT 5 FULORABROBERIHES:
TFoTWAZ L, 556, 24EN bk, DAEYEELZ XL LBREREOWEL
TToTWABIZ L,

. EEREEUEE 2 EONMBIEZET LI%ic 4 F5_E O MR O BHRTHE |
BT THED . 5 b, 2 E5Eik, BN R A MR ST R AR O BER
THEZIT->TWBZ &, J

@ BENOERRFHEROEKMIZONT

EERLFRERICAFTTIEEENRES L, RELENLOFRED, AR
SWEILHEROFRR VEMS T 2 HHREML, AEFRPBE LLHEORE
%, EREPITITONSEHBESTHRDEZ L,
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® EBMERA~DHRIZHOVT
@-1 MERRERICEE T 2 BEH

FEMEMRBSOERZBEMERNRRKA LRIT, 24 BHEZDREH O T, YiZiak X
FREEERERR IR\ C, B UBIERICIE U T ABREER O CT £0RWER DB &%
BER2RBEOHERP Y BPICELN. ELICHIGFIRERERINE-TWD 2 L,

@-2 ERREWRHICL 3 AFHSMGICHET 2 E]:

BABRICEDSFEANRARRCEREEZA T IEREFENBIERT=2V 7
EEORERORI ) —= v T RITOVERE L FREZIEAF TE 55— AERRKHINE
HENRTWAZ L, 2B, BHEHICOWT, BALBRE L ZOFKICHHICAESNT
AV-RalPN

@-3 BIERORBERAITEL T
BIER (MEMMERICM X, EEMEAE., Uik, k. BEEHRARE, KBk,

MER, BEEOTH, 15ERA. BUEFE, AL, IFgeEE. L. Eeikmg
%, FORIRMEEREE . TEABERES. WwREE., BES. BIBES. M, EEOR
WL, FIRMARZERSE, infusion reaction, EM 2 MKMEE, MERARIEMREEE, k.
BEe, MEORIERIG, BRIREME. DEEE (DEME) - RIR - OEEHIES) |
M, MWA%) ox LT, YR ULEBERBBORME 243 5 EAD & B
L BIEAOZERRINICE L CTHERVXEZZIT OhAEHIcHE L), BEbIT
HE 72BN TE HFHIBESTNEZ L,
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5. REXRNBRLRDBE
[A%hikizBE 5 5 FH]
O TROBFCBWTAAOESDEPRIES L TVD,

o MEFAEMEEREETANEMERER TXvF=7, A=F=7, Y77
=T NS R=TE) AR CFREREE AT HRBUIRTRESIIEBAED
BAEmRE (RAERRE)

o (bEERERIERIAREDIMDC Y R 7 45¥H Intermediate X iZPoor V) 2 7 &V DIRIEY)
RIS OBMERE () AvT LofARS)

@ TRICHKYTIREICHTIFAFORERMERAFEC SN TIX, FAOFZE
BHLENTELT., FRORENR LR,
o [LEREBERERBERCY A MU A VR OZOREREEE T L BE KT
B AK|IHME G
*  IiRRmBRE.

G2 EpxitFSMAARER (ONO-4538-16/CA209214 RBR) 1BV T, UTFOO~@®DWVFHIZ bi%Y L7z
VWA Favorable U 22, 1 X412 HE 277541212 Intermediate V) X7, 3EB U L& THRE
121X Poor UV X7 & &hiz, (6 _—VBR)

BN & U S TH b ARBROBEERBINIT £ T 1 kM
Kamnofsky —fBIRRB 80%K
~NESE U ENEEE T RER

WEBRO IS T AMEN 10 mg/dl 4825
FFHREREPEEE LREBE LD
MRS ETEE FRREB X D

POOOOB
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[ZeHicBET 2 %FHE]

O TREESETIBEFLCOVWTIIAFORERERL SNTVDE I b, REETT

bianz e,

«  AHIORSTR LBEUEDEERD H 5 BE

@ BEEOFHICIB VT TRICEY T 2 BFIZ WL, AFloREFHREI LWV
2, OBEBIRER VB RICIRY , HEILAKEERTZ L 2BETE 5,

o MEMRBEOSHUIBHEDSH S BE
c e MERRE CHERE LR 2 BE R OTEBIEO B BRI IR Yk At %
FZOMCIIEERLRH b 5 BE
HRARRABOSH. XTBMHENLRE L RERED B ERERBORERED

bHoBE

+ REBEE (GhBMBREZE) 0bsEE
s REOBBRXIIBEFEEATIRE
*  Karnofsky Performance Status 70%:i %2 0 BHE

(52) g senofiky Performance Status (PS)

Score

EE

EXROEBETRE, WHRILERRLER,

100

ER, KRBT 2BEOHFZ B2\, BRIERZ L,

90

BOERRIER I35 525, ERTEERIE

80

272 Y BRARAERS B 523, BAH L CER OEB) e

HBT 5 LIIAARE, HETEFCEC, F
BT LA LEAANNRERRIZLEZLOTHD,
Bx RREONBEVLELTS,

70

BLBFOMEFITE S8, EXOREE - HE+5 2
LIIRTTER -

60

BRWCHBERILITESN, LXLENBRLE

50

PR ER L B#E IV EHNRERTANLE

FOEYDOZLEASTTE R, BRHBW
SFRREOE#R L AEORELLNEL T2, KA
BEEITHEITL TV AN B 5,

40

B, BURERR I UEEFLE

30

2LLBT T, AEBBERENERZE LEEo TRy

20

R ICEE, ABRSBETHEAN RS LE

10

FEHAN B - TW D

| 3
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6. BEITPRL THETNEHE

@ WMACES ML BERFEES P RET 2 RS ICE S AR ORER USEIERE
RADOEDIc LB EREHSCEFE L TOLERT S I L,

@ JREBSICEST D, BEXIIZ OFRICEPER EREL +OBA L. AEZR
ThbokEToH L,

® FEARBEMERD<RY ALY MTONT

REMEMERNH b d I L RHHDT, KFDOREICH oo Tk, BRKLE
W (EUREREE, Wk, IS ORMEREUINE X RREOCEES ., MEL+5o
ATH Tk, Eie, BEICRUTHEE CT. MiE~—7—%0RELEHETS
|

AR O EIZEE D infusion reaction Llﬁifﬁﬁﬂﬁkl+ﬁf£ﬂ}ﬁﬁ DTE DY
T ECRHtRT 5 Z &, 7.2 B B LAREOAAHR 55712 infusion reaction
BHobbNd L bdHdDT, AFREFRUVAFREK TRIZ A I VTA
VERBEIET 5%, BEOREBE+OICHET 52 L, 2RI, infusionreaction &
R L BAIIE. 2 TOBERVERBER2CEET S L TREL +OEE

ﬁ‘élko \

FORBSEEREE, TRAMEREERVRITREERSHbPND ZLBHH DT,
A D 2 5B AR R O S AR i3 B HIAIC N I RERR A (TSHL. 2R T3,
8t T4, ACTH, I aLFY —VES0RE) 2ERT D&,
AENOBEEIC LY BEORERMCERT S L5 2 bhatkx RRBORR
RhHbbhdZtibsd, BENEDONEHRAICIE, BRLULEFRIE UL
BNk L RBR A B O ER L L CEYIRERNBET 2TV BE DR
KIS & 3 BWEA R RDLIL 5 /A, FFOREEHIE, RORIBEES
NEVRIOBREEYEETAZ L, 2B, BIBREFSNVELOREITLYBIE
FHOBENRED LNRVEAITIE, BIRRERNVE S 055 itk oEm
LEET 5.

BERTHR. BORR»LED ARB L THLEWERRRET I B3b 27D,
AR OB ERTHRICHBERORBICHDCERT 5.

1 BUpE RS (B 1 BRUBERF 2 at) bbb, BERFEES TV F—T R
KEAZLRHZOT, AB. B, BEHEOEROFHCMEHD EFIZT
SEBTHZ L, 1 BERRARDNL-BAICITRSEZHIEL, A2 ) VB
ROBRELDOBEIRWBEITO Z &,

BIFERTS . FFARE, FFHEeEREE, T, BLHBERRHbbh2 Z LB D
DT, EHHICFREREZITV., BEOREEZHLICBE TS L,

@ AFOEKRRBICIHVT, LEFREFAREE ICRT 2 HAIRE TR ERE D
5 1ERITSAMI L., (LHRERBEBEICK TS VY A= 7HARETIR
BEBMGES 1ERITAMIE (FREIT 12 BE%) CAIEOFMZIT- T
e b ERBEIC, AFRERIXIEHNICERRE CHROMBREZITI Z &,
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R
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:

Bl EREET A KT A v
=R~ (GEETHEER)

(BR7e4 : A7V —REHEE 20 mg, F7P—REHEE 100 mg, F7/P—
RAFEEE 120 mg, F 7P —F AL 240 mg)

~HHREEIOF Y N~

YRt 2 944 H (Ffn241 1 A%ET)
B A S fihE



Bk

XU ®IT .

RENDOFEH, FRBF

e PR R AR

HEFRIZ DU T
BEMBLIRHBE
RECELTERTR&FH

SR W=

P2

P4
P7
P9
P12



1. IT»IC

EELOFLNE - REMEDORERDT-DITIX, R LEZRZESWEBERFERERD
bbb, EHIT, EEOREFTOERIZL Y., FUFEESZ EOEFRZRITHAERE
FERLPABINIFT, INOLOERRPHEICLBERBEICREET S Z L ERED
BRMIL 2o TR BREMBGEE LEOREASE 2016 CERL 28 4 6 A 2 HEBERE)
TEBWTYH, EFMERREZOEROREMHEEZRLZLE EhTVS,

FRERBFEER L, RBERACEEE T 7 7 A VHRBEFEOERMR LA LNICE
RBIENDD, ZDH, AIMRVLZEMICET BRI +0EE TS TOR.
UHERSOBRBEZMZIT 2 LBHRINIBBICH L THERATLIE L HIC. BIE
ARRR LB LERREE & 52 L BB —BOEGL M- EREE CHER
THEZLEREETH S,

Lizi3o T, BRFA FFA U Tik, BEREERLINE T/ LA TV S EFRIER -
MZEHRMCESE UTOERLOSERFERAEZHET WAL ONERER, B2
FROBBREREERT,

¥, AHA FTA Uik, MILfTBIEAERGERBSRREHE, ARtEEAREK
BEARIER RS, —MRAEEEA A ARERANBES R O—REFEA B ARLIKRFROWH 0
B EERR LTz,

R L 72 B EKE, 47— ARG 20mg, A7V — R RIRRE 100mg, F7Y
— R AL 120 mg, T 7V —REHEERE 240 mg (—R4L : =
A< (BETFHEERZ))

MNBEHARNIHR - BRIUIEEEOHHRF X U VN E

WHELRARERVOAE  @E., RAZE=R"r<=7 (MEFE#z) & LT, 1 240mg
% 2 EFEERXIX 1 B 480 mg % 4 AERHRECREFHET S, |

B R 56 3 E - NBPIER TEHAH |




2. FHIOKE. ERBF

F7 O — R ETERE 20 mg, FAFHEHE 100 mg, FAREFE 120 mg & O R ARIEFE
240 mg (—fk4 : =A< 7 (BEEEFEBRZ), BT, TAFL LvW),) ik, NEFES
TEHASHL AF Ly 72 EATIVR IV v ¥—X X747 (BMS) #) A
BA% L7-t b PD-1 (Programmed cell death-1) &35 & M 1gG4 £ / 7 v —F A Hifk
Th b,

PD-1 1%, EMAL LY <3k (THIRE, BMIREROTF 275 0% 5 —T M) ROE
BERMIMIC RIS 5 CD28 7 7 XV — (T AIfROIEME/L 2 fiBIAIICIE & RICHIET 54
F#) BT HAZRAETH B, PD-1 IHIFRTMIRICHEE T2 PD-1 Y ¥ F (PD-L1
EUPDL2) E#EA L. VU BRicilEY 7P B L TY B ROFES(LIRE %
BIZME L CW5, PD-1 V4 RidHRBTHRIMC e b ofkx Z2EEAAMRIC IR
LTRY, EMRAMEBEY LR LEEERKICIITS PDL1 OREA L HEDETF
B & ORICADOHBER R H S Z L BB EIN TS (Cancer 2010; 116: 1757-66)
(-, BENRAEARE CIHERRE THMRAELT A ¥ —T = < (FNy)
IZ X - T PD-L1 OEBERFTE I, & LEERARKICKIT 5 PDL1 ORIR LMk D
ATFHIR & ORICIEDHRBBRAH D L OWE S H D (SciTranslMed 2012; 28: 127-37),
&5z, PDL1 ZMHIFER S8 AMIRIE, FBEERN CDS B T MiROMIREE
EMEHEE S5, 5 PD-L1 HAT PD-1 & PD-L1 & OFEAZIAET S L Z0OHAR
EEFEERRIET S Z EMREINTVWD, HEOZ Lo PD-1/PD-1 U T FRERL, 2
AFIRPTRFFRENZ T MR» O OWBREZEMT 2BFO—2L LTEXLRLTY
%,

AFx, KERBOM RN D PD-1 OISR (PD-1 ) Vv FREGHIE) ICRKE L.
PD-1 & PD-1 Y H YV FLORAEAETHZ LTIV, PATRERNZ T MROIE
ML R O AKIREZ 6T B AR EIE M 2 H5R 35 Z & TR EE R &R
TERHRIN TV,

I OMAD S, AFNTEMEEIC T A HT RIBREIC R VED b0 L BfF S,
HHAR D F ) UREREEMNSRE LEBREKRABRELER L, Ak, REERVAR
AR ST,

AFKIOERFICES BEORERIGIC L 2EWERER bbb, BEENIIETIC
EAAREMNRH B, AROBREDROHRERIZIL, BEOBRSL /T, BESR
D BNTEAITIE. BB L ERICS U E M2 mil b 8 2 Ko =R & B LTl
G EMBE ATV, BEDREBRIGC X 3BIERSEDN 2 HAICIE. BIBREHRV
ELROBREEOBERABEEZITOMLERD D,



3. ERERpLEH
BRUIEHBEOHROE DX ) VAR BOARBICTMM 21T - -2 BERR O
B ZRT,

[Fzhik]
®© ERNFEIHARE (ONO-4538-15 FABR)

T BRENBMRBEE T L YR T XFFY (liEFRRL) GIF. T7L
YRV T] LV ),) [WEREIIRNMAEOBER IO HRHFOF Y v
RJERE (ECOG Performance Status0 RN 1) 17 & w812, &K 3 mg/kg % 2 HEHH
R CRIREE L7, EEFMER ThDEMFE (IET IWG criteria (2007) IZE-3< i
HIFBIZ & % complete remission (LAF, [CRJ & V™5 ,) Xid partial remission (EL T, PR]
L5,) OFIR) 1X 75.0% (9SUIEHERM : 47.6~92.7%) Thote, B, FANCHE
E L7 BEIX 200% TH o Tz,

© WA ENHEFEE (CA209205 7AE8) (Lancet Oncol 2016; 17: 1283-94)

B ZEmBHRSHEEITRIC T LY I L 2 1BRE ST - BRXUIES S
OEMEIR Y XY VR fERE (2FR— b B, ECOG Performance Status 0 2 T8 1) 80 #i
ZRRIT, AF) 3mgkg & 2 AHEMBTRABRHE L, FEHHEB THEIEME (K
5T IWG criteria (2007) 1ZE-3< FRYEIZ X D CR UL PR DEIE) 1X66.3% (95%(E
FEIXH : 54.8~76.4%) Tholo, 2B, FRNCRE L7ZBIMEIX 20.0%Th o7z,

(& 4tE]
© EWNZE IHERR (ONO-4538-15 k)
FEFRII2FNCRBD b, KA L ORRBRAEE TERVWAFERL2FICHED
bz, BEEN WU LOBERIITRDOLEEBY ThHoT, ‘
21 BEEN 5% EORER (ONO-4538-15 BB (Z2HARITX BMH)

BEXSE FiE (%)

EARFE 17 1 .

