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ARG 120 g, 7P —REATEHE 240 mg)
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1. X

EISOBLIM - ZLMOBRROTHIZIE, RN XESESHEELERRRD
bid, &bz, EEOREEMOESICTL Y, MEEER X OEFRFRIERS
FEELPEABENIPC, TNOLOEESPRICKHERBEICRET S Z L BSEED
HMEEL o TR EEMBOEE L WHEDEARITE 2016 ((ERL 28 E 6 A 2 ABRRRE)
BWTYH, EFMERLEOFRAORBLHEELZRKS Z L & T3,

FHRERBFERRI, BEEASE2N T e 7 7 A VEEFOERMEALNTE
RAEZLRDB, ZOk), AERUREKICET A HRA+LERT 5 E TOM.
WHERLORELHRL ZITDILBYHFSNIRAZICH L TERTS L L LI BIUE
NSRBI AERGGE & B ERAER—EOBG 2T EREE THER
TARIEBEETH S, ‘

Lo T, KHFA FTA 2 Tid, BREERSINLETCRBLN TV EELESER -
FBEHRMICESE, UTOERGORELERZHEET2BRANOLERER, X
FRUOEEEEEZTFT, -

B, FBHA FTA ik, MTBGEABRR R ERESRG S, QR EEEARER
BRIEERS, —REFEARABEENBESRC—RHEFEREARARTEZSZOBHIO
b &R L7z, '

RELBRAERS AT REERHE 20mg, A7 —RARRE 100mg, 7Y
— R R 120 mg, AV REBHE 240 mg (—HRE =
A7 (RETHEZ))

RBLRAPRIIHDRE - IBEEIBRTREEREST - BROBE

HELRAEERURE  BE. RARR=SFR AT (BEFHEERZ) L LT, 1E240mg
% 2 IR 1 B 480 mg % 4 ERIBIFE CREHEd 5,
L OFESEREA L R T 28513, BE., RALR=F =7
GREFHEBRZ) LT, 1 B 240 mg % 2 BRIBREXE 1 E
360 mg % 3 WH AR CARET 5.

& R E %A DFREIERS ST




2. AF O, EREF

A7 P— R EHEERE 20 mg, FLREEHE 100 mg, RATERE 120 mg R ORLEFSE
240 mg (—f% : =A< (BETFHREZ), BIT. TAH5)] 2vwi,) i, DEFES
TEHASHELE ATV 72 @RIV RA MV - v ¥ —X 22747 (BMS) #) 2
Bi# L7k b PD-1 (Programmed cell death-1) {Z%9 5 & MY 1gG4 £/ 27 u—F Lk
THD,

PD-1 i, &M LEY 288k (T MR, BHBREGTF 25055 —THIR) RUE
RERAAZIZFET D CD28 77 2 V) — (T HIROEME{LEHBIMICEL RICHIET 55
FE) CETA2ZEFEETHD. PD-1 IEHRIETHMIICHEIRT 5 PD-1 U 7 F (PD-LI
BU'PD-L2) &EA L, Vgt 7 A2 RELTY o SROFEME{LRES
AIZFREE L T35, PD-1 VT FidfRIErHRLAMNZ £ b ofka 2EERRICREA
LTy, BEEREREE LUk L EEMARICRIT 2 PDL1 ORRALIFEOET
BM L OMICAOHEBRAGREH D Z LBARESN TS (Cancer 2010; 116: 1757-66)
o EMBEAERE CIIERRE TMIRAEETSA ¥ —F i < (IFN-y)
W2 & o T PD-L1 ORIAFE I, B8 L EEARIZET S PD-L1 OREBR LR
AFHM L ORICIEOHEBRMFENH S & OWEDLH S (Sci Transl Med 2012; 28: 127-37),
S BHIZ, PD-LI Z3AHIRE I A AT, SRR CDS Bt T MlaoiiaEs
EHE A58 X 505, $1 PD-L1 #i{£T PD-1 & PD-L1 & OEAEEET S L Z0HE
BEEENEE TS Z EAWTRERTVS, DI 256 PD-1/PD-1 U 7 R, 23
AABRSTUREERER T Mo ORBEZER T BFO—2 L LTEX LR TY
B