(MedDRA/] ver.18.1) 4 Grade Grade3-4  Grade S

ERIER __17quooam 2 (1LE) 0
MmER LIFY R

i 1 (5.9 1(5.9) 0

U VBRI IE i (5.9 1(5.9) 0
EBIUEKES

FEEE 1(5.9) 0 0
5 IS

ORI REE I T iE 3(17.6) 0 0
BRBEE

b 1(5.9) 0 0

fEf 1(5.9) 0 0

TH# 1(.9) 0 0



FEAKRDE HEE (%)

EAR 17 #il
(MedDRA/J ver.18.1) 4 Grade Grade3-4 Grade S
T Bk 169) 0 0

Bl 1(5.9) 0 0
—i - £HEEER X REIM ORI

% 2 (11.8) 0 0

TESHERAL RS ' 1(5.9) 0 0

Bk 2 (11.8) 0 0

LB 7 (41.2) 0 0

RERE 1(5.9) 0 0
RRYWER X UVE 4 BE

HHE% 1(5.9) 0 0

fbk 1(5.9) 0 0
BHE. PEBLIVLAESIE

EANTHES KIS 1(5.9) 0 0
BRPRARE

e mER Y 1(5.9) 0 0

/R . 1(5.9) 0 0

REEM 1(5.9) 0 0

A M BkEIRA 1(5.9) 0 0
R X USRS

&4 Y v A MIE i 1(5.9) 0 0

&5 NV U AMAE 1(5.9) 1(5.9) 0

RARIER 1(5.9) 0 0
HERRL I USRS

B 1(5.9) 0 0

FHIERE 1(5.9) 0 0

P 2 (11.8) 0 0
HREREE

FEMED T 1(5.9 0 0

BEE 1(5.9) 0 0

K= 2 —m T — i 1(5.9 0 0
PEIR AR, HOERES L UMRERRREE

IR MR R ) 1(5.9 1(5.9) 0

TREORE 1(5.9) 0 0
BB XU TREESE

WiBsE 1(5.9) 0 0

B ESE ' 1(5.9) 0 0

SIERRRZ I/ 1(5.9) 0 0

% 5 FEIE 5(29.4) 0 0

b3 4 (23.5) 0 0

7ed. MVEMERERR 1 6 (5.9%) . SEEHBARE/ I A F—2 Bl (11.8%) | K%k -
HEOTH 16 (5.9%) . FFHEEREE 1 4] (5.9%) . PREBEERESE 3 41 (17.6%) |
PEREEE 3 B (17.6%) KUt infusion reaction 1 5 (5.9%) 2R bhic, Eio, EEMN
|HE, D%, BE, 1 BERA, SN/ OB R, TR, BRERE.
BIRREE, B - Bk, BEEOLMNES, HIROEERE, TEAEHKERS, BAR
VB E 5 BERITED bhrd o Tz, RREARTRNIIEEES (BRAREEER2S
tr) ZEUEMERETT.



@ ¥EHEIEAER (CA209205 RABR)

BEFERIT 238243 B (97.9%) @D L., AF & ODRREEREETXRVWEE
BR1T 1851243 B (76.1%) IZRBH BT, BEREN %LU LDOBIERIXITROLRBY T
HoTr,

#2 FEJEHR 5% EOBIEMA (CA209205 BB) (Al Treated Subjects)

RENKRSE Bl (%)

ERE 243 4

(MedDRA/J ver.18.1) 4 Grade Grade3-4  Grade 5

2EIER 185 (76.1) 48 (19.8) 0
Mg LY > _REE

WP ERBA 13 (5.3) 6 (2.5) 0
N IsEEE

FRIRIERE IR T iE 14 (5.8) 0 0
BERESE

b 14 (5.8) 2(0.8) 0

T 34(14.0)  2(0.8) 0

B 24(9.9) 0 0

IR 19 (7.8) 1(0.4) 0
—f - EEEEL L CREHAORE

S 50 20.6)  2(0.8)

B 21 (8.6) 0 0
BEE, PERICQEAGHE

TN D R 33 (13.6) 1(0.4) 0
BRI

ALT 310 13 (5.3) 7(2.9) 0

AST 3/ 14 (5.8) 5.1 0

U _—EHEn 14 (5.8) 9 (3.7) 0
FERRE LS ARREE

BEE 19 (7.8) 0 0
WREREE

115 14 (5.8) 0 0
BER IR THRES

= 5 EEE 21 (8.6) 0 0

5 28 (11.5) 2(0.8) 0

B, REMMEER 15 6] (6.2%) . BBERARIE/ I 437 —19 f1 (7.8%) . KB
K- BEOTH 6B (2.5%) . AFERREEE 22 41 (9.1%) . FFE 56 (21%) . BRE
BEEEREE 28 Bl (11.5%) . PRHRRES 40 B (16.5%) . BHEEREE 4 51 (1.6%) . fksk -
BEIEZ 1 61 (0.4%) . EEOCKRMEE 3§ (12%) . BIRMSIERLE 1 61 (0.4%) .
infusionreaction 38 #1 (15.6%) . BEZ 2 B (0.8%) KRS E 5 EL 2 F1 (0.8%) HFR®
b, £, EREFHENE., LK, k. 1 BERA, Rt/ MR B,
BIBEER N TEAEREESIIRD b olz, ABERARIRAIZIEEES (BK
REEREZEL) 22DEHERE2TT.



[F - Al
AR O BEREMBEET NV EFA LY T2V a ik, A# 3 mgkg (f&
B) i 240 mg % 2 ARG CIRE LizBoAR o MEF@ESRN S, ZOR
B A 240 mg 25 L BEOBE ML, A% 3 mgkg 285 LI BORE ] &
LTEEEZTTLFHSAEZLOD, BAARBECEVTAFESERSNTVS A
- il (10mgke % 2 BRARRCRE) TARZERE UicBRoWEl & ik U CRE
BRTEPRENE (FE), ML T EROBECRT 57 —# IcE-S5% | A% 3 mg/ke
(fhEE) XUZ 240 mg % 2 ARIEIRCRE LiBEOAR ORER & A IR et
OBE L BT BERST I UNBES L, YR OV TRE BT bIL R,
FRoRE - BROBCAESDERORSEICARRERIIRV EFRIS T,
3 AMOERREAS A — 5

I Fﬁﬁf . m 5 Crnax Cmdu Cnvgd14 Cmss Cmin,ss Cavg,ss
(pg/mL) (pg/mL) (ug/mL) (ug/mL) (ug/mL) (pg/mL)
T 516 16.6 243 113 62.1 776
mglkg Q (35.2,70.8) | (107,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 34.1 159 - 87.8 109
2400mg Q2W | (511 103) | (152,346) | (25.1,47.8) | (102,254) | (415,158) | (62.1,187)
191 61.3 90.8 398 217 278
10 mp/kg Q2W (147,219) | (51.2,79.2) | (79.0,114) | (331,532) (184, 313) (237, 386)

B (S92, 95%/%) . Q2W : 2. Conex : WEHES % DR A MM FRIT. Crinaie 1 PR HR 14
B3 5 RIS TIRE . Copus : DEREZ14A BE CORHMEPRE, Cuns : EHRIBITH
BB MR . Cons © EXRIBICIT 5 BIEMEFBE, Cops : ERRIBICHIT 2 FHMIEF
g

e AR OBEFAEESBETAVEZRA LY I 2 b—Ya L2k D KK 480 mg
% 4 ERIRIR R 5 XIBEAR O R - AR% THRE LBEOARA o MiEH R E R
i, ZORR. A5 480 mg % 4 BRIMR TRE L BROERRRICE T 50
BEREE CLF. (Cagsl EWV9, ) IE, AH 240mg % 2 BREIMIFR TRE LIERD Cavgss
LEUT A ETRENE (FR) o Eiz. A5 480 mg & 4 BERHMR CTRE LcBROE
BREBICEITABREMETRE AT, Coxsl &9, ) 1E, AA 240 mg % 2 B
BTG LT EED Comes &L B L THREZRTETHEINZbOD, BAABEICE
WTARENER I TVWA B - Ak 10mgke 7 2 BREBRTRE) THRAZ&RS
UToBED Cognss & BB L TIEEZRT & FRISHZ (TR) . M T, BHROBEIZE
FAF—HicESx, A& 3mgkg (BFE) F721% 240mg % 2 WEER. &L 13AH
480 mg % 4 BRIFFE CHRE LIZBROARFIORBER L A2MEXITREM L OREZ RN
+TEARBRIGTETABMEEIN, YZEEIZOWTREMTONER, LRRORAME -
kO TANER VESEICHARRER IRV ETRIS I



R4 FROEBBMAT 2 —F

FH%_E . }EB g Crnax Crind28 CAngZﬂ Cmax,ss Cmin,ss Cnvg,ss
(ng/mL) (ug/mL) (pg/mL) (pg/mL) (pg/mL) (ng/mL)
e 51.6 272 31.0 113 62.1 77.6
mg/kg Q (35.2,70.8) | (16.5,40.3) | (212,439) | (75.0,171) | (27.1,107) | (42.1,127)
SE 383 437 159 87.8 109
20mg Q2W | (511 103) | (233.59.0) | (30.8,609) | (102,254) | (415,158) | (62.1,187)
145 297 53.0 216 713, 109
480 mg Q4W (102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) | (27.5,137) | (62.1,187)
193 99.6 116 396 214 275
10mgkg QW | (146 920) | (86.5,132) | (101,148) | (329.525) | (184.303) | (236,377)

HRIE (5%, 95%A) . Q2W : 2IBRIFENR. Q4W : $BRIRIE, Cra - HIEIET-He o 8 ) o

Cminazs : FIEIE 5428 B BITH 1) 2 BEMFEPIRE, Copws: PIER 54280 B £ COFEMiEFHIRE.

Crmaxss : EHIRIBIZB T 2 BB MIBEFEE, Cuns : EFRIBIZET 3 RIEMIEPEE, Cops : EEIREE
[TV B Ly % T B



4. FBRIZOWT
AREML L TEARESE (265 SBEon T3 b, YKHELE
PNCERTEX AR THIVERD D, FD LT, FHOREFEN2BELZ2W - I
EL, AFOREGICL W EELRBAERZHEBR LRI T 2 Z EBNBERTD, T
OO~QD TR TEMIZTHRICBWTHEATIETHD,

@ HERIZ-OWT

@1 FED (1) ~ 5) OWVTNNCEYTHHERTHD Z &,

1) EABMKENEET 208 A BRESILR RS (ﬁiﬁﬁlﬂﬁw%ﬁﬁﬁ%mﬁf 7N
HOIRAS AR FOEHE I AR, USRS ARSI TR &)

(2) FrEHRERRT -

(3) EHEFFRAERIET BB ADREER (3 ADRERRERbE. MNADREE
BARbE. BABFESEHEERTR )

&) ARALFRIERZRE L. ARCEREME 1 IGISSRAEARRIENSE 2 ORELE
WCER B B EIT > TV B HER

(5) FEMEEAQS EERMEORBRELEIR D BHETT> TV SR

D2 HREFTE L) Vo WE DR ORIVE R BB ORI 45 7 ik & %
B 3 B oER (FROVFRNCHKY T 5 ER) 25, UBHR O AMIC BT 51RO
EEELLTERBEIILTWSEZ L,

*

. E%ﬁ&mﬁ&zmwm%ﬁw%VTbtﬁ 5 FEL_EDR AIERORRTHE
FoTWBZ L, 5h, 24 T, DAEMKRELE L LEBRREREFZOWEL
fToTNWAZ &,

o ERfitFERES 2 EONMTHERET L-RIZ 4 FUEOBEKREREEL TV D
k., 96, 3FMUER, Y i SR FEME R O A% A SRS & B e B R MLV 22 D FFE
FIT-oTWAZ &,

@ BRRHOERRBNRETROERIZOVT

EEREHERIIHETTIELESRB S, NEAENLOBRED, AL - &K
SMEELHIEROEER CEMS T 5 FRIZE, AFFRBRRELZHEORE
B, SENFECHIITON D BFHIBE-TWE T L,




@ BUMEA~OHMBITONT
®-1 HERR el T B9 5 B

FIEMMRBZEOEERBERNRA LIZBIC, 24 FEZERES O T, YUkEiRX
IEEEERR IRV T, BHR LEZEERICS CTAREERR DV CT £0RIER OERN %
FERBREOKRNY BRI/ LN, EbLICHIGHEREHNE-STHDZ &,

@-2 EFREFHICL2AFWRNICETAES

NABRICED AN RARERVEEEZAT2EREEERBERE=F V7
EEDEERORAZ Y —= 0 T RITWERE L FR LT TE 55— AEBREKHIHE
BERTWBZ L, 28, BHEEAFICOVNT, BABRE L FOFRICTHHICAMENT
WwWaz ek,

®-3 BIERA ORI LT

BIVER (FEMEMRERICINZ, BEFHENE. LHK, HE, BREHRAE. KIBKX.
MNE%. BEOTH. | BUERA. BEFEX. e, FFgEESs, ffe. E{ekiRg
&, FURIREERES . TEABEES, WwREE, BEE, BIRES. Mk, EEOR
WFEE, FFRMmieZERAE, infusion reaction, EM 2 MKEE, mMERERIEMRERE, .
RESS, WMEE DRBEEIL, BRIREME, LRESE (UDEME) - IR - DEEEIANHEE) |
JEFE M, MALLE) (o LT, YR UL E RSB oMM 2 H 4 5 [EAf & 8
L BIEAORERCRNCE L THERUXELZZIT oN25&HBICHD L), ELIC
BE 72BN TE 2HHIPE-oTND I L,

10



5. BREXNRLRHBE

[Fxhikic B+ 5 HIE] :
D BRELHMEBER T L oY F o< T ICERE X IARAME O BRI 8E

OERPRSF Y VABREICBOTEARIOEIENTENLTWS,

TRICEY T 2 BE T 2 ARF ORE R ERTIEIC 2V TIR, AFRIOREE
PRELENTELT . FHIORENRE 2LV,

o ALERERIGROBE

o MOTEMEREAN AL TRESNDBE

[ZeHizB7T 2 BH]

@

FRICEYTIREFICOVWTIHARORENERL SN TWVWBZ b, BEZT
birnwz e,
o ARFIORSITH LIBBUEDBEERD H 5 BE

BRAIOTFMMICB VT TRRICEY T2 BEF IO VT, AROBRFIFHR I 20

D, MOIBERIE S 2 WFEICRY . HEICAKEERT L E&ZETE S,

o MEMEMRBOAHIIEEDCH L BE

o MEEBRRE CHEE LR 2 BE R UTEEMEO HSH IR <Rk i &
LM REEELR L LN 5 BE ~-

«  BAERERBOSH. UTBHERNLRE L IXERED B ERERBOEERD
hHBRE

« WBBEE (GEhMBEEZEt) 0bRE

s BEORBRIREEZETLRE

»  ECOG Performance Status 3-4 &0 D@

(ED  ECOG ? Performance Status (PS)

T
Score

fit

0

2 MR EBHTE 5, ERATLFAL R EEENHRRIITLS,

RERCB L WEBNIRIREN 525, HITART, BIEERLE > TOERIITI 2B TE D,
Bl VR, HE{ERE

N o=

BATREETH R OHPEY O Z L 3T TAREERERRI TE 2V, B0 50%UALEF~y FATEI S,

w

BONTCESDFOEIY DI & LMTERY, BRD 50%ULEZRy FARFTIRTT,

BN

£ BTV, HODHDOEY O L322 TEARY, BRIy FARF TR T,

I




6. BEIIBRLTHETRETH

O WIXEZITNZ, BLERTEREE NIRRT 2 ERHEICE S S AF DR R WS IESRE
RAOEDITHBERERZ +DICEBEL THLERTZZ L,

TREBRIAICESL D, BREXITEORRICADERVERIEZ+oHA L. ABEE
ThoRE5ETHZ L,

ERBWEAD<FX VA MZoNT

@

®

BEEMRER S bbDZ L B3H DT, KFOREICH - Tix, BHE
W (PRI REE, ik, FEE) ORRBRUIE X #REOCERES, g2+
WATH 2 &, Fe, REZGUTHEE CT. E~—V—SOREZEET
L