ARNL, BEFHROERH S PD-1 OHEIMESL (PD-1 U H > REAHEIR) IKHEE L.
PD-1 & PD-1 VH U RFEDFEESZBETHI LI, BARMEREN,: T HROE
LR OB AT 2 RSB 2105 T 5 Z & CERHENRERDRE LR
IEPHERINTNE,

I bDMENL, AFIIBEER T T 2 2iaREICRVEL O LS h,
BEBEZMRE LEBERBREZEE L, A0, ZeMROCEAEIHERINE,

AR OERBFICESIBEDORERINT L 28WERER S bbh, BEEXIIETIC
ELWEEEDH L, FROREPRUCREHITIE, BFOHLEE T2ITTV. BESR
B BNTERITIE, R LULERICS BRI M L BREFOEM & EHE L TR
FRERRH 21TV, BEORERISIC L 5EBERSRDLNSBEITIL, BIBEREFRNV
EAOREEOERINEET D BERDH D,



3. EREERK
BRI R ST - BREOBEBORREFCITME{To R EEABROKELY T,

{Fztk]
OEELFRZEMEFE (ONO-4538-1285%)

2oL I DALFRIERE %08 DS EIR IO RS IR Oia BB R e i AT - BR
DEENIIAETESTE (EFORLARETEAE LV L TFS5emlAIZLET SR
) BFE4935) (BARAABF2662 e, AAFE3306]). 77 BARHI6F)) 2RBIT,
TR EMBE LTEF mpke2 2 8RERTRBHELZL EOFTHERVRE
MR L, TEFMIER CHI AT (BLTF, Tos) &vwd, )} (ha{E [95%
EHERKRI ) 1%, FFIBETS5.26 [4.60~6.37]1 B A, 77 AR TA.14 [3.42~4.86] F A
THY, FFNIF T R L2 HBREE SR LE (ONF— FLk0.63 [95%
fEHEXR : 0.51~0.78] . p<0.0001 [B3llog-rank 7] ) .

104 =, : —— ARIE
ol ™ e PS5 hAE

0.8 1
0.7
0.6 -

0.5

HETFE

0.4+
0.3

0.2 1

0.1 5 B~

0.0+

T ] 1 T ] 1 1 i I T I |

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

" at risk # ERMMR)
KB 330 275 192 148 94 5 38 19 10 5
S4B 163 121 82 53 32 16 10 4 3 3 1 0

X 1 08 @ Kaplan-Meier gh# (ONO-4538-12 BRER)

QEELEFSB MRS (ONO-4538-44/CA209649 SRER)

{bEgRER OV e b LEISFER TR AR (LU, THER2) LW 5,) BEDEE
PIRREERETT - BROBBXIIEETEAIE (BEOhLARETHESHIV LT
5cmBAPICALE T 2 ) BE1,5816] (AARABE10061% &1, ARFI+{LERIERE
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7894, 1LiEHEIETRETO2H) A RiC, (EFREET R E LT, AHHEEREOFL)
R U ELM TR L, EE/MEEE T 5 combined positive score™ (LA, [CPS]
&9, ) 2SEENCRT D FURAEFRRN (BT, [PFS) & 5,) RUCPSZSKHIC
BT 2081220 T, FFHEEFEIEERECH LEHZENZEEREREZ R LE
(#1, H2) . Ebi2, FRICHESNEREFIERVCEBKEOEI Y Tt > THRE
BITONTCRER, BIRFEMIEE & SN /CPS2 1 EMEITTERIZRIT 5081221 T
b, AE+H EEREIVEEREICH LEHENICERREEEZRLE &1, E3) .
*1 : HER2 ¥|ERER TR ED B RUAEITEO DL H 5 R0 BELBRANRTEE L,
# T bFHE (RREYNEMNER 28510k [@AFV V755 1 E 130 mgm? (s
B %3 BB TAEREL, #8100 mym? (RREX) 2 1 B 205, 2 B
AFEHIC 1 BRUAE, X3@F XV 7FF 1 B 85mp/m? (FREH) . RUF— Ay
7 A 1 E 400 mg/m? (EREH) RU7A40 T35 0 1 6 400mym? (EREHK) & 2 BRRME
TREFEL, 7434007 20 2400mg/m? (FRER) % 2 B R TRIRRFHER EH%IZ 12
BRFMRER] o, AF HEEFER T, A4 (O1 B 360mg % 3 BARBREX @1 B 240mg % 2 @
MR CAEE) 2EThTh RO REobERELHFALE.
*3 : fEFAARRICIS 1 S PD-L1 2R3 LcMladk (EEMR, v7 o7 7 —PRUY »3%R) &RIEH
HIARECTRR L, 100 23 U7 AE,.