AR OB EIXEED infusion reaction 1Z4# 2. CEARIT o725 nD TE U
HEIT->T- L TRIMBT 2 Z &, 72,2 Bl B LA DA 5-RFIZ infusion reaction
BHoboDHILbdHdDT, FAEGPROARKBER T HRIZSA ZATA
YEWET L%, BEOREBEYH0ICBET S 2 &, 2B, infusionreaction %
FER LG E I 2 TOBERERNESICEET 2 £ CRE 2 HolE
THZL,

FURBESRERES . TEAEERERVCAIBEERH LN LBHBED T,
AN OB 5 BRI R OB R R I ERENC NS IS REIRE (TSH., H#8E T3,
FEHE T4, ACTH, AP aVF YV —VEDREIE) 2EBTEH L,

AR OBEIZ LY | BEDOHKERGICRERET 2 L B2 b bikx RREBCHE
BhHobhdZendd, EFEPROONHETE, BRLZEFRIG L
BFR 72 5l & BB Z B OERD & B U COEERRRIZ T 21TV, BEDRE
Rz & B BIER AR DN B BAICIL, RFOKRE IR IE, RUBIBRE R
NEVRIOREEEEZERTHIZ L, 2B, BIBRRERNVEVOREIZ X VEIE
ROEEPBD L2V GEITIE, BIRRERNVE VU OGREMHIR OB
bERTDI L,

BERTH, FBE»SHE T ARB L CHrLEWERPERT L LB H D70
AR OBRERTRICHRHEBORBRICHSICERET D2 &,

1 BUREIRIR (BIE 1 BUERR 2 &) B bbh, BRRES P 7V F— X
WELZLBHDHDOT, A, B, RHEFDOEROERSMHED LRI+
DEBTHZ L, 1 BBERANGEDNWZHEITIIREETEL, A 2D 8
BOBREZEOBEERNBEEZITH Z &

BPERFR., A4, FFEERE Q\H%\EMﬁm%%ﬁ&anéz&ﬁ&é
DT, EHRICITHBEREZITV. BEORBEZ+HICBRTIZE,

AFIOBERARICBNT, BEFHEAG 6 W AURIZ S BT &z, FLIEE,
BEBRBENG 1EMETIX AR I L ITASMEOF i #1T-> TVl L 2B E T,

12



ARENR 5L EHACEBRIRE CHROMEREZIT I T L,
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XMERHEETA F T4
=R (BETFHE#Z)

(54 : A7V R RBIE 20 mg, 7PV —REHRBE 100 mg, 37 P—
BRFEINE 120 mg, 77V — R AR 240 mg)

¥k 2 9F9H (241 1 AHKED)
BAE %A |



BR

ENEVRE NRCR S

XUHIT

AEIDOR, TERHEF

B PR AR

MR 12 DUNT
BEXRLRDBE
BREZBELTEETNEHEFH

P2
P3
P4
P8
P10
P11



1. IXL®ic
ERMLOBERM - REMOBEROT DL, TMITTESICESWIDEERBERARD
BV, SHIT, IMEOHFEFEMOESRIC LY., FUKERRZ: ¥ OB 25 /ERAR
FEEENEBINSIPT, INOOEELEZRICHERBEICRET 52 L NRED
BREL 2o TBY BEMEEE L REOEATTE 2016 (FRR 28 £ 6 A 2 BHZERE)
CBWTH, EFNEERREOFEROREIHEELZRSZ L L Eh T3,

FREABFERR T, REERCREM T u 7 7 A VHBEFOERG LA LNICE
RBEZLBDD, DD, AMERVREHICET 2 HERN+0EHT 5 ETOM.
UREEMORELZBIZT D LAY/ INBEICH L TEATR L L bIC, BIfE
RBFER UIBRIC LB RIS E L 5 Z L BRBR—EDOEM & iz T ERME R
THZERNEBETHD,

LieioT, BAHA FTA Tk, BREECINETRBLN TV D ESEEFH -
AFERRMICES &, UTOERROFEZ2ER 2 HET 20 b NEREN, X
FROBEFEREZTRT,

BB AHA BT A 0%, MIAITBGEAEERREREREAIE, ABHFEBEARA
BARER TS —REFEAN B ARRRARES R C—REFAEA BABRZES OB O
b EERL LT, ‘

R LR BEEE : 47— R AERE 0mg, 77 VR AREBE 100mg, 37
— R RWEE 120 mg, T V—RRFHE 240 mg (—4L : =
MN<T (BiaFE#z))

HELRDIPETISE « DS AALERER ITHE L IR EE 2T - BROBE

HRLRIRERVAR : BH, FARIZ=FRr~7 @EFHEBRL) L LT, 1[E240mg
% 2 AR IX 1 B 480 mg & 4 BRI CARBEET 5,

YRR E A AFERLTEKSH




2. AFIOHE. 1ERABF

A7V — R RREE 20 mg, FATEHE 100 mg, FAHRHE 120 mg R OTRRTREHE
240 mg (—E4 : =RV~ 7 (WEBEFEHRZ) . ST, [ &vi5.) i1 MFRR
TEBALH L AF L7 2 BTV A - v ¥ —X 2747 (BMS) ) 78
BA% L7t bk PD-1 (Programmed cell death-1) 2% % & M 1gG4 € / 7 m—F ik
TH D,

PD-1 1%, {EMAL L2V > %8k (T #IfQ, BHIRR T F 2035 —THilR) RUE.
BiGMIRRIC5EET 5 CD28 7 7 2 U — (T IR OFEME(L 2B IE & AT 55
F#) CBRTASRGTH B, PD-1IFHRRTMIICREET 5 PD-1 YA F (PD-LI
BOPD-L2) A L. U Y ERICHEEY 7 F A2 EE L T Y VS BROTEMEIRRE 2
AITRE LTS, PD-1 V) H Yy FIRHUFRTMRLUMC e b Ok RIEFHABICRER
LTHY . EfRAEREDER LEERRIRT 5 PD-L1 OXRRLIFROLRF
#IR L ORICAOHRBEERN H B = L B3 HE STV (Cancer 2010; 116: 1757-66)
7 EiRAERE CIAREE T MRREAET A v F—T = u < (IFNy)
ic kT PDL1 OFEBRFEIN, BB LEERGICRIT 5 PD-L1 ORH LHFRO
AETEHIR & ORICEORBERIE R 55 L OME b H D (Sci Transl Med 2012; 28: 127-37).
X 510, PD-L1 #3A%I%H S8 8 MM, FURSRM CDS Bt T MltoiiatsE
EMAHEE S 52, i PD-L1 HifkT PD-1 & PD-L1 & DG EIET 5 L T OHk
EEEEREET S 2 EARENTWS, BOZ L35 PD-1/PD-1 Y F ¥ FRERIE, 28
AR FUEISERE 7 T MM D ORRE ZEET 2MFO—D2 L LTELLNTY
%,

AR SEERE O RN S PD-1 OHIRSMA (PD-1 U & FEEHREK) KHEa L.
PD-1 £ PD-1 VY FEOAFHETSZLICLY ., BANRKERNZR T MROE
ML R O AR RT3 B MR E EEM 2T 5 & & TR RTIIESEDREZ R T
TENHEITNS,

S OB AFNTEMEEBIC T AH T ARIEREIC RV ES b o L BIfF S,
EEAEL AR L ULBRRARE ER L, A, REMRUDRESHER SV,

AR OVERIICES  BEORERIC L BRITERERH bbb, ERXIIFETIC
EHARMRD 5, AFOREPRORERICIT, BEOMELHSITTV, BRESR
BB AITIL. R L BRI U B0 500k & BB 2 Fro R L EHE LTl
PR ERNBE T, BEORERIGIC X AEHERARREDN 3BT, BIBEESV
EVHIORESEOBDZNEZITILERD D,



3. ERERRRE
BAACERERICE LAY R e 2 &1 T - BR O BB OARIC M 21T 12
ERBEAROBEZ T,

(F%hiE]

ERRIL RS IR (ONO-4538-12718)

20 ED(LERIERE 2 A T A BERRIC RIS IR O BB R 22 1T - B
DEEXIEETEGHE (BEEOPLAREFEAMLY ETS cmllNIZALE T 3 iR
) BE493F (BERNBE26HI 2T, AFBE3306. 77 BR3P EXRIC,
TR ERRE L TARAS mgkegZ2@FFRCRERE L L EOFIERVERE
HERE Lz, TEFHEEE TH 5 24EFHM (PRIE [95%ERXM] ) X, FH#E
T5.26 [4.60~6.37]1 WA, 77 EXREETE14 [3.42~486] WATHY . AFNIF 5 R
W LREEHERICA B RERZ 7R Lis (N — RH0.63 [95%(E38X [ : 0.51~0.78] .
p<0.0001 [/E3log-rank #RE] ) .

1.0 -

0.9

0.8~

0.7+

0.6

0.5-

AR

0.4 4

0.3 4

0.2

0.1+

0.0

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

at risk ¢ SFEHE(B)
O ARKIBE 330 275 192 141 94 56 38 19 {0 5 3 0
TSR 163 121 82 53 32 16 10 4 3 3 1 0

R 1 24780 Kaplan-Meier B (ONO-4538-12 )



[Z=44]
OEMNFEMAERE (ONO-4538-12 38 | - ,

B EESIIAKBE 300/330 F1 (90.9%) . 7T & RE 135/161 £ (83.9%) [ZRDH b,
GBI L ORBBERTETE RVEFTERITAFHIR 141/330 f (427%) . 77 ER
BE 43/161 B (26.7%) IZRH bNTc, WFNLORBTHRIER 5% LORIERIT TR
DEBYThHoT,

£1 WFRH OB THEREBN LELEOEEN (ONO0-4538-12 K

e y: Bk (%)
BEAZA = 75 e A

g(y:DRA/J 19.0) 230 ¢ 161 51

s e % Grade  Grade3-4  Grade5 4% Grade (s 3-4  Grades

2EIEA 141 (42.7) 34 (10.3) 4 (1.2) 43 (367} 7 (4.3) 2 (1.2)
T

TH 23 (7.0) 2 (0.6) 0 3 (1.9 0 0
—f - EEEER L TRETRMORIE

%51 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
BEWP L OB TS

Z 5 FEIE , 30 (9.1). 0 0 9 (5.6) 0 0

b2 ; 19 (5.8) 0 0 5 (3.1) 0 0

7B AR BV CREIEMERRR 76 (2.1%) SEBERMARLE/ X A /3F—951(2.7%)
KEgd - BEOTH 4 6] (12%) . 1 BHERIR 3 61 (0.9%) . FFHEREREE 18 1 (5.5%) .
JF4s 11 (0.3%) . FRIRBRBEAERESE 13 4] (3.9%) . #HREEE 1061 (3.0%) . BEHRER
=141 (03%) « FTERAEREE 146 (0.3%) | FIRMLERE 1 6] (0.3%) X infusion
reaction 1 B (0.3%) NTWb bz, T, EEMHENE, LXK, Hik, f&EED/MR
BOMEEDR, BIBREE, EEORREE, Mk - SIRK. BRROUE L) AT
bhihot-, ABVERRERMIEEES (ERREMEREZEL) 2 B0EHER
2R T .



(R - AE]

AEIORERAEDERBRETAZRALEZY I 2b—va kb, & 3 mgkg (K
H) XiX240 mg % 2 BREERTHRE LEBEOAA O MERRESRET S, £0Rf
B FH 240 mg ZHRE LIZIROBRBEIL, &K 3 mgkg #iRE5 LBROBEER & ik
LCREZTFTETFRIESNELOD, AAARFICBVWTIAAEPIHRINTVDIH
% FE (10mgkg % 2 BRMBTRE) TAFZ®E LEEOBREER L Ll L CKE
PRTETFRENE (TR, M2 T BEOBEREICBIT 357 —Z 3%, A% 3 mg/kg

(RE) XiX240 mg % 2 BREIMRCTHRE L-BROAF OBREM - A0 X xZ ek L
OBEEZREFT2BREFSTT ABEEIN, YKBEEIC OV TRERITONIER,
EFROBE - AROBTHEDEROLZEEICARRER IRV EFRIS L,

%2 FHOEEBE AT A—F

)ﬁ -Hf | }% % Crnax Crind14 Cavgdl4 Cmnx,ss Cmin,ss Cavg;s
(ng/mL) (ug/mL) (ug/mL) (ug/mL) (ng/mL) (ng/mL)
i 51.6 16.6 243 113 62.1 776
mg/kg Q (352,70.8) | (10.7,24.5) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
72.7 23.5 34.1 159 87.8 109
240 mg QW (51.1,103) | (15.2,34.6) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 90.8 398 217 278
10 mgkg Q2W (147,219) | (51.2,79.2) | (79.0,114) | (331,532) (184, 313) (237, 386)

R (5%, F5%A) . QW : 2EMMM. Cow: SWRGERORBEERAPRE, Conas: DINESR14
A BB B RARMIE PR, Cogars : MEHRS%140 B ETOLIMIBEPIE, Comess | EHIRIEICE
ggﬁfﬁmﬁ%& Crinss : EHRIBITH 1T BRABMIEFIRE, Cones - EHRRBITH T 2 FHMIEH
R, AR OREREMBRET NV EZRIA LI I 2 b—v 3 2 XD AH 480 mg
% 4 @R RS OIBEAR OB - RS TRE LB OARA o Mg BRE S RE
iz, TORER. AHA 480 mg % 4 BEFR TR E L-BEOEFIREBICRIT 2 FHiM
HEHRE (UTF. [Cugesl £V 3, ) iX, AH 240 mg % 2 BREIFIRE TG L72ZBED Cavgss
LEUT LTRSS (TR) . £, FK 480 mg & 4 BEHEIRE TR E LIBROE
ERBIZBT AEEMFEPRE CLT. [Cuxs] &9, ) X, FF240mg % 2 B
FIRETEE LIZBRD Chaxss R L TRELZ T L TFRISN 2SO0, BRAREIZE
WTEABRERHER SN TS A - Ailk (10mgkg % 2 AR TRE) THARZ2ES
L72BRD Coaxss & B L TIREZ R T & FRISNTE (TFR) . M T, BERoOBEICE
TBT7T—FICESE, A 3mgkeg (RE) E7213240mg % 2 BEREMR. & L < 13AA
480 mg % 4 AR THRE LEZBEOAF OBRER L A UIR e L OBEE LR
TRRBRIGETFNVIBES N, YZEHEICOWTHREMNMTbR R, EERORE -
RAEOHMTEMER RSMEICHBERZR TRV ETFRIES N,



#£3 FHOHEBBR T A—F

};ﬁ ‘% - }% E Cumax Chind2s szgd.zx Clma)gss Cmin,ss Cavz,ss
(ug/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
516 272 31.0 113 62.1 776
3mghkg Q2W | (355 708) | (165.403) | (212,43.9) | (750,170 | @7.1,107) | (42.1,127)
727 383 437 159 87.8 109
G OmE Oz (51.1,103) | (23.3,59.0) | (30.8,60.9) (102, 254) (41.5,158) | (62.1,187)
P— 145 297 53.0 216 713 109
e (102, 207) (15.5,47.4) | (37.0,74.8) (145, 336) (27.5,137) (62.1, 187)
193 996 116 396 214 275
10mghkg Q2W | (146 292) | (865,132) | (101,148) | (329,525) | (184,303) | (236,377)

RRME (5%25, 95%5) . Q2W : 2 TWRIRIFE. QAW : 4 BRI, Crmax: FIEEREH R MIEFPHREE, Coinazs :

MERE% 28 B RICBT ARIEMIEPIEEE. Copas : FEERE% 28 A B E COFYMFEPRE. Coaxss

ﬁ:’ﬁ%ﬁgb:%”‘ 6%%‘-@%'4:%&\ Chuin,ss ﬂ:’ﬁ%ﬁ%l:j@‘”é%{&mﬁq]%E\ Can,ss : i’ﬁ}lﬁ%‘:%”‘éﬂl

i PR




4, HWERIZHOWT

ERG Y R 7 EHEE RMP) [TESE, AR OERMLLZSMEEREB~DO %K+
BHIOMERThH> T, FHOBRENENZBELLZHE - HEL, FAROBREFICIVES
REWERZRALRIIHGT 2 Z L BPRERED, UTFTOO~QDT T &2y
RIZBWTHERTH2ETH D,

@ mRIToOWT

@1 FTieo (1) ~ B5) OWVTFhNELT IR THD I L,

() BEFBRENBET 2 BABREEL MBS ERER IR A B RREEL R,
HIIEAS AU RS BOE S HLRURRE, HUR S A BB 2 &) (

(2) HEMRETRRT

(3) HBEFRAMFNEET 2 BAZREERE (BSARREER SR, SADREE
W7k, A BRI )

(4) SRICERIEZZRE L., ARCFRIEME 1 IS RICERRENE 2 OfisR L%
WCERB BN %EIT > TV B X

(5) MBHEEALTEREMEOHBRERITRZBEHEIT> TV DR

@2 BEROFRERVBIERRBRRFORISIC 407250 L BB 2 RO EM (TR
WTNNICE T D EM) X, YER2ENOFRICETIRROBEE L LTRESH
QAR

=

o [EMRIHFREH% 2 EOMBMHMELZET LI-RIC 5 £ EoRATBROBERIHE S
ToTWBAZE, 9B, 24U, BAEYRERZ X LZBRIEEFZOVEL
ToTWNRZ L,

o [ERGFFERER 2EOTMMTHEZET LI-RIC, B LBEONAEYRELZ ST S
FELL EOWHLBABRZOERET->TVWB I &,

e [ERMRIFFIESE 2 FOVMHEZET LRI 4 EUEOBREREBEZAELTWAS
¢, 9b, 3EULE., HILBRBORARYREY SDHLBRREOBENEL
fTHoTWARZ &,

@ BHOERRFEREROKHIZOWT

ERMFREBICHFTIECENEB I h, RECENLOERED, A - &
EMERFOFROFHROEME I T 2 IHHRRME. AEEENRAE LBAORE
(B, ERFELMIITONAEFINES>TNBE I L,




@ BMER~ORRIZOWT

@-1 MRz BEs 5 B4
BEMRRRZEOEELBERNSRAE LB, 24 BEZRERIOT., YiZHEiRX
PREEERERRIC IV T BB L2BHERICE U T ABREE R U CT F0ORIVER OERIZ &4

HERAREOKREN/Y BFIELN, ELICGFIRERERBEoTWD Z L,

®-2 ERHEEF L 2AFERANNICET B

BADRICED I EMMLABR OB AT 2EREEEFBIERAE=4 )7
REEDEEFEORY ) —=r FRITVWERE LIERE LA TE 25— AERKRI 2 E
BEhTnaz e, 2B, BEEHCOVWT, RABELZORKCHFSTRAMENT
WwWaZ ek,

@-3 B ORERRISICE LT

BIVER (RUEMMERICIM . BEGMAE. L%k, k. BEHRARE, KIB%.
R, BEOTH. | BUERE, BUENTR, RS, AFMaers. fFk. Butne
J5. FRERMIREIEE . TEARERS. MiEEE, BEE, BIBES. k. EEOK
WS #RMARZEMRE., infusion reaction, HERIMIKEE, MEREARMEFER, B,
B, MEEORIERG, EIERENE, DEES (LEMS - AR - LEEISMREE) |
. EFLES) 1Tk L T, MR UL E RS O F M R A T 2 A b s
L @EHEROZE MR CE L TRERUOXEEZT b & CH BT L), BT
WE R BN TE SEFPESTVWDS I &,



5. xR ME
[BAzhikic B3 2 EH]
O TREOBECEBWTARDOADENRIES L TN,

¢ 2L EDLSERIER O B B IGREIRARERET - BRERBE

@ TRIZENT2BECHTIFFNORERCERFTECOWTIE, AFIOFZE

PRESLENTEL T, AROBRERFR LR,
¢ —RIBRR U ZRIBRZ T TRV EE

o INEREBIRIE

o fhORURSEEEH L HR L TRESWDOBE

[ZethicBT 2 5H]
O TRICEETIBEFIL OV TIEIARORENERL SN TNDE I LD, BREETT

binz &,
o KAIDORRSITH LBBIEDOBEERDH 5 BE

@ RERIOFMICB N T TRRICEY T IAFICOVTIE, A OB SITHE L2
R, HOBRRRENZVESICRY | BECARZERATLZL2EMTE 5,

*  WMEERRBOSHUIBED S 2 BE

«  IEEGRE CHER LR 5 BE R OTEBMEO KU BRI IR G R&

EOMITRIERRDH o5 BE

*  BORRREBOSH. SUTRMERLRE L 13HRMEO B TR B OBTERED

hoBHE
» BEBHE (GhEsMRBEELEDL) Ob2BE
o BEOBREGIBEREEAT A EBE
*  ECOG Performance Status 3-4 %0 0 3

D ECOG O Performance Status (PS)

Score

EE

0

MR EHTE S, BRAML AL AEEREIHR2ITLD,

AR LVEBNIRIR SN2 25, BTARRT, BIEECE - COERITH Z LR TE 3,

Bl : BORE, EHER

N =

WATRAIRBTHODHOE Y O Z LI T _THEAEBERITITE R, BHFD 50%LL EiZy FATETT,

w

BOoNZHZOHEOEY DZ & LATERY, BPD 50%UALEZy FOVRFTBRIT,

—

SN

2{WTRYV, BHOEOMINE ERRCTELL., BEL<y FOlF TR,
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6. BREICIRLTHETNETH

@ A ESE M., BIERFER PRI T 2 ERHEFIC RS & AR 0 FE R OV IEE
DD NERERE BB L ThrLERTLZ L,

BRBAIC D, BEXIITORKICADER M ERELZ +oHA L. REEZE
Thb&ET22 L,

ERBIERO~R T A Y MZHONT

@

®

REMRMEEND A Z e NH DD T, ARORSIZHTc - Tk, BKIE
W (FERREE, Bk, FBEE) OMERBERONE X RREOCERES, WML +5o
AT 2 &, ¥, BEEGUTHEE CT. E~—b—SOMmELE T 5
Ty

AR OB E5IZEED infusion reaction 2 2 TRARICHHRAIEDO TE 1
BT ECHET 52 &, £72.2 BB LIEDOAFIR 5T infusion reaction
BhHbbNdZLbdhd0T, AFEREPROAAEERTRIZ NS ZNTA
VERET A%, BEORBEHSICHET S L, 2K, infusionreaction %
B LIHEITIE, ETOMBERVERDZEICEEY 5 £ TRE L +HBE
BrARE &

FIRB eSS, TEABBEESRVBIBEESENRHOONDZ LR HDHDT,
K D5 BR AR K UM% 5B R i BRI N W RE IR A (TSH., 0#RE T3,
Vel T4, ACTH, ML =vFY —VEORE) 2EBETDHZ L,
AHOBEIZ LY BEOHRERISCRET S LE 2 b 2ike REBSRE
DhbbnbdZihd, REREDLNZHAICIE, BELEFRIIL UKL
HRA 2 enak & R L RO R R LB U CEEIZERZE 1TV, BEORR
Rz KB BIERSEDN 2 BAITX, AFIOKREX TP, ROBIBERESR
NEVRIOBRESEEERTHZ L, 2B, BIBKERNVEOREZLYEIE
RAOHENED DNRVEAICIE, BIBRESNVE SO SEMEIH OB M

CbERET 5

BERTER. SRR OBV ARB L TCHLEWERNBHRT I L B3H 570,
AFOBEHKRTHRICHEERORRITHSITERT 5.

1 BUBEERYE (BUE 1 BIRRZat) b bbh, BREES P 7Y F—v X
KEZZERHBZOT, DB, B, IBHEOEROFKIRLMIEED L2+
SEBTAZ L, 1 BERRREDNZHAICITEEEZFEL, AV 2Y VR
HoO®BREZEDBERNRWBEZITI Z L,

BIRERFS ., FFARE. FFgReREE. T, RILEBREREH oD I LBH D
DT, EHECIHEREREZITV., BEOREBEHSICAETSZ L,

REOBRRRBRIZBWT, BERBE»L 1 EMIX6 BRI L. ThlEET, 128
B2 L AIMEDTEETT > TV Z L 2BBIT, AARETIEHNOCEBR
ETHROMEBZITI Z L.
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B HHEET A RF A v
=RhN<T7 GEizFRE#Z)

GRFB4 : 7V —RREHE 20 mg, &7V —RRHEE 100 mg, 7 V—
A RRIE 120 mg, 7 P— R RHHE 240mg)

~ R o B E ~

YRk 3 04E8 A (Ff24F1 1 AWED)
EAFHEE |



B

1. Uiz P2
2. AENDORE. 1ERBF P3
3. ERERREKAR P4
4. BEERITHOWT P7
5. BERRLRLHBEE P9
6. BEITEBLTEETEEH P10



1. IXL®IC

ERBOADE - TELMORERDO T DITHE, BT XESICESWBEERERRRD
b, EHIZ, TEORFFMOESIC XLV, FUKREEKR L & OEHA R ETRERE
FEERMPEKBEINIPT, INHLOERRZEICHNERBEICRMT 5 2 L NRED
R L 2o TRY REMBOEE & QCEDOEARFE 2016 (FRL 28 45 6 A 2 HEERE)
ZBWTH, EFMEEMEOERORBLHEZRISZZ L L EN TS,

FHREABFEERT. FRIEACREE v 7 7 A VR FOERS LB L MR
REZELBHD, ZOD, AR CRR2EICET BRI +2EET 2 £ TOM.
UZERGMOBE LR R LB SN BFICT LTHERATA L & bic, BHE
mﬁ%ﬁbt%’Z%&ﬁm&a5:&ﬁﬂ%a—ﬁw¥#%%t#@ﬁﬂ@ﬁﬁm
THZENEETHS,

LIieRo>T, BHA RT74 Tk, EREECINE TIB LTV AEREEN -
PR RMICESE | UTOERBORKER2ER 2HET 28N L LEREM, 2
FROCEBEEEEZRT, :

IRB. AHTA BT A 0%, MALITBUENER G ER B A 1S, &m&EEAHK
BRER S, —RAEEEAN B RBRARIES, BEFRENFEBEA B AES
—RFEEEAN B AR B FES OB IO b EERR LT,

KB LR DEIR | AT R SEEE 20mg, A O— R AEE 100mg. 47
— A RIEEHE 120 mg, A7 V— R RREHE 240 mg (—4 : =
RN<7 (BETHRERL))

MR RDFEXIHF « 23 ALBRIER (THTE U - IR B2 1T - RO EME S R
fi&

RELBIRERVAR - BE. RAKZ=Rr~T7 (BEFHBEZ) & LT, 18 240mg
% 2 BERIFEIX 1 B 480 mg % 4 IR CAFRRET 5,

B s IR ¥ H PDFERTERSH




2. FRIOKE. 1ERMF

F 7O — R AR E 20 mg, FARIEE 100 mg, FARERETE 120 mg R ORRIRERE
240 mg (—4 : =RA<7 (METHRRZ) . UT. FE) 205 o) TE. /NEFIE
TEMREH L AF Ly 7 2 BT VR AL ¥ —X X747 (BMS) th) 28
BE% L7-t bk PD-1 (Programmed cell death-1) iZxf3 %t M IgG4 £/ 7 | —F
THd,

PD-1 1%, JEMAL LT2 D V88K (T #BE. BHIIAR O F 2 5% 7 —THil) RUF
BEGHMIMTILT % CD28 7 7 2 U — (T MR OiEME(L Z B IE & RITHIET 550
FE) BT AZEETH S, PD-1 IIHFERFMIICER T 5 PD-1 Y 4 F (PD-L]
ROPD-L2) A L. VU SERICHEIE S A B EEL TY v SEROEE(LRIEZ
BICHE LTV, PD-1 U4y FRABIRTHILAMNC E b Ok Z2EFHRBRIC RS
LChy ., BEtRAERE LUK LIEEREICIIT 5 PD-L1 ORBLITROLETT
IR & ORIC AOHEBEBRNH S = L BHE Sh TV (Cancer 2010; 116: 1757-66)
7 ENEAMEBAE CIAMRISE TMEBELT B/ V¥ —7=arF < (FN-y)
i X 5T PDL1 OREAFHE S h, 58 L EEHERICH T3 PD-L1 ORH LR O
AR & ORI EOHBEERH S L OME B H S (Sci Transl Med 2012; 28: 127-37).
X 5z, PD-L1 Z30HIZEB S =N AMIRIT, FUREER CD8 Bt T Ml oMiEE
TEM A e S 58, i PD-L1 HifkT PD-1 & PD-L1 & DA EMET S & £ ORI
EEEEREET S 2 ARSI TS, 0 Z &2 5 PD-1/PD-1 Y U FEEIE, 28
ARBIARSFRAE R T MR, L ORREZERT 2MF0—oL LTELLNTY
Do

AENT KEAROA R D PD-1 OFMES (PD-1 Y F v FREATRE THEE L.
PD-1 & PD-1 VA Y FLOAFEETAZLICL Y, BARNKRKFRENZ T MRORE
ML R O AR I 33 2 MBS ETE M 2 R 5 & & TR R ERAR 2/~ §
eI TV,

TR B OMRD b AFITEMEEEICT 5 i AEREKIC RV B bo LI Eh,
D B RS 2 X8 LERRRAR L EE L, A, R OB AR
i, ,

AR DR IC S GBEDORERISIC X 2BERER S bbb, EEXIIELTIC
T AN D B, AFORERRORERITIT, BEOMBE 2TV, BREFR
»BNTEAITIT. R L-BRICS U SRR ME L R8E - OERM &g LTl
IR ERBE AT, BEORERSC L ZBIERREDN A BAITIL, BIBERERV
LRI OB ELEOBEHRAERIT ) BEVRD B,



3. BRPKRuE
B AAGERRIER IR U T BB R RE 22 T - BER O B Fa i o B2 B D 7K SRR I T4 2
Tolr ERBRAROKMEZRT,

[BhiE]
ENE DR (ONO-4538-41738)

TTZFFEB L RR R VRE RN U AR L OGRARSICRIS IR O )
BRABEZREST - BROEMMKT KIERE (ECOG Performance Status 0 KT8 1) 34 fil%
XEUT AH 240 mg & 2 BRIMINE CTRIGHIE LT, ZERFEEE TH 5 F3h% (Modified
RECIST criteria (2004){Z%-3 < FRHEIZL D CR XILPR) 13 29.4% (95%EHEEXM :
16.8~46.2) Thote, 2B, FANIRE L-HMEILX5.0%ThH o7,

[Z24]
EMNETHERER (ONO-4538-417K1)
FEFLII32346] (94.1%) ITEDH L, AF & OERRBENREETCERVWATES
1123/34%1 (67.6%) IZRD bz, FHEEHPS%UELOBIERIITEOLBY ThoTz,

£1 BERNS%EOBIEA (ONO-4538-4138) (S EtEMAT xR M)

BEWNKDE Bl (%)
EAGE 34 5
(MedDRA/J ver.19.0) 4 Grade Grade 3-4 Grade 5
2EIER 23 (67.6) 7 (20.6) 0
R WREE
FR BHBRE (K T 2 (5.9 0 0
BElBEE
T 4 (11.8) 2 (5.9 0
AWk 3 (8.8) 1 2.9) 0
Bi 2 (5.9) 0 0
R 2 (5.9 0 0
— & - EHEER LRSI ORE
ek 3 (8.8)
5 2 (5.9) 0 0
it 2 (5.9) 0 0
FRIRIRE
U —EHI 4 (11.8) 2 (5.9) 0
7 7—¥Em 3 (8.8) 1 2.9 0
U v SBRER A 2 (5.9 0 0
RS L USeEESE
BARR 2 (5.9) i 2.9 0
HE®RRB I OEAHEES
ESFbES . 3 (8.8) 0 0
BIER LUK TH/ES
b33 4 (11.8) 0 0
BOR RS RERS 2 (5.9) 0 0

2d. HIRRREE 2 B (5.9%) | FFHEEEREE 1 41 (2.9%) . FRIREEAEREE 4 61 (11.8%) |
FIEMEMZRER 2 5 (5.9%) . KIBR - EEOTH 261 (5.9%) . 1 BUGERR 141 (2.9%)