% 1 AEHMEERK (ONO-4538-44/CA209649 FABR)

o e fi
BEEH TRPRE Ik g [95% /54 /] o KRR
(FA)
£ 7.69
’ 473 o 0.68
PFS§"! CPSZ5 Temimisne [7'036 059-17] [o8o{E MRS :
{ESmEE 482 [5.55~6.90] 0.56~0.81]
AH - 14.39
s 473 iy 0.7
CPS=5 {E%ﬁ&ﬁ [13.1:1 11]6.23] [98-4%1§¢EEF§ .
=it 482 [ 0'02;12 091 0.59~0.86)
A H - 13.96
; 641 o 0.77
08" CPs=1 feF et [12‘5151 3;4'98] ‘[99.3%IEHEEM :
| LSRR 655 [10.64~1225) 0.64~0.92]
+H)+ 13.83
ay 789 " 0.80
ITT fLsspRLRE [12.5;51 5164-55] [99.3% S %X -
(bR kg 702 [10.8712.48] 0.68~0.94]

* . EERITEOT — &,

*2 : RO T — &,

*3 : B3I Cox bl ¥F— FEFa



1.0

6.9

0.81

0.7

0.61

0.51

0.41

0.3

0.2+ " ) =
% " %E‘L’"}— =

0.1 Bt oe gy

Probability of Progression Free Survival

0.0

"7 T rfrr r - - r- -t -1 17" i e -
0 3 6 9 12 15 18 21 24 27 30 33 36

At risk ¥ EIEAEHTIT L0 (B)
AAH{ESFEERE 473 384 258 181 132 89 60 39 23 10 8 1 0
{esemeskn 482 325 200 109 72 41 25 18 12 7 4 0 0

2 PFS @ Kaplan-Meier Fif# (ONO-4538-44/CA209649 HEY) (CPS=54EH)

1.0
0.9
0.81
0.71
0.6

0.5 AHHLFRRERE

0.4 . X
o S
o2 R .

0.1 s -0 o

Prabability of Overall Survival
gl

0.0

| L BELELE | I MALURAT MELARLINS ELENLANS SULANLEN BELENLAN ENLRNLEN ENMNNLIN LR BN
0 3 6 9 12 15 18 21 24 27 30 33 36 39

At rick & AR 20D ORI ()
HAI-EEgREmE 789 731 621 506 420 308 226 147 100 49 34 14 2 0
jeagER 792 697 586 469 359 239 160 94 59 35 15 7T 2 0

% 3 OS ™ Kaplan-Meier Bt (ONO-4538-44/CA209649 2B (ITT 48)
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(PD-L1 SEERIRE O F Ehit)

ER M MAERER (ONO-4538-44/CA209649 3XBR) T8 A AN b BE DT — &
IZE-3&, PD-L1 ORI BT 2T o280 @EROLFETZED) RU%L
MOERIZLUTOERY Thotk,