4



RED BT, i, BRERE, HEOKRMREE, TRAKERE. BITRERE,
s . MERFEESGE. B4 - BAIMZS. infusionreaction, S & 5 WEd, LK. K, BR
SOSBAMEE/ I A/ 3F—, REEVER/ MR ESEEER. BT, MR R 01
MR R IXERD bR o T, ABIERRBRRLIEESS BERRAMER ZED)

FEDERBRETT,



(R - AE]

AR OBEAEYERRETNVEFHA LY I2b—va ik, &K 480 mg & 4
R TR S UIBEAR O Ak - ARE TRE LEEBEOAROnEPRESRFT S
Too EOFRER. AH| 480 mg % 4 BEREIRER THRE L ZBRO B EIRIEBIZRIT 2 Mg+
BE (LT, Cagesl EV3,) 1F, &AH 240 mg % 2 BRI TIRE L72BED Cagss &
B3 ETFHISNE (TR, £/, AH 480 mg % 4 BREFERE CRE LZBEOERIR
BICBIT ORBEMEFRE (LT, (Chaxs) V5, ) 1. AH| 240mg % 2 BERHEHIFR
TRE LTEBED Coaxss LB L TREZRT EFRISLE OO, BAABEIZRBNT
BEMSHERENTWA A - Ak Qomgkg % 2 BRIERTRE) TAREZRE L
BRD Conaxss & B L CTIRMEZ R T L FRISHZ (FR) . M T, #EOBEICRIT S
F—HICESE, AH 3mgkg ((KE) ¥7-13240mg % 2 BRI, &L < iZA# 480
mg % 4 BHEFERTRE LEEBEORF OREE L AIMEX TR eM L oEL2 BT 5
REBRSETANEEIN, YZBEIC O W TR TR, FR0RE - Al
DE THEIER VZEMICHARZZR IRV E FRlIS Tz,

™2 AFOESREAT A —5

m?ﬁ . Fﬁ% Cruax Crnind2s ngd.’l! Cmmgss Cmi.n,ss Cavg,ss
(pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (ug/mL)
3 mg/kg QW 516 272 31.0 113 62.1 776
mgke (35.2,70.8) | (16.5,40.3) | (212,439) | (75.0,171) | (27.1,107) | (42.1,127)
727 383 437 159 87.8 109
240mg QW | (51.1,103) | (233,59.0) | (303,60 _(102,254) | (41.5,158) | (62.1,187)
145 297 53.0 216 71.3 109
BOmg QAW | (102 207) | (15.5,474) | (370.748) | (145.336) | 75131 | (621,187
193 99.6 116 396 214 275
Wmghe @W | (146,200) | (865,132) _(101,148) | (329,525) | (184,303) | (236,377)

R (5%, 95%2) . Q2W : 2 BRI, Q4W : 4 BRI, Crex : MEHREH OBEMIE DI E,
Crind2s : FIE 5 28 B BITH 2 RIBMIEFIRE, Cagas : FIEIREH 28 B B £ COEHMBF TR

BE. Craxss 1 EHRIBICE T ZHFEMBFPIREE, Crinss : EFRIBICI T DRIBMIBFARE, Cagss : EFR
BTV 2 Mg P



4. HERRITOWT

EESY X7 EHEAE (RMP) wESE, FHOERRLSMEEREE ~OH A
R AR TH- T, AFORENEI 2BEZBE - BEL, AFOREICLVEE
REWERZRBE LIZBRICIET 5 Z & BRERED, UMTFOO~@DT T &7
RICBWTHEAT2RETH D,

O MRITOWT

D1 TFTiEd (1) ~ (5) DWTFNNITEYTIMmR THHZL,

(1) BAEFMKESEET SR ABREELTARS GREF RS A BRGEEEIL R
Hilsk 28 A RS EE BEHL AU, IS A BIRRBE R &)

Q) HEMERRR ’

() EEMEMENIEET 5 ADREERE (BABREREERP. 2ARRERE
Wb, D ABREEHEERPE R &)

(4) ASR{EEBEERZRE L., ARIEFREME 1 X i%%ﬂs%&:{fbﬂﬁz DfEFRENE
TR B EHEIT> TV A MR

(5) MEMLEBFIASFEEMAEOKBREEITHRDBHEZIT> TSR

O-2 BrEMIE P BE O (L RIE R O BIVE R Z B OIS I+ R M & R 2 F
B (FROWTRTEYS T BEM) B, YESRBOFFICETIBRORES L
LTERBshTn5 2L,

=

o EffGETIEE 2 EOETHELET LI2BIZ 5 FEUEDORAIBEROEKRHE S
ToTWAZ e, 5b, 24N ik, BDAEYREL2E & L-BRIEFEEOMESL
fFoTWBZ &,

o EMGTRER 2 EOMBTHELZET LRI 4 £ EOBEKEEZA LTINS
k. 9h, 3N b, B IR D 25 A KRR E S T MR 3R S O RER
WHEZIT-TWB T &,

@ BEROERMFEREROAEHIZONT

EELEFREHICHETIEEESRB S, NEAENLOFRED, A&
W% PHFEROETER CVEMSICKT 2 EHREE,. AEFRRBELLREORE
EH, SRELHITONBEHINESTNEZ L,



@ BUEA~ORISIZ2VWT
@-1 fERR ARz BE 3 2 B4

BEMMEBSEOESLZBIERRRAE LEEIC, 24 BEZREH O T, YR X
FOEERERR IRV T, BE LUZRWER ISR U CABREEE O CT S 0RWER ORI 4
ERRECERBZY BETICHEOLN, ELICRHGFREZERSES TS Z &,

@-2 ER{EWEIC X 5FEFWRRAINICBET 5Bl

PABRICED S EMNLRARRUCREL AT 2EREFEDPBIERE=2 ) 7
EBWIEERDAY V==V T2 TOERE L FREJF TE 55— LEREHIE
S TWbZ &, 2B, BEERIZOVNT, PAVBELEZOREITSITAMSNT
waZk,

@-3 BWEADOREr-CR IR IZB LT

BIER (BEMERRBICIN X, EIEFEE, LRk, Bk, BMEGRMARE. KBk,
MNER, BEOTH, 1 BERK, BUERFR, R4, FdeeiEE, k. BeiEmg
%, FIRBBEEIEE . TERERERS. REE. BEE. BIBEE, Mk, EEOK
JBREE, #RMARZEMRLE, infusion reaction, HEE R MIKEE, MERARIEGERE, Rk,
B, BEEDRERIG. EIRIRENE, DIEEE (LEMS) - AR - DEETES) .|
FEE M, MEALE) o3t LT, Ykt I aERMEE O FM 2 A 2 [0 & B
L BEROZHCHNICE L THERVOXELZ T ONAEHICHEZ L), EbIC
BYIRALENR TE 2EHEAEoTWEZ L,



5. REABLRHBE

[H2hEic B 5% H]

O TROBHFIZBWTAADOEENRINLTVD,

o ACESHERO B B IR RERHEST - B OB BEEE

@ TRRIT %'9‘5%%‘LJ‘:H‘5$%'J®E5&U{ﬁ)ﬂji(£kob\’ﬂi AHRIDFZME

DHLEINTELT, FADORE[NRLRLAR,
o —RIBEEZTTWRVWESE
o fLORIEMEER L AL TRESHWSBE

(Z&ticET5F3R]

O THRICEYTIBRECOVTHAROBRENERL SNTHWDZ b, BEZTT

brznwz &,
. ABN DS R VIRBUEDBEERED H 2 BE

@ WBEFIOFMICH W TFRICEY T 2BE I OWTIE, Ao EIFHER IR

2, MOBFCRIEE S 2 WEGICRY | BEICAAEERT I LZERTE D,

¢ FEMEMRBOSHIREDH S BE

o FIEESRE CHER LR 5 BHE R OTEEME O BT R ARA S RY R 7%
LD REEELBH LN BE

o HCREEBROAGE. XiTBMMNLE L IEREOR Eﬁfﬁé%@ﬂiﬁﬁ@
b5 BE

o MBBHEE (EhSMIRBHEEZET) 0bsBE

o FEOBRSUIBEEEATHEBE

«  ECOG Performance Status 3-4®0 DB #H

(E)  BCOG ¢ Performance Status (PS)

Score | FEF%

0

2 MEldmcxs, SRR L A U B B A A IR < T4 B,

RARIZE L ERIEMEE N8, SITEC, BEECE> TR - BT 5,
il - R, EBER

STAIBEC B RO RE Y 0= F XS CARERSERRTE 2, AP o soil bt~y FATRTT,

BonfrBHSOEONY) D L L TEEN, BEO 50%U 2~y Fidg @I,

Alwin| =

£ET RV, BAOHOED DI LixeL TERY, BERXy FPRFTRI T,

9




6. BEITHRLTHETREEHE

O WALEFITNZ, BERFEEE PREET 2 BREICE S & AH 0 8t &R O IR
BOEDIZLERERE+DICEBBLTHOERATS L,

@ WBRBMICKELD, BEXIIZORKRICAEDUEREREZ H4BA L, RAEE2E
ThbEETEHIL,

@ ERBWEROSFRTP AV MTOWT

HEMEMEEND DbNDZ L BHD DT, ARDOREIZHIz>Tik, BKRE
W (FRIRREE, k., 8% ORBRUME X MREOEHS, BEL+45
ATH 2k, Fl BECSUTHE CT. miF~—b —Z0RELEHET S
ek,

AR OHEEIXEE D infusion reaction |22 CREARIZ ARG DTE 5%
& T-7- ETREET 2 2 &, E7=.2 [B B LA DAFIR 5-871Z infusion reaction
BHobNDILbHDDT, FAAREFROUFFIREGHET HBIZ A VA
vERET 2%, BEOREETICHEER TS L, 2P, infusionreaction %
B LTBAITIE, £ TOMBERERNZRICEIE T2 £ TRE 2 ol
THZLE,

RIS RERE S . TEAMERESERVBIBEERLbLNAZ L BHHDT,
AH D5 BRIART R O SR I E R NI AR IR ES (TSH, B8 T3,
HE T4, ACTH, HanNF Y —VEORE) 2EHBTE L,
AROHBEIZ LY BEORERIGICERT 2 & E2 bhbkEx REBORE
BHobdIehidbd, RENRDLNEREITE, BELLEBERIIG LR
BB & BB AR OER & B U COEYRERNZW 21TV, BEDRE
RISz X 2 BHER AR ON 2 BE1013, AFI ORI THIE, ROBIBRE R
NECVRIOREERYBRTHI L, 7B, BIBEESNVEOHREIZLYEIE
RAOHERBD LNRWEEITI, BB RERVE VLS O5RE I OB
bBEET D,

BEXRTHR, BOREBNOEIARRB L COHLEERANRER TR H D10,
AR OBE-RTRICHBWERORBRICHFICEERT 3,

1 BUBEIRIA (BE 1 BUERB 2 &) Bdbbbh, BRFELES F 7Y F—v %
CELZLHRHZDT, A, Bl BHECERORBBECMBEEO ERIC+
SERTAHZ L, 1 BBERFEPELDNEAITITRERZDIEL, AR V1
HOREEDHEERUEEZITS Z &,

BUEATZC, JFRE. FFSREREE. FFZ. BILMIEERBHobhE 2t Nbh 3
DT, EHICHEERELZITV., BEORBEZ+SCEEBTIZ L,

@ FFOHBARRBRIZEBNT, 6 BEZ & CERDEDFMMEEIT-> TV Z & 2BHIT,
FHREFITEHNICESRRE CHROEREITI Z &,

10



RHEEREET A FT74

=RN<7 (BRI FHEEEZ)

(RF4 : 70— B EEHE 20 mg, A7V —RAHHE 100mg, 7 V—
A AESE 120 mg, F 7V —FR REFE 240 mg)

~EHEE~A 7 YT T4 PAREEME (MSI-High)
PETHREE - ERE~

SM2E2H (FM241 1 AHET)
B A 5 A



B

LI
AR ORH, 1ERERF
e PR AR

FRIZHOWT
BEXGRE 25 BE
BECELTEETREFHE

N PART R I IO

P2

P4

P10
P12
P13



1. ZL®IT

EESOEME - BRMOREBRDOT-DITIE, FASTESICESWCEERERNRD
bhd, b, ITFEORZEFOESIZL Y, FUAERS 2 & OBEF2ERIERR
FEERREABINITT, 2o OEEMPEICHERBEICRET S Z L RED
M L 725 TR Y REMBCEY L BB EAS & 2016 (FRk 28 45 6 A 2 B HERE)
CRWTYH, EFNERLEOHEAOREMMEELRLZLLENTWVDS,

FHREFRFEER R, BRERRRZEM T a7 7 A VBBRFOERM LA LNICE
RBEZERB D, TOH, AR OEEMICET A FRN+LERT 5 E TOR.
WHERKGORBBELMZITHZLBHMFINIBECH L THEAT S L & bIT, BIfE
ARRKR LB HERIGE L D2 BARRR—EOEF &7 EREE THEM
THRLELEBNEETHS,

LieSo Ty KAA FFA Tk, BREESLCINETEHELN TV DHEFEFH -
A RMIcES S UTOERROFEREHZHET S8R 0 NBERER, BX
FROEBRSEEETT, '

BB, AAA KT A V0, MATBIE A E RS ERERR AT, AREREARK
lERIEEYS . —REEEA B ABREREARES R C— B EEA B ABRRES OH )
Db LER LTz, )

Xt & 2 B EES - AT V—RARHE 20 mg, A7 VR RHFHFE 100 mg, 37
T— RN EEEE 120 mg, A7V — R REHFHE 240 mg (—iRA ¢
=An=7 (BETHERZ) )

HBERIPRIDE « D AALERER ITHRE U IBRUR AR ET - BROEHE<
A7 aVTF T4 VARRES (MSI-High) 284 50 - EBE

HRLRBAERVEE : @, BAI=F <7 (lifzFE#kz) & LT, 1/8240mg
% 2 WRIBRR XX 1 B 480 mg % 4 BREIREIMR TRIEHET 5, 1
v a<7 (BEFHEBRZ) LOFRT 2561, @%. BRAIT
=Rr<7 (@EFHE#EZ) & LT, 16240 mg % 3 BHEHR
TAEBRBBRET 5. TO%, =FAr~<7 @ifaTEEZ) L L

4T, 115 240 mg % 2 BRIRIEXIE 1 [E 480 mg % 4 AR TR
WS 5,

8 IR B ¥ DT TERISH

(&%)

MSI-High #& 7 5% - BT 2 v — R 1 REEER S0mg (—RE : A1) A

<7 @EFHIERZ) ) OPREXIEIHR. AERUAR

288 X IE 2 B ASALEREG ICHE U RIS R R T - R OB A
7aVF 54 NREEM (MSIHigh) #8150 - EBE

Ak ORA®R: =RArey (lzFRHIRZ) EOERICENT, BE. AT
AY reT (WiaFiE#Hz) £ LT1H 1mgkg (KE) %38
R T 4 BLREFHET 5,

2



2. FADRE. TEABF

A7 VR REFEE 20 mg, FAREEFHE 100 mg, [FARERE 120 mg R ORREFE
240mg (—f%4 . =AA~7 (BEFHE#HEZ) . AT, TRH w3, ) ik NEFR
mIERRSL L AT vy 7 2% BTV R M =¥ —R 2747 (BMS) #h)
2BAFE L7zt b PD-1 (Programmed cell death-1) \Zxt3 5 & b IgG4 &/ 7 u—F /i
kth s,