EHI+ LFRIEOFTEZ. CPS N 5K (CPS<1 AT 1=CPS<5) OBFLEMT
L LERE LIRS TH o (B2, E4), |

2%, PD-L1 OFRBRRICE 65, AROZLMETe 7 74 ViZEKRThH -7,

# 2 PD-L1 OFBRMANOF R (ONO-4538-44/CA209649 FER)

il .
PD-LI o g NG ZEHER
R R B Ios /‘E{fs;ﬁﬁ] [95% S 4R ] D p il
FH+ 140 8.67
cps<1 [ e300 [6.93, 9.69] 0.93
‘ (LAt 125 8.11 [0.69~1.26]
[6.87,9.82]
fg ?‘-iil-i 168 : 716
. {EZEPRIERE 6.83, 8.38] 0.93
e 1ECPS<s AR 17 8.15 [0.73~1.20] 0.0257
[7.03, 9.07]
AH 4 a7 7.69
CPS=5 e &omsicd [7.03,9.17] 0.69
B (bEsmmEme 482 6.05 [0.59~0.80]
[5.55, 6.90]
AH+ 140 13.08 ]
CPS< 1 {LEFRkRE [9.82, 16.66] o 0.92 : !
e 12.48 70~1.23
fLFomse 125 £10.12, 13.83]
A+ 168 : 12.29 :
o 1L FRIERE 9.63,14.26 0.97 ’
oS 1SCPS<5 i o 11.99 . [0.76~1.24] 0.0345
[10.87, 13.90]
AH+ a7 14.39
cpsms EFIRER [13.11, 16.23] 0.70
- 11.10 [0.60~0.81]

fee IR REE 482 [10.02, 12.09]
*|  EEMRTRGOT —F, 2 PRAGIFEOT — &, *3 : IEBB Cox el — FEF L




o

105 &"&
08 K CP3<1 osf ¥ CPS<1
% &L
3 : 08 Foe W PFS
%07 G e it
: . & !
n 08 l“"‘i F 06 k
3_ us AH)+ (LSRR AR gos
] | g
™ ’ peso) a
o4 w:;-'c.'l:l / Los
é,; 03 /*‘t;ab_‘ e 243
0.2 "i--.;':’hﬁ_ulh g 0.2
o1 s S
Y ——————— o.g ; — . S—— .
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36
Atrisk 3, E|IEABIM LM (A) EERBIFT OO/ (8)
AFE/ICHE 140 129112 89 72 51 40 29 20 9 6 3 1 O 140 110 72 49 29 22 11 5 4 2 1 0 0O
ICH 125110 92 77 61 41 27 15 13 9 4 3 2 @ 125 82 53 32 20 11 6 6 5 4 2 1 0
1.8 o 10 ;‘1
L \’\\ 08 § 08 K"{% PFS
o Lo 1
o os E 06 \v,
g 5 g os s
» & A
2o Lo« b ZFH+ LR
‘g 0.3 5 &3
E -]
0.2 g [
o .,
0.3 bmmmtmm ek eean E :
{LEEpR R Tt ! e 7 B, P,
o‘gl T T T T REE] T L T T T T T Ea ou . T .-' -----------
¢ 3 6 9 12 15 18 21 24 27 30 33 36 39 90 3 & 9 12 15 18 21 24 27 30 33 36
Atrisk ¥ EERETT L0 (B) EEARHIREOHMN (F)
AFE/ICHEE 168 157 125 99 83 56 34 22 15 7 &6 2 0 O 168 138 93 53 35 24 11 7 ‘4 3 2 0 ©
ICHE 173 154 133 112 81 56 33 21 11 6 2 1 0 O 173 127 91 58 27 12 6 3 1 1 0 [ 4]
105 = 10
=
0 CPS25 o9 CPSZ5
o8 oS § o PFS
] n
% 07 R
508 E o5
5. AR 3.
% g FH| R R
;_;‘o.& / _E_ 04
201 M £os
& - ettt
o2 oy i g 0.2
bt e e YN g B
['A] 0.1 ﬂ:%ﬁ?}jﬁ T T ) A i B
D.ﬂ B T LI LIS T T T T T L ¥ F a'al T T T T T ¥ T T T T T
0 3 6 % 12 15 18 21 24 27 30 33 36 39 ¢ 3 &6 9 1 15 18 21 24 27 30 33 36
Atrisk 2 EEARF RS OMME (A) FERRI TS DHIR (B)
AFE/ICRE 473 438 377 313 261 198 149 96 65 33 22 9 1 0 473 384 258 181 132 89 60 39 23 19 8 1 O
[CHE 482 421 350 271 211 138 98 56 34 19 & 2 0 O 482 325 200 109 72 41 25 8 12 7 4 0 O

% 4 PD-L1 OFEZLRIHID OS KT PFS O Kaplan-Meier i (ONO-4538-
44/CA209649 RER)

(0S (£7F) : kX Ccps<1, HR[F 1=CPS<5, TX CPS=5)
(PFS (F%) : EE CPS<1, H#E 1=CPS<5, TX CPS=S)



QEFRERE 1/IAEER (ON0-4538-37 FER)

LR EIERE D220y HER2 4" OISR R EREIT - BREOBEIIAETESE
5 (EREOTLIRETEAWELY LTS om PICAET B8 BE 7240 (BAR
NBE 395 FlEEie, AFIHELERIERF 62 6, 77 R HLEREH 62 4) %
HBIT, 7R HEFREL R L LT, AF HEFREOFNR CR2M 2 R5T
L7z, EEFMER D—>Tdh 5 PFS (PRIE [95%EHKME]) id, FF +H{LFHek
T 1045 [8.44~14.75]1 A, 77 e R +H{LERERH T 8.34 [6.97~940] HATHY,
AEHEREEIL Y 7 v R HEERRICR LB M BB RER AR L (N F—F
b 0.68 [98.51%E4AX R : 0.51~0.90], p=0,0007 [/BH log-rank #27E]).

Ee, bI—ODEEFMIEE TH B 05 (THRIE [95%EHREM]) 1k, FH+HbZF
FRIERET 1745 [15.67~20.83] B A, IR+ {LFEMER T 17.15 [15.18~19.65] &
RATHY . FE+H{EEERERT 7 R HEEREIC S LEHZENICRERER 2R X
Moo (APF— FE 090 [95%F3EXM : 0.75~1.08], p=0.257 (/BB log-rank #&E]).

*| : HER2 HIEREERITRRED BE L& & L, .

*2 . AF| (1 F 360mg % 3 WRIRARGE TAMAE) X7 5 ER e, UTOLSRE (50N ER®
BIR) RGHALE [AXH Y7550 1 E 130 mgm? ((EREH) % 3 MERETARBEL,
FHZ =N RAZ N FTZ K 7 ABRAE 40 mg/m? (BRI XiEH <& v 1000
mgm® (ERERD % 1A 208, 2@REAREHIT ERKE] .

1.0
6.8 —FH. A EHITSFORY
o8 S-IRIZASL R B AR
-G~ ITEH L FEPYISFLRY
0.7 - ST RITHASAE LSRR
i% 0.5
£ i
& 06 | , RA
7
# o4 %
03 -%%—
i
0.2 - [NV .o - V-
0.1 - £]
0.0 — : I
) 3 & 9 12 15 18
at risk T LEMMNA) -
IR AINTIELRY 360 274 168 04 46 13 0
FIEH, FFYVITFRUS 362 259 160 80 30 5

IRIEHAS LR

¥ 5 PFS @ Kaplan-Meier Hi#2 (ONO-4538-37 RR)
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08

a8

0.7 A

0.6

0.5

PRt

04
03 -
2 -

ot

0o

at risk#k

M AAYPUTIFORYE
E-IRIZHRLTE AR

FSUR A YT IELRY
S-1RRHALFUL B AR

A& PITSFLRIE
S-IRIEhRFE AR R

-G TR (AP TSFLRY
S ERBARLFELHAR

0 3 8 ¢ 12 15 18 21 24 27 30 33 36
EFREA)