PD-1 1%, &AL L7z ) 233k (THEE, BHIRRR OV F 27 4% 7 —T M) RUE
BiRMIRICREE ST 5 CD28 7 7 I U — (T MIROTEMALZMBINICIE & AICHIET 54
T#) BT HREKRTH D, PD-1 BHUFRTHIICHEELT 2 PD-1 Y > F (PD-L1
BOPDL2) EfEA L. Vo BRICMEES 7 A B RELTY VB RoEELIRE S
BICRAEIL T3, PD-1 U F Yy FEURIRSMRUAMNC B b Ok % 22 BB IR
LTy, BUHBAEBEN GO LZIEREHERKICI TS PD-L1 ORE LR OERF
R L OMICADHEBERNH 5 Z L B3 HE TS (Cancer 2010; 116: 1757-66)
o BEMRAEBRE CIEMREE TMRSELTHA v F—Tza v H < (IFNy)
IZ &> TPD-L1 OEBENFEIN, &8 LEEHBICKIT 5 PD-L1 OB LD
AR & OMICIEOHBIRERN H 2 & O EH H 5 (Sci Transl Med 2012; 28: 127-37) ,
X b, PD-L1 ZiRHIFH IS N AMARIE. FLESRFRER CDS B T MIRROMEE
EMZBEI S5, 5 PD-L1 HifET PD-1 & PD-L1 & OB &RET 5 & DM
EEEENEET 2 Z EBRINTVS, EOZ L6 PD-1/PD-1 U F v FEREIX, 28
AABRRASTURBFRBY R T MIaH b OWRE Z BT 2MFDO—2 L LTEX BTV
518

AKX, EERBROFHERH S PD-1 OFIRSEE (PD-1 V v FEEAMREE) ITEA L.
PD-1 & PD-1 VAV FLEOBEEEET I LI2L Y., DARFEENS T MROE
HAL R O MBI IC ST 2 MR EEE 2 18505 2 & TR 2SR 2R T
T ERHERINTN A,

ZNHDHMRD G AN IEEERE I T AF T RRRRICR VB LD L /TSN,
R - ERBRE TSR LERARRE ER L, A, TEMRUOBAMIHER S
i,

FRIOVERMFICE S BEORBERNC X 2BERZRH b bh, BEEXIIETI
ELFEERDH D, RFOBREFROEREHRICIT, BEOEEEZ+/ITTV . BEMNEE
HONEEITIE BRLEERIUS CEMN 20 L BB LR OERM & B L TE
DRERZW 1TV, BEORERIGIZ X 2BIEARRDON 2 HE1C1E, BIBRERV
EVRIOBREZEOBEE LB EITILEND B,



3. BRERERAR

BIACERER B L IERYRRELRET BROBRE~A 70T 74 bR
#ZiEM (BUF. MSLHighl £\ 5. ) AT 2% - EREOARRICHMEZT oo
ERERARBOREETT,

723, [MSKHigh 2845 8%) ICBL T, [PCRIEIC XY MSI-High & HE Sz
BE| »BRT 5584 (=) 121X IMSI-High (PCR &) 281 5HB%E) LKL L. DNA
ATy FEEBEIBR L TVWA Z LBRERSINZBELENT 255G (BR) . 7T
72bH [PCR HEIC LY MSLHigh & B Sh - BE XitmEliki® CLF, [HC)
LW, ) HiITk Y I AwyFEEEERE CIF. TdMMRI &5, ) LHESH
7B ZBXT 5BA1TIE TMSI-High 2 H 3 2% | L RiE Lz, HC BT L 5 MMR
A & PCR 12 K B MSI RED—HRIL 96.6~98.7% F TH D Z L EnHE ST
AV

[AzhiE]
¥ E MARRE (CA209142 RAEE) 52

(AF Bt 5-)

{LEERIERED 3 55 ISR T EEARET - RO dMMR ® XX MSI-High (PCR
%) B 2ETAEE - EBRAE 74 FIERRIC, A& 3 mgkeg % 2 BEHMRETRIE
BELE, TEFMER THBESPHR (RECIST HA K74V 1.1 RIZES BREE
ERUIEIC X 552%% (CR) XixHoEs (PR) ) ORERIL. 31.1% (95%ERXRH :
20.8~42.9%) Tih -7z,

(ED 1 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

(E2) CA209142 REAOEH O 2k — h D 5 b, [LERRED 5 MSI-High #H 5 55615 - BB Z MR L
Lizadr— MBI A2 AKERBERROAR LA YY) A7 (HaFHEL) LoFRRSEORBRIC
DWWk,

#@) D7 b Y I VVRAEREBRRUQA XYY FSFUXidA ) 70 v EREAT e S 1
S EDCERIEREOH 5 BERIRE Ehiz,

(B4) pEymap@hrhiz 35U C, THC HEIZ X D I Rv v FER S /37 T 5 MLHL, MSH2, MSH6 X i3 PMS2
OVTIHORENTED bNARVEAIT IMMR SHES N,

(25) pEomang I 0 M S iz DNA KBWT, S BEO~A 7 ad T 74 he—t— 2L T 55
ST, 2 BEU Lo —h—zonT, 6 BEU ED~A I aYT T4 bv—T—2ETAHR LT HEE
121X 30%EL_ LD — 5 —Iz2W T, PCR B &L 0 ¥4 ABREIBRH ENniz841C MSI-High & HESH
1=



R1 REEBSBERVUENR (CA209142 RR)
(RECIST ver 1.1, W iiitr sl lE, SREERNE, 168l 10 BF—=Fd o L 37)

R (%)

RS uR A — S
S5E2E% (CR) 0 0
#53%E%) (PR) 23 (31.1) 19 (35.8)
Z E (SD) 29 (39.2) 21 (39.6)
# 1T (PD) 18 (24.3) 10 (18.9)

il A RE 4 (5.4 3 (5.7)
#Z%h (CR+PR) 23 19

(e [95%EEXMA™] (%) ) (31.1 [20.8,42.9] ) (35.8 [23.1,50.2] )

*1: FRMEREAT R RARE. %2 - BT RRER O 5 b, PRREIC X Y MSI-High (PCR) 2H7 5
ZEDBRERSNIBE, *3 : Clopper-Pearsoni:

(FH A ) AvT (BEFHREZ) LOFRERE)

LERERE O H 5 &9 BREIBRRE2REST - B0 dMMR ®9 XX MSI-High (PCR
%) B9 AT BN - EEAE 119 Bl 2580, AH 3mgkg RO Y AT (il
FH#Z) 1 mg/kg Z[F BRI 3 AHEMRT 4 BEREFHE L%, &A% 3 mgkg # 2 8
BB CRBHE L, EEHEER Ch55E2®R (RECIST HA FI A 11 fRcE
S IRBRRAEERHEIC L 5 5E2F%) (CR) dH A RS (PR) ) OFERIZ, 54.6% (95%
EHKRE : 45.2~63.8%) ThoTx,

#2 REBSBERUEDE (CA209142 RR)
(RECIST ver.1.1, FZMEMGTXEME, HWRREEMAE, 20074£ 78 6 BF—F by b47)

A A FEL (%)

e 119 511 62 f”2
5E£%% (CR) 4 (3.4) 2 {3.2)
#aZE%) (PR) 61 (51.3) 37 (59.7)
Z E (SD) 37 (31.1) 15 (24.2)
# 1T (PD) 14 (11.8) 6 (9.7)
A8 3 (2.5) 2 (3.2)

#=%h (CR+PR) 65 39

(FEphE [95%EHEEM2] (%) ) (54.6 [45.2,63.8] ) (62.9 [49.7,74.8] )

*1: BRMEMATSEER, %2 ADMMITHBERD 5 B, PRREIC L Y MSFHigh (PCR) 2FT 5
L DRESBENT-RAE. *3 : Clopper-Pearsonik




[Z&tE]

WESVES TARRER (CA20914238k) @2

(RA B ¥ &) ' )
HEBESIT 7174 6 (95.9%) ICRD L, BREL OREPRPIBTETCE RWVWEE
BHIT 51/74 i (68.9%) (TR b, FEREH 5% LORIFRIXITROLEBY T
HoT,

23 BMM 5% EOBWER (CA209142 BB  (FfeMpir s @miE)

BENKRSE Bil% (%) -

HAGE 74 451

(MedDRA/J ver.19.0) £ Grade Grade 3-4 Grade 5

2RIER 51 (68.9) 15 {20,3) | { 1.4)
BElES

TH 16 (21.6) 1 ( 14 0

B 7 ( 9.5) 0 0
—i - £EHEER L UREEAORE

T 17 (23.0) 1 ( 14 0

4 S THE S ( 6.38) 0 0
FRERRE

Y X—EHm 9 (12.2) 6 ( 8.1 0

AST 380 5 [ 6.8) 0 0

ALT 3/ 4 { 54) 1 ( 1.4 0

7 X5 —E8m 4 i 54) 2 (27D 0
BB IO TREES

& 5B 10 (13.5) 0 0

b 323 y 8 (10.8) 0 0

BN EB IR B 5 ( 6.8) 1 ( 1.4) 0

BRI 4 ( 54 0 0

Feds. BREURMARE/ I A F—6 Bl (8.1%) . FFHRERES 6 B (8.1%) . PRI 5
B (6.8%) . FIRMEGREREE 5 5] (6.8%) . infusionreaction3 ] (4.1%) . BIMEERESF
3B (4.1%) . KEB%E - /NP - BEOTH 36 (4.1%) . EEORMEE 161 (1.4%) .
FIBHSAEREE 1 4 (1.4%) RUMER 161 (1.4%) BB Oz, Eio, FEEMEE,
HIEREIE. LR, B, 1 RERRB, FAL, TR, S{uEBgsR, TEAHE
B, RN - B, BIRMASERE, BB MKREE) MIRERIER, B, &L
5 s, DIBREE, EEHL R UCEILIIRD bhahofz, ABIERZRBRIIZEES
& (BRREEREZED) 230EMRERETT.

ERIEA Y AT (BizTFHBRZ) LOHFARS)

BHEESIT 118/119 4] (992%) ZEH L, HRE L ORRBEESBETERVE
EELIL 87/119 B (73.1%) TR LT, FRED 5%LLEORBIERIITROLEY
Tholr,



4 BERN %I EOBIER (CA209142 REB) (LR aE)

BERARSR B (%)

EAGE 11941
(MedDRA/J ver.20.0) 4% Grade Grade 3-4 Grade 5
£RIEA 87 (73.1) 38 (31.9) 0
MR LY v RREE

=Yl 8 ( 6.7 3 ( 2.5) 0
NS

FURBBREIE T AE 16 (13.4) 1 ( 0.8) 0
R R ARTTEE 13 (10.9) 0 0
BBEE

TH 26 (21.8) 2 (LY 0
B 15 (12.6) 1 ( 0.8) 0
i:Fr 8 ( 67) 2 ( 17 0
MR- 8 ( 67 1 ( 0.8) 0
AN 6 ( 5.0 0 0
—i% - 2EEER I OREHAORE

e 21 (17.6) 2 (1D 0
FE 18 (15.1) 0 0
& I5E 6 ( 5.0 1 ( 0.8) 0
AT PRREA 6 ( 5.0 0 0
FRARIRE

ASTHIM 17 (14.3) 9 ( 7.6) 0
ALTHm 14 (11.8) 8 ( 67) 0
D _A—BHEm 10 ( 84) 5 ( 42 0
KRB LUEERS

BEHRBEGR 10 ( 84) 1 ( 0.8) 0
HEBRRE L OREAERREE

A& 6 ( 5.0 1 ( 0.8) 0
MR REE

) 7 ( 59 0 0
FRR AR, HOERES X UMRRRREE

Pififigi 2% 6 ( 5.0 1 ( 0.8) 0
BB X UR TRgES

% D 20 (16.8) 2 (B 0
5 13 (10.9) 2 ( L 0
BREER 8 ( 67) 0 0

7B, FRIBERERES 24 ] (20.2%) . FFHERERESE 23 B (19.3%) . WEREE 16
Bl (13.4%) . HEKCHHRAEIE/ I A/3F—13 F (10.9%) . RVEHmZER 761 (5.9%) .
BHEREREE 6 B (5.0%) . BIBHEEREE 6§ (5.0%) . EEDOKMEE 56 (4.2%) .
infusionreaction 4 il (3.4%) . K% - /NB% - EEO TR 4 (3.4%) . TEMAHEHEE
EE 3 B (2.5%) . FFK 3 B (2.5%) . DEREEE 1 6] (0.8%) | Bk - BEEE 141 (0.8%)
BOWESR 161 (0.8%) NFBD bz, £, BEMENE, LHL. ik, 1 BUERIE.
AL, BILHERE R, BiknLERE, ERCDKES, NRABEERE. A &
OBk, BB, MILERD bhiahoT, ARERRERIIEEES (BRR
BEREEED) 2B80EHEREFRT,



(R - RE]
AEK|ORBEREYEEETAEZFA LY I 2 b—Ya itk V., F513 mgkg (&
) XIX 240 mg % 2 WRIRR CHRE LB oAF o mEPRESRM S, O
B, AH 240 mg #HRE LEBROBERIT, 4K 3 mgkg ZERE LIcBROBHEM & Bk
LTBEEZRTLETFRHENEZLOD, BAABECBOTASERER SN TVDH
%« ik (10mgkg % 2 BREBRCRE) TAAZES LEORE R & ik L CEME
BRTETRENE (FH) . MAT, BROBEICRITZT—FICESE, FHAl
3mgkg (KE) Xi240mg % 2 BEMR TG L BROARFIORE R L AHMESUIR
A4 L ORE LM 2BBERISE T AREEI N, YBEEIC OV TR T
MR, FERoORE - AROMTAMERVESEICHEREZERIIRVE TFRIS ., %
7z. MSL-High &3 2% - EBEREDT —F 2 v BEARpBRTT V., Bl
BREOT —FICESERESIZBBRGETNVERVWCREEEE 2, A
3 mg/kg (FE) XiZ240mg &4 YY) A~ 1 mgkg (FE) % 3 BRMRETRE L
BEOLZEMICHBERERIIAE U L HRls N,
#5 FAOHEERPAT A —F

Fﬁ & . Fﬁ E Comax Chind14 Cnvgd14 Cmax,ss Cmin.ss Cavz.ss
(ng/mL) (ug/mL) (ug/mL) (ng/mL) (ug/mL) (pg/mL)
R 516 166 243 113 62.1 776
me/kg Q (352,70.8) | (10.7,24.5) | (17.1,339) | (75.0,171) | (27.1,107) | (42.1,127)
727 235 34.1 159 87.8 109
Tl (51.1,103) | (152,34.6) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 90.8 398 217 278
| 10mgke W | (147 219) | (512,792) | (79.0,114) | (331,532) | (184,313) | (237,386)

R (5%, ¥5%0) . Q2W : 2JARIREIME. Cumax : AIEE A B M AR PAE, Cons : HIEIRESHE
148 Bz B 1T A RIEMEFEE, Coenes : FEREH£148 B £ COFHMIFPRE, Cumus 1 EFRBIT
P AREMEFRE, Cuns : EFREBICE T 2 REMIEPRE. Cops : EFRRBITHIT 5 T ME
PR

bz, AROBEAEDEBRESAEZFALEY I 2 b—va itk b, KA
4wmg%4ﬁﬁﬁﬁﬁﬂﬁxm%ﬁﬁw%&-%E%T&%Lt%@$ﬂ®m%¢ﬁ
ERRRSI ST, ZOFBR. A% 480 mg % 4 BRI TRE LI BOEEREBICBT
HEHMBERBRE CIT. (Cogsl &V, ) X &Al240mg % 2 BEMRTRE L
kﬁmcmﬂkﬁﬁféa%Méht(Ti)oit\$ﬁ4wmg&4ﬁﬁﬁﬁﬁﬁ%
L-BOREREBICBIT 2REMNETRE UT, [Caxsl &5, ) i3, FF|240mg
% 2 BRERERCRE LB Cons & B L TREEZRTETFHEINZ OD, BAA
BECBWTARESHER S TW5 B - At (10mgkg % 2 BRBRTHRE) TF
B o5 LD Cons & B L TREZ AT EFRISNE (FR) . MAT, BEO
BEICRBT AT —FICESE, A% 3mgkg (FE) Xit240mg % 2 BHMR, &HL<
EAH 480 mg % 4 ARIRR THRE LZBOAF OWBEE & ARMEITREME & OBE
FRETAMBRIGETVBEES L, YR OV TRNMTON R, Lo
ik - BROBCEHRRORSEICERRERIIZVE TR SN,