362 346 318 269 232 193 168 150 102 58 23 2 Q
362 342 301 288 218 182 167 14 97 = 48 18 5 Q

& 6 OS ¢ Kaplan-Meier Bi#t (ONO-4538-37 3B
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[Z4tE]

OENEMMARE (ON0-4538-12 38k)

HEEHIIAERE 3007330 #1 (90.9%) . 77 EREE 135/161 i (83.9%) 2D B,
BRREL ORRBESBTETERWVWEEERITARAF 141330 #1 42.7%) . 77 &R
B 43/161 B (26.7%) IZRR®H b, WO TRIEEN %L LORIERIZI TR
DERH ThHoT,

#3 WThhORCREEN 5% EOBHER (ON0-45358-12 BlR)

o ¥ (%)
%giiﬁﬁ AR 75 RRE
(M;:i:DRA/J ver.19.0}) 330 B 161 61
o 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
2RIER 141 {42,7) 34 (10.3) 4 {(1,2) 43 (26.7) 7 (4.3) 2 {1.2)
BIBEE ‘ L
A .. .. 200 206 0  30% 0 0
- EHEEBSLICREMIORE
%% 18(s8) 206 0 9{(6 202 0
BRBLUKTHEEE 00000 i o , , )
5 B 30 {9.1) 0 0 9 {(5.6) 0 0
Fis 19 (5.8) 0 0 5 0 0 0

2R AR B CHESERERA 7 61(2.1%) BHRRRMARE/ X A/ F—9 41 (2.7%) .
KIBK - EEOTH 46 (1.2%) . 1 BUERRE 3 5 (0.9%) . FFHEEEERESE 18 41 (5.5%) .
M2 1 il (0.3%) . FIREREREES 13 41 (3.9%) . #EEE 1041 (3.0%) . BiaEE
14 (03%) , TEFSEEE 14 (0.3%) . FFIRMLRZERE 1 41 (0.3%) KU infusion
reaction 1 il (0.3%) DFRH b, £, BREMENE, DK, HR, REED/ME
B MESREER, BIRREE, EEORBHEE, K - fER, BERUVE L 5 BRI
biviehofe, ARERARBRRRIIEESSZ BERREMAREZEL) 2S0EHER
ERT, ‘ ‘

QERRIFRIFEMMEARE (ONO-4538-44/CA209649 FHER)

BEFLITAFA - LZEPRIERE 776/782 B (99.2%) . {LEEEILRE 752/767 B (98.0%)
IO b, FEIHEERE L ORRBGEREE TERVWEEFRIIFH HEFERE
B 738/782 1) (94.4%) . JLEHIERE 679/767 B (88.5%) IR bIiz, WFhh 0
THRIRED SHL LOBERIITROLBY ThoTe,
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#4 WTRHORTEERYN 5% EOBHER (ONO-4538-44/CA209649 BB

4o T T
1B SV AE 73( 93) 7( 0.9) 0 81(10.6) 10( 1.3) 0
F5E 64( 82) 4( 0.5) 0 22( 29) 1( 0.1) 0

i FEELD Y2 AE 62( 79) 6( 0.8) 0 45( 59) 5( 0.7) 0

5 BB 42( 54 2( 03) 0 36( 47 0 0

. Fa - RERFOEREGER 94(120) 11( 14 0  81(106) 6( 08 0
: 5 T4 95) 7( 0.9) 0 12( 16 0 0
i 2 5 54( 69) 1{ 0I1) 8( LO) 0 0
5 CRmtskoseRmE 0