B6 FMOMMEM <5 A —4

Fﬁ ?f R ;ﬁ ﬁ Cornax Cmmdzﬂ Cavgm Crmx,ss Cmin,ss Cavg,ss
wem) | Ggon) | qegmn | @gmn | qgen | qgmD
; - 516 272 310 113 62.1 776
mgkg Q (352:70.8) | (16.5,403) | (212,439) | (75.0,171) | @71,10m | (42.1,127)
727 383 537 159 878 109
240mg Q2W | (511 103) | (233.59.0) | (30.8.609) | (102,254) | (415,158) | (62.1,187)
T 145 207 53.0 216 713 109
mg Q (102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) | (275,137 | (62.1,187)
193 996 116 396 214 275
10mglkg Q2W | (106 920y | (865,132) | (101.148) | (329,525) | (184.303) | (236,377)

HEE (AL 95%R) . QXW : 2ARIRIFE. Q4W : 4B, Coex o IVEHE S5O RS il PR,
Cumindzs : FNEI#5 28 H B i3T5 BRARMIFPIREE, Covgaze : FIE R 51428 B B E TOFHIMIEPIRE,
Cumaxss  EFRARIZI T 2 BB MIE PIRE, Cuinss : EFRBITE 1T 2 RABMEFRE, Covgss : EFRIE
1381} 2 g s R B



4. HERRIZTHOWT

ARIOBENBORAELZZE - BEL, AFOREICIVEEREWERZRE L
BCkin T A 2 ERMERED, UTOO~@DFTRTEHIZTHmRICBWIERTS
_RETH D,

@ MERITOWT

D1 FRDO 1) ~ 5) OVTFRPIEYUTIHERTHDLZ &, ~

(1) BEAEXBBRELBET 5B ADREEIL RS HREFRS A BREEILREE,
HIg RS A B ROEBEHL RURRT, MRS A RBIRARE TR L)

() FrEHREIRRT

() WERRMENIEET 5 PABREER (BSAZRESEERE. 2°AZFES
BHFRE. BSABREEHEERR L)

@) R FEREREZRE L. ARCRRENE 1 I SREBRIENE 2 ORI
R BEHEIT> TV B HERR

(5) PLEMEREEAINLS BB O AR D BHETT o TV S HERR

@2 &5 EBEOERERVCEBHEARIROMR CHS RAH L BEREHFOE
B (FROWT RN TS EM) 23, YRR OARICET2RROBREE L L
TRBEEhTWsZ &,

Eq

. EEGTIES 2 EONEFHERET LIRIC 5 £ DR ATEROBRIHE Y
fToTWBZ E, b, 2EMU FIX, PARYRELZ XL LEBRIEFZOWES
fToTWBZ L,

. ERREURE 2 EOTMFHERET Likic. Lm0 5 A EmRIE T &1 5
DL ORI D ER AT > TV = &,

«  ERGRETERBEE 2 FONMTHERZET LRI 4 FLUEOBRKBEEREAL TS
Tk, 9b, 3EN IR, HILEEONARYEE 2 ETHESREOBRKIME S
FoTWAZ &,

@ BREHOERRIEREROKHICONT

EXEREBHEETIREESEBE N, NELENLOFRED, A - &
SIEEROBROEHE CEMSICHT 2 HRIEM, AEFENHE LLBAORE
¥, ERFELHIATONIBHBPE-TNDHT L,

10



® BUER~DORIRIZOWT
@-1 HERRAHIZ B3 5 Bk

MEMEMRBEOERRBIERANIAE LI, 24 FREBEREHOT, YZERX
IEEERERRIZ IV T, BB LZRIERICH CTARREERRER U CT £ 0RIER ORI %
RRREOHKRPE APITRLN, BELHITHGTRRARAEoTNEZ L,

@-2 EREWH I L A FHESNNICET 2 EL

BARRICEDL S EMAW 2GR O ELZE T ERREEPEERE=2V 7
EEOEERDAZ ) —= TETVERE L IFREZILE TE 3 F— AEREHBE
HEShTWaZ &, R, BEEHICOVWT, NABRE L FOFRICTHHICEIENT
WwWanZ &,

®-3 BWER DRETRRIITBE LT

BlIfER (MEMERRBICI X, EEGEDE, LTk, ik, BEFHMARE, KiK.
N, BEOTH, 1 BRI, BUERFZA, A2, IFgEEE. k. BEneg
K. FRBHREES, TERAEERE, PRES. BES. BIRES. Mk, EEOR
WFEE, FRIRMAZERIE, infusion reaction, B2 MIKMEE, MBREBIEMRE, B,
Bt MEDGRELUL, RRRIRENE, LEEE (UDEME) - 51K - DEEHHES) |
FEZE i, #ALE) Txt LT, YRR SULEME RO FM: 243 2 E &
L BHEROZECHGICE L THERUXBEZZITON2&BICH2 L) | EbIC
EE7RABE N TE HHHNESTNE D &,

11



5. BREXRLRDBE
(At B$ 2 %R] |
@ T@@%%ukwfﬁﬂﬁmﬁﬁﬁoﬁﬂk4t)Av7(mr%ﬁﬁx)bwﬁ
ABREOFHERRINTVS,
o RAACERER ICHE LIIBBYR TR R ET - BROBEE~A 70T T
A FARZEMN (MSIHHigh) 2815/ - ERERE

723, MSI-High 2815 Z LI22oW Tk, =A< 7 (Bl z) oa =
Ao (Jk57E4 : MSIMEF v b (FALCO) ) #HWTHRT5Z L,

® TFTRICEYT5BEIHTIARENOREROERFEIC OV T, AFIOF 2R
M INTRLT., ARORERZL 2L, .
o Tufbk¥V I VURREBEMIEER, XYV FIFURNA Y T ERUR
KFIZ X BIRRBORVEBE
o A REBIRIE
o AYVU AT (BiFHEEZ) UAOHRBEMEEH L AL TREINIBE

[Z4tEicT 2 FR]

@ T?;Méféﬁﬁgomrmﬁﬂw&%mmu&énrmé et BHEETT
blhhawnwz &, 4
o ARORSTK VIREIEDBEEREO H 5 BE

@ TBERTOFEMIZB VT TRICEY T 2 BEICOVTHE, AFORSITHRE I 2N

D, OB FERIEE D RV BAICIRY . BMEIAKZERT I LE2BERTE 5,

o HESEMRBOAHIBEEOD 2 BE

o JAEEGRRE CRIERK R 5 BE R OTE B O U R R R A
DO RIEMELR A BN D BE

o HOHREEROAD. UTBHENLRE L IXERMED B CRERBOBRERD
b5HBRE

« BEBHEE GEhRMRBEELZSD) Ob5BE

o WBEROBRNXIIEAEEATIAE

»  ECOG Performance Status 3-4 6 D %

(E)  BECOG O Performance Status (PS)

Score EE

0 | BB ERTE S, BRAMLALRBAEERGIRRITZS,

AERICE LWISBNIRIR SB35, SITHRET, BIERRLE> TOERIITI 2N TE D,
Bl BVWRE, FBEX

HATARR CHSDHDEY D= &ﬁTATT%KﬁW%ﬁT%&w BHo 50%LL Bz y FATBIT,

BoN-BESOEDEY) OZ L LHTX2, BHD 50%A L2y FARKFTRIT,

Hlwo| =

2L BTV, BROFOEY DI L2 TERY, By FARFTBIT,

12




6. BEIBLTHET X

O FHCBEICNE, WlNEEE N RET 5 WREIC S AR O KR B ER
RO LERERE HSICEBRL T LERTSZ L,

@ BREBICAT D, BEXTEORKICAMERUERIES +ABB L, RE2E
ThLRETBI L, —

@ ERBUERHOX YAV MZONT

BEMHRBRR S b3 Z LR H 2D T, AFOREITHT- - Tik, BKE
W (RS, k. RESE) ORRERUKT X BREOERKS, M2+
WKATH 2 k. Fh, LB UCTHEE CT. MF~v— IV —E0RELEHT 5
(23

AROBEIIEE® infusion reaction (2 2 CRARIC SR InD T 51
#1772 ETRRMT 5 Z &, £72.2 B B LAEDOAF|E 57T infusion reaction
BHobhadZ LbdHsDT, FHREHROERFZSHETRITNA 2L
VERIET %, BEORBEZ OB TSI L, 7238, infusionreaction &
R LIEHAICIE, 2TOMERMERNZLCREIET 5 £ TREL +oHEE
THIL,

FARIREREESE, TEABEBEERVCRIEEERHODLNAZ L BHEDT,
ARHFN 0% 5B R O 54 P I BRI NS Re iR (TSH., #88 T3,
FeBE T4, ACTH, M anFY —VEORE) ZERTH L,

AR OBEIZL Y, BEOCRERGICERRET 3 L& X b dHkx REAPLRER
BHEbNAZERDD, REPBDoNTZHEITIE, BRLEFRIILCE
B RG22 50 & BBR 2 EE O ERT & EE U CGEEZENRZE 21TV, BEDRE
FOGIZ X 2 RIFER BN 2 HEITIE. ARIORIEIIH L, RUEIRRE A
NERIOBRES*EBERTH L, BB, BIBRERNVE L OREICLVREWE
BOURERRD bRARVEEICIE, BIBREFRNVE Y UNOREMFHIF OB
bERT 5.

BEKRTH, BBE» LB ABB L THLRHERARETE 2L 8H 570,
AR OB EHETRICHBERORBUCHDITERT 5,

1 BUERA (BE 1 BERR 28T Bhbbh, BREES P 7V F—v X
KEZZLBHZOT, AE, Bl BHZEOEROFERCOIFED ERIC+
SEBETHZ L, | BERBRARLN SR EEZFIEL, A2 ) 8
ROBEEDOBERILEEZITH Z &,

BUERF &, FFR2, FFgEREE, TR, BIERERRHODbNAZ XD D
DT, EHHOICHFEERELZTV., BEFORBEHSICHETS L,

AHOEARBRRICENT, HERE»D 24 BRIZ 6 BT L. 20T, 128

B2 L i B EZIT - TV 2 L 2 BE T, AFBRETIIEHOICESRRE
THROEREZITH Z &,

13



Rl REET A F74 v
=R =7 GREFHEEEZ)

(R4 : 70— RRERE 20 mg, 37V —RABEERE 100 mg, F7V—
AARBEE 120 mg, 7V —FR RKFEEE 240 mg)

~ sl ~

ST24E2H (241 1 AET)
LA S



B&

1. el P2
2. BENORE. ERERF P3
3. ERARERE P4
4. BEFRIZDOWT P8
5. BEWR L DBE P10
6. HEIZBL THETREHFE P11



1. LB

EFKH DA ZME - ;céﬁoﬂﬂ%@t IZi%, B SCESRESWIZBIERERBRD
bhd, bz, SEEORERMTOESHIC LY., MEERRLZ & OBEFRHARFTHRIERS
FEERLNARBINIP T, 2NOOEERTECKNELRBEICREET 2 2 L B3RED
UL 72> TE Y REMEOEE b SREOEAS £ 2016 (FHK 28 4F 6 A 2 BHRERE)
RWTYH, BEFEMERLEOFEROREHEELZHAZ L LaN TS,

FHERRFERL T, BKERERSRSETu 7 7 A VBBRFOERR LA LNITR
BRBEILNRHB, 0D, APERUEZEMICET32FRN+LERET 5 E TOR.
WUHERSOBELZHZITIIEBHFINIBFCH L THERT S L &b BIFE
ARBRLU-BICKRERGE & 52 & BARRR—EOBEF - TEREE TEM
THZLPEETHD,

Lo T, BKIA FT7A 2 Tik, Bﬁ%’é&"l“é‘%’ NETIZBLN TV ESFEKER -
R RMICESE, UTOERGHORKBERERZHET 2RO OLELRESF, 5%
FROEEERERT,

BB, AHA R4 i3, MIIITEIEAER B ERBERBAHE, AREREARK
EREEYS, —REFEAN R ABEARES, BEFREFEIHEABAREZROW
Hob E1ER LT,

NE L7 HERR 47 O— R SREIE 20 mg, A7 U — R AREHE 100mg, A7
— N REEE 120 mg, 7 VR RERE 240 mg (—i4 - =
R<7 (METFHEERZ))

R EROIMENRBE « B AALPRIER IR Lo RIGEIBR R R ST - BRORER

HBLRARERCHE - @E. RAII=RA v~ (BxFE#z) & LT, 1[E 240mg
% 2 AR 1[5 480 mg % 4 BRI CARFRET 5.

5% IR R ¥ E - NFRRTERASH




2. AF O, 1ERBF

7R REFHE 20 mg, RLRFERE 100 mg, FLREFEHE 120 mg R URARE
E240mg (—f&4 : =AN~<7 (BiFlE#Rz). BT, TEA) &vwd,) . MBS
mLIERRESM L AT Ly 2 BTV AV =¥ —X 747 (BMS) #h)
2FAFE L7zt b PD-1 (Programmed cell death-1) {Zxt3 2 & "Nl IgG4 £/ 7 v —F Vit
ETH 3,

PD-1 13, ML LZY N3k (T H#IE, BAREROTF 25 40% 7 —T M) ROYE
BERMITICFEBLT D CD28 7 7 X U — (T MUAROTEMAL 2 #BIEVICIE L AICHIET 54
T#) CRTAIRENRTH S, PD-1 ITHFRTFHIRICRHET S PD-1 Y F > F (PD-L1
BOPD-L2) LFEA L, U Y/ BRICHIEY 7TV R L T VSR LIRIE 2
AIZHRAE LT3, PD-1 U UV FiIHRIBTMRISMC e b Offk% RIEBEG 3T

CLTRY, BEBAERE UK L EEARICHEIT 5 PDL1 ORELHEOLS
M L OMICADOHBEBEFRNH 2 Z L AHRE I TS (Cancer 2010; 116: 1757-66)
Iz BURAEAE CIEABRE THRNEEAT A/ ¥ —Tn i< (IFN=y)
WL o> TPD-Ll OEBEPFES N, &% L2 EEARICIIT 5 PD-L1 D3| L i D
AR & ORICIEDHEBERRR H 5 L OHES H D (Sci Transl Med 2012; 28: 127-37)
I HiZ, PD-L1 ZWHIFER I N AMIRIT, FRSEN CD8 Bk T MilaopagE
TEEEIR S ¥ 58, 5l PD-L1 #ifAT PD-1 & PD-L1 & DA #RET 5 L0l
BEEENRET D ZEBRINTWVE, EOZ &5 PD-1/PD-1 U 7 R, 5
AR TURGFRA R T MIR L ORBEZEMTHHFO—2 L LTELLRL T
5,

AR KERROBE RN L PD-1 OHIASEEK (PD-1 VU F v FEAHEK) IS L.
PD-1 & PD-1 Y HV FLDOREEAETHZ LICL Y., BPARFRERNZ T MBDE
ML R OB AFRRRIZ X 2 MIRRE FIEE 23R4 5 & & RGN REES R 2R T
T LRERINLTNS,

ZHHDMADN D, AFNIEMEER O T 2 H- 2K v B b0 L i S h.,
REBEBELNRLE LIZERAREER L, A0, REMROERENHEER I,

AENDVERBFFICES BEORERGIT L 2BWERSN H b bh, EEXIIFELIC
EDARUERDH D, FFOREPRORERITIT. BEOBEL+HITITV, BEIRE
D LIWIHAITIE, BB L ERITIE U BPR 225000k & 1R & $FOIEAT L 8 LTl
B2ERZH 2TV BEORERC L 2BHERBNRLN 358, BIBRESV
T URIOREEFEDOEYRVBZT O LEXD B,



3. BRERBLEE :
I AAL SRR R I BT | - R 1A U R BE 2 AT SUI X T3 DR B R OO A FR RF I 7T &
Tol-ERBRABOREEZ TR, :

[F2h%])
EpEFRSMAARR (ONO-4538-24/BMS CA209473)

7 oY VU RREEEERR VT T FF8H &L L RRIEIC RO
R ORISR R 2 AT X ITBRORERBE3886] (RAANBE2140 L &, AF|
BE19361, XHFBEE195M1) ZMRIT, ¥ Y URAEMERA (Mt & ek Xix
N7 Y FHEA) BRBE L TAFR0mgZ 2 BRMR CREELZ L S DFDER
T ORAMERT L, TETMEEE TH LTI (FRME [95%ERXKE] ) i,
AFIBET11.17 [9.99~13.73] H B . BB T8.54 [7.20~9.89] F A TH Y . AAIHITx
BT LRSS IIc B BRIER 277 LTz (N — R H0.79[95% 548K 41 0.63~0.99].
p=0.0381 [/BHlog-rankiR7E] ) .

* . KRR AKFIBIZ OV TITS mg/m?%3BRER CHBIRPNEE, 7 ) & 32T OV TR,

100 mgm?Z A E 194 7 L LT, $1, 8, 15, 22, 29K U36A BICHIRNRETHZ L L Sh

T
—a— AR
- NEREE
&,
g
03 | e e |
02 ""w‘ﬁh""l_,, A
.m'a&"&. .T"La-m el
0.1 '.é
N 2
0.0 Ty | i i 3 i B L = 51 ' J
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
FRIE 193 170 158 139 120 105 89 77 65 55 38 20 :13 10 6 4 3 0 0
IR 105 182 157 116 100 79 66 55 48 39 26 16 1 6 2 1 1 1 0

1 OS @ Kaplan-Meier fhi# (ONO-4538-24/BMS CA209473)



[Zatt]
ER4FIF MARRER (ONO-4538-24/BMS CA209473)

BEFRIIARFIRE 172192 F (89.6%) . XHFREE 192/194 B (99.0%) WZRH L, 1B
B L ORRBRERBEE TERVAFERITIARFIEE 129/192 #1 (67.2%) | R FREE 185/194
Bl (95.4%) ITBRD bz, WTNDHOHTHREREN SUU LORBWERIIR 10LBY T
HoTl, \

£1 WThHrOBTRERN 5% EOBER (ONO-4538-24/BMS CA209473)

-y FHEE (%)
e AR ]

%ﬁEEDRA/J 21.1) Lz 194 §1

€ ver2t % Grade  Grade3-4 GradeS 4 Grade  Grade3-4  Grades

_EMEA 129 (67.2) 33 (17.2) 0 185 (8341 127 (655) 2 (1.0
T3S X CREE T IR

3% 23 (12.0) 1 (0.5) 0 27 (13.9) 2 (1.0) 0

% 5 EEE 17 (8.9) 0 0 9 (4.6) 0 0

BiBiE 3 (1.6) 0 0 97 (50.0) 0 0
—i% - EFEER I CREEEORE

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

S 14 (7.3) 1 (0.5) 0 42 (21.6) 9 (4.6) 0

Bk 9 4.7) 0 0 44 (22.7) 0 0
FRERRE

DIVAS: & - ) 4 (2.1) 2 (1.0) 0 18 (9.3) 12 (6.2) 0

RS 3 (1.6) 1 (0.5) 0 75 (38.7) 58 (29.9) 0

A I BRER A 2 (1.0) 1 (0.5 0 72 (37.1) 46 (23.7) 0
BREE

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

A% 5 (2.6) 1 (0.5) 0 24 (12.4) 1 (05) 0

B 4 (2.1) 0 0 16 (8.2) 0 0

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

IR 1 (0.5) 0 0 13 (6.7) 1 (0.5) 0
HNRWEE

HR AR T E 17 (8.9 0 0 1 (0.5) 0 0
BRYYE R X O A hE

RS 3 (1.6) 1 (0.5) 0 11 (5.7) 6 (3.1) 0
R#ftB LUOgEESE

RARBR 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
MIEB LY v RRREE

=il 4 (2.1) 4 (21) 0 47 (24.2) 19 (9.8) 0

P ERIE 1 (0.5) 0 0 36 (18.6) 27 (13.9) 0

FEBNELF P ERBRADE . 0 0 0 20 (10.3) 20 (10.3) 0

A BRI AE 0 0 0 16 (8.2) 14 (7.2) 0
HERAB L URAARES

Ra 2 (1.0 0 0 21 (10.8) 1 (0.5) 0

R 2 (1.0) 0 0 17 (8.8) 1 (0.5) 0
HREREE

HRREEE 3 (1.6) 0 0 14 (7.2) 0 0

REEBRHE = 2 —r /F— 1 (0.5) ] 0 47 (24.2) 1 (0.5) 0

KRG = 2 — 1 ) F— 0 0 0 21 (10.8) 1 (0.5) 0

2B, AFFEITB W CHIRIGHESEREE 22 4] (11.5%) . HEHEARE/ I A /3F—15
Bl (7.8%) . FFHSBEREE 13 61 (6.8%) . MIEMEMIRA 12 F (6.3%) . #REE 8 #
5



(4.2%) . BEEDOKBREE 441 (21%) . EEHL 3 # (1.6%) . WAL2H (1.0%) .
B sBeREE 2 B (1.0%) . AT 1 6 (0.5%) . KBB% - Nk - BEED TR 1 1 (0.5%) .
TRIEWEREE 1 4] (05%) KV ipfusionreactionlﬁ'] (0.5%) B@BHoNT, £/, B
EMENRE., DL, R, 1 RERA, AL, BRER, BIRHERE, Rk -
s, SIRDRERE, BEELDKES, MRA/IEGRE. ik BE SESRE
ERODLBREEIIRD bk ole, ABWERFERRRIIEESS: BRREEREZS
) ZEUHEMEREZTRT,



(R - Ait]

FHDOBEMRDERBETNEFA LY I 2 b—a iz kb, &% 480 mg % 4
B R TR EIUIBEARBO BiE - AR%E TRE L ROAF OMEFRESRT S
Teo TOFER. &K 480 mg % 4 BRI TRE LZBROEEIRBICBIT 3 FHmiET
BE T, MCagsl £33, ) 1T, A& 240mg % 2 BREBER THE L72BEO Cages &
BUT2LTRISNEZ (TR) . £, AHK 480 mg % 4 BEHEBTHRE LZBOER
RRICBIT 5HREMBFRRE (LT, (Chaxsl £V 5, ) 1 AH) 240mg % 2 BRI
RTRE LIZEED Coxs LB L TREZ R T EFR SR b DD, BAABREIZBN
TRAFEPHER I TWARE - Bt (10mg/keg % 2 BARRETHRE) TAFIZHREL
TeBRD Craxss & B U TIREZ AT L FRIS N (FR) ., M T, BEOBEICRT
BT —FIESE, AH 3 mgkg (KE) F7203 240 mg % 2 BREIFR. &L 34K
480 mg % 4 BRIMETHRE LIZBOAR OMEE L AME TR 2M L 0 BEE 2Rt
TEORBRIGET VHEES N, YZEEIZOWTRENTFONERE, R0/ -
RAEOH THAIMER RS REZRIT VW EFRIS L,

#£2 FHOBPRIE T A —F

}iﬁ{f i )ﬁi Croax Cumind28 Cuvgrlls Cma:gss Cmin,ss Cavg,ss
(pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (ng/mL)
o 516 272 31.0 113 62.1 77.6
mg/kg Q (352,70.8) | (165,403) | (212,439) | (75.0,171) | (27.1,107) | (42.1,127)
727 383 437 159 87.8 109
240mg QW | (511, 103) (23.3,59.0) | (30.8,60.9) | (102,254) | (41.5,158) | (62.1,187)
P 145 297 530 216 713 109
mg Q (102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) | (27.5,137) | (62.1,187)
193 99.6 116 396 214 275
W0mglkg Q2W | (146 222) | (86.5,132) | (101,148) | (329,525) | (184.303) | (236.377)

B (5%, 95%) « Q2W : 2 BEIEIR. Q4W : 4 BRI, Coe : MIEIRSHORE MIFHIEE.
Crinzs © FIEIXE4% 28 B BICR 2 BARMIEFIRE . Cavgars : HIEIREH 28 B B ¥ COEHIMF P

BE. Cumaxss : EWRIBICIT D REMIBEFBRE, Crinss : ERIRIBIZEIT 2 BARMIBEFRE, Cavess : EFWR
TRICH1T 2 MR



4, HERIZOWT

Zi%ﬂ@jﬁfrmﬁ’@m%%% LW EL ., AROBREICL Y ERLREIEREYRE L
Bt 5 2 L BBERTED, UTFOO~@D TR TEMIETHRICENTERTS
RETHB,

@ HRiIZoOWT,

@1 FEO 1) ~ 5 OVThNIEYTIHERTHD I &,

(1) EABBRESEET 525 ADREHELURESE ERER RS A BREHE LR,
Hu3k 28 A BB R PR, MRS A RBERIREER &)

() FrEMRERLT

() FERFRMERIEET 50 ABRESERR (BABRERIEER. 25 A2REHE
BHFEE, B AREEEEHEERRER L)

(@) AFACFRERLZRE L. SRCERIEMEA 1 IS RACFRIENE 2 DR EE
2R B BHEIT> TV B R

(5) PIEMEEERINS & EME ORREMETR D BHETT > TV Dk

@2 AERO(LFRE R ORIFERSEER OxHRIC 43 2 an & B2 R oER (TR
DWFTRNITEYST 2 EM) 2, YRBEBOAFICHET2BROREE L LTRES
hTnwsZe,

&

+  [ERTSEFFEL %2¢@W@H%%%Tbt” 5 L EO B AEROBRKRTHE %
FoTWBZ L, 5b, 2EM IR, BAEYRERZ XL LRRIEEZOWER
fToTWhZ &,

. E%ﬁ#ﬁ%&zﬁw@%ﬂ%&%?bt&_\ﬁmﬁrwbwﬁ%ﬁﬁéﬁns

FELLEOWM BN FEOERZIToTWVWD I L,

. EAIRER 2 EONBMPHELET LB 4 £ EOBKREBRZAL TS
Zr, 9b. 34N, WLEEORARYREZ B TEERRRFEOBRRTEL
ToTW5D :_:‘: 0

@ BNOERMEREROEKHITONT

EXSIERERIEETIELENERE SN, @%ﬁ%waoﬁﬁﬁu AR
AMESELHEROGTHEE VEMSICT 5 ERRE,. AEFRNRELLERSORE
R ERFLHIITONAHHINESTVDH L,



® BHER~DORITOVT
®-1 HERR &Iz 2 B4

MEMMRBEOEBRBIERNTAE LIZBIC, 24 BFRIDREF O T, Mk X
EEBRICBWT, BELUZBWER IS C TAREEREC CT £ 0RIER OBRNZ %
BERREORKREPY BPICBHLIL. EbICHSFREZREH N E-TWDZ &,

®-2 EREFFIC L 2FEFSNSICET2ESR

BABRCHED 2N 2B E OB EE AT 3 EREEENEERT=2) 7
EEDEEROAZ V==V F2ITOVERE L EHE A TE 5 F— AERKHINE
BEhTWAZ e, 2B, BEERICOVWT, RABRE L ZOFKRICHSICERShT
Wiz,

@-3 BRI OBEFOXRICB LT
BIMER (REMERERIC 2, EIEGEAE, D%, . MEIHRMAYE. KBk,
AR, BEOTH, | BUERRE, BIERFE. AL, FFgeERE. IFA, MCERe
Jo, RUIRBUSAEREE . TRAMMERE, MREE, BEE, BISEE. M. BEFEOK
Wi, BARMALIERIE, infusion reaction, B/ MIKMEE. MAREAEER. i,
Bess, @A DSRBERUS, MG IRENE, DRSS (LEME) - RIR - O EEIARE) |
BRI, ML) 1o LC, MR UL BEE RSB D B A S 5 [E AT &
L EEAOREROMSICE L TRER OB 2T bh AR h 52 L), Ebic
T2 IER T BEHIESTWE D L,



5, BENBLRBBE
(BB 2 B3]
O THEOBEBIZBWTARDOEDESRIESINL TV,
. TolbEY IV RAERBERR O S F AL S LR ERECR
FESULARTR OARS TIRR R AR/ AT UL B D RSB B

® TRIZEZYTIREICHTEEFOREREAFECONTIT, AFOAZMEDR
RSLENTE LT, FEDOERERFL LR,
o —RBEREZITTORVEE
o FFORMBIRIE
o fLOREMERES B L TREINDBE

[Z4&ticB+ 2 5E]

@ TFTRICEYTIBRECOVTIIAFORERER L ShTWEZ i b, BEZT
birnz E,
o AF|ORSICHR LRBUEOBEERO D 5 BE

@ HEAOFTHICB VT TFRICKEY T 2 BE IOV T, FFOR GRS L2V

B3, MLOBFCBRIRE A 2 WIBEICRY | HECAKNEERT L 2ZEETE S,

o HEMERREBOAHXIIEEDOH 2BE _

o MIEEGRECHEEEZRD 5 BE K OTEBIIE O KRR O RRGLER&
L O RIEEELB A DND BE

«  HEREERBOAHE. UTBMENLRE L IXERED B CABRBOBEED
HHBE ‘

o WBBHEE CEhBMRBREELEST) ObDHBE

s REORBEIREEZARTLIBE

»  ECOG Performance Status 3-4 &V D B#H

(E1)  ECOG ® Performance Status (PS)

Score | &

0 | &< EBTES, BFRTLALREARESHIRZRITXS,

AERNCE LVERNIRIIR SN D R, BITHRET, BIERCE> TOMEERTI 2R TE S,
Bl BOFE, BHER

BITARETHSDE DR Y O Z L TR THEESEZITERY, AFO 50%LL EidRy FATRIT,

BONEESOEDOEY D& LNTERY, BHRO S0%UAEZNy )T TBI T,

HlwN —

BtV BADOEORY 0Z Lidel TER, BERy FARTFTRIT,

10




6. BEIZEBEL THET&PH

O WASCESMZ, BERFGEE BRIT 2 BHS TS AR O BIER SEIERE
FHOEDINERERE OB L THOERTB I L,

@ WRBRIGICES D, BEXIIZORECEPUHERVEREZHATRAL. AELE
ThoRETaZ L,

@ FERBIERDO<RI AL MZOWT

HEMEMERERH OB ZERH DD T, ARORETZH - Tik, BERIE
W (PR EEE, ik, 3E%) OBROIE X RREOCEES, 88252 1+45
WKATH 2 &, £, BRBEIISCTHE CT, miF~—r—S0REEEMT S
Gl

AR OB S IXEE O infusion reaction 124 2 TRARKRIC OG0 T A1
BZAT -l ECRtA 5 Z &, £72.2 B B AR DA 5-KF1Z infusion reaction
BHobNdIlbbHDDT, AFFREPRUOAREELRT RIZ AL VA
vEWET %, BEORBETSICBLET S 2L, 228, infusionreaction &
R LGS, ETOMBERVERBZEICEE T2 E TAE 2 ToBRE
TH5ZE,

FREEREIEER . TEAMEREERVRIBEERS bDNEZ EMH D DT,
A OB 5 BT R OB S M P I ERBC NS IEEERE (TSH., 58k T3,
el T4, ACTH, M =anF Y —VEDORE) RT3 Z &,
ARNOBREIZL D MEORECICERT 2 L& 2 bhatke REBSRIE
BHobNDZLBHs, RENRBDONEHEITIE., BELEBRIIG UL
HRR M L R RO ERD & EEE U CRYRERNRBETEITV., BEDORE
FIRic & 2BIEA R EON 2B 6T, RROWKREIHFIE, RORIBEE R
NEVRIOBREEEERTHI L, B, BIBRREFRNVELOBREIZ XD BIE
ROWESBD NRVERITE, BIFRESVE S OREEmSIF OBM
bEBRET D, .
BERTHR, ZEM»OEVARBL THLENERARRRT 2L BH 7D,
AR ORERTRICOBIIERORIBITHSITERT 5,

1 BIBEIRR (BDE 1 2UERF 25T Rdbbbh, BEREESY b7 F—i 2
KELHZEBHDHOT, A, Bl BHFDOERDOFEHLMIEED LRI+
SEBTDZE, 1 BERRERONZHEICREEEFIEL, A2 ) VR
RoBREEOBEYRABEZITI Z L,

BHERTR. PR, IFMERE, R, BEMEERE S b3 1855
DT, EHICIFBERELZITV., BEORBE+ACHMETI L,

@ AAOBEKRAEIZBWNT, REREND 1ERIZ6BRIZ L. LI, 12 8/
T L IZAEDOFHMZIT o TV Z & 28EF (2, KRR EFIXEHNICEBRE T
ROMREITOZ &,
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