e ' 157(20.) 14( 1.8 0  139(181) 13¢( 1L7) 0O

WEBECY o REE

N Bl (%)
| AERIASHE A+ LR (LB
EAGE 78245 7674
(MedDRA/J ver. 23.0)
#Grade Grade3-4 Grade5 £Grade Grade3-4 GradeS5
£EItER 738 (94.4) 462 (59.1) 4( 0.5) 679 (88.5) 341 (44.5) 0
BEEEE e
Bl 323 (41.3) 20( 2.6) 0 . 292(381)19( 2.5) 0
Tl 253(324) 35( 4.5) 0 206(269) 24( 3.1) 0
IR 195(24.9) 17( 22) 0 166 (21.6) 24 ( 3.1) 0
[ 73( 93) 2( 03) 0 61( 8.0 0 a
A% 57¢ 73) 7( 0.9 0 47¢ 61 1( 0. 0
MEREE
SRt = 2 — T T — 221(28.3) 31( 4.0) 0 190 (24.8) 22( 2.9 0
KM = o — i — 137(17.5) 16 ( 2.0) 0 119(15.5) 14( 1.8) 0
SEEE 59( 75) 2( 03) 0 61( 80) 1({ 01 0
[ 42( 54) 0 0 38( 50 0 0
b e 40( 51 2( 03) 0 17( 22) 1( 0.1) 0
mRRE R
B PERE 158 (20.2) 83 (10.6) 0 118(15.4) 67( 8.7 0
/MR 156 (19.9) 20( 2.6) 0 115(15.0) 19¢ 2.5) 0
FARGELBET I/ FSwrR725 122(156) 12( 1.5) 0 69( 9.0) 5( 0N 0
—E 1 '
1 16 BR B 112 (14.3) 23( 2.9) 0 77(10.0) 13( 17 0
FTS=vT ) RFURT T —FH 89(114) 6( 0.8) 0 50( 6.5) 5( 07 0
poli
1 S—-E 10 89(11.4) 45( 5.8) 0 34( 44) 16( 21) 0
75— 71 9.0y 21( 2.7 0 22( 2.9) 2( 03) 0
M7 AH YRR 7 7 & —EH0 52( 6.6) 5( 0.6) 0 34( 44) 2( 03) 0
M E Y LA 48( 6.1) 4( 0.5) 0 32( 42) 2( 03) 0
R 45( 5.8) 2( 0.3) 0 33( 43) 1{ 0.1 0

21 203(260) 47( 60) 0  171(223)21( 27 O
TRk E 191 (24.4) 118 (15.1) 0 181 {23.6) 93 (12.1) 0
IR 157(20.1) 19( 2.4) 0 145 (18.9) 13( 1.7) 0
[ iR A 63{ 81 5( 0.6) 0 55( 7.2 11( 14) 0

B SHRELSVRIMEORE

/ BROBER
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Ptk (%)

TR AHHCERERE TeeEmn
(MedDRA/ ver. 23.0) 7824 76751
4Grade OGrade3-4 Grade5 4:Grade Grade3-4 Grade$5

REBRE _ _ L R
 ARREETE 00 70090 0 0 2¢03» 0o 0
#BE, PRBICLAEAHHE o ,

EARMSRS 66 g U( 14 0 30( 39 s( 0D 0
Bk B( 61) 4( 05 0 10( 13) 2( 03) 0

1235 AE LSRR I W TR BESE 466 1(59.6%) | FFHSAERESE 203 41 (26.0%) .
infusionreaction 111 ] (14.2%) ., FUREREREEREE 96 1 (12.3%) . BERUGRAMRAE 68 B
(8.7%) . RIBHK - /MK - EEDOTHIS2 41 (6.6%) . FIEMMRE 42 F (5.4%) |
BEOREEE 28 #] (3.6%) . BHAEEE 26 6] (3.3%) . LIEEEE 154 (1.9%) .
PARMARZERE 1341 (1.7%) . R 76 (0.9%) . TEREEERES 6 5 (0.8%) . Al
EHEEEEE 4 # (05%) . BER 3B (04%) . DK 261 (03%) . 1 BUEERSE 1 5
(0.1%) . XESMESKE 1HF (0.1%) | FEE 15 (0.1%) BRUYETL 1 # (0.1%) 25BH 5
N, Fie, EEMGENE. M - fiIE, R, SEEEBRER, ERCLEEE, B
AEAFZE, FFAE, HREFERE. MIRBAEERBR CERHMIIRD bhrnrof, ABHE

ARIFRRIIEEES FRREEREEZEL) 28DEHBRERT,

G EBRILFSE I/MFEE (ONO-4538-37 BR)
BHEBRIIAF - LRBERE 358/359 1 (99.7%) . 77 &R H{LEEERE 357/358 1
(99.7%) IKBH LI, FH, 7 I ERIEFERE L ORRBAERTETERVWEE
BRIIAA +EEREERE 351/359 $1(97.8%) 7T 8+ 5RERE 349/358 #1(97.5%)
IZRD b, WTRAOBTREREEREN SUULORERIRITHRD LBV ThoT,

13



®;5 WTRPOFCRBEN %L LoRI{ER (ON0-4538-37 )

Figk (%)

EENKZH
FEAEE
(MedDRA/T ver.22.1)

AH SRR TR+
351 %) 349 5

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

£EI{ER 351(97.8) 205(57.1) 3( 0.8) 349(97.5) 174(48.6) 2( 0.6
BERBEE o e 1
FURE = = — a2 SF 201(560) 14( 3.9) 0 189(52.8) 8( 2.2) 0
BRE R 57(15.9) 0 0 52 (14.5) 0 0
M= o —m8F—  51(142)  3( 0.8) 47(13.1) 10{ 2.8)
SERE 24( 67) 6( L7 12( 34) 2( 06)
HiplEE DS

BED . 181(504) 10( 28)
F 125¢34.8) 16( 4.5)
G 72(20.1)  5( 14)
Opgs 64(17.8) 6( L17)
A 44(123) , 1( 03)
I 19( 5.3) 0o -
BRRRRREE
1FhER ¥ 157(43.7)  71(19.8)
M MRERA 144(40.1)  34( 9.5)
B Bk 77(214)  10( 2.8)
FTRARAFELVET I/ b 541500 4( L)
AT =T —EHEM
FTS=vTIRFrA 41(114)  2( 0.6) 0 36(10.1)  6( 17 0
7 = F—EHM
MY A HEm 34(¢ 95 6( L7 22( 61) 2( 0.6) 0
EEMD 22( 6.1) 0 19( 53) 0 0
y—FAFINETA 21( 58)  6( L7) 0 9( 25 5( 14 0
T T e )

B XUREEE e
BHEIR 187(52.1) 29( B.1) 0 196 (547 23( 64) 0
- SERERL LUBREMMORE '

o 72(20.1)  5( 14)
BRI 59 (16.4) 0

BB 32( 89) 2( 06
\IE 27( 75 4(C L)
BWBLUE FEE e
FH - RERFOERE 53(148) 5( 14
TERRE

Bip 45(12.5) 2( 0.6)

7 5 B 42(11,7) 0
EWGaRER 26( 5.6) 0
HHDB 14( 39 3( 08)
 GspEEE 136 0
Mg LY oo SREE
i 68(189) 27( 7.9

I s R I R 23( 64) 8( 2.2)
EEEOE o 19( 53) 8 23
T, MERBLURRRE 0 e S
L%xo2<b 20( 5.6) 1( 03) 0 10( 2.8) 0 0
R e e e
Mo 23( 64) 0 0 16( 4.5 0 0o
P

<
(=]

=]
L=

Clsoisey B
110(30.7) 14( 3.9)
66(18.4) 3( 0.8)
46(12.8) 4 L)
26( 7.3) 0
17¢ 47)  1( 03)

coocooo o
coo o oo

L 134(374)  57(159)
157(439) 33( 92)
60(16.8) 9( 2.5)
44(123)  2( 0.6)

oo oo
oo oo

[ =

B T L
62(17.3) 1( 03)
14( 39) 1( 03)
26( 73) 5( 14)

oo oo
oo oo |

o
o

T R T

14( 3.9)
14( 3.9)
21( 5.9)
5( 14)
7( 2.0

cocococo
coocoo
coocoo

o
@

TR T
16( 45) 4( L1
200 56 9( 2%

(=1
o

=
B~
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Fitk (%)

%ﬁg’;ﬂj?ﬁ TR ST R
e 351 41 349 {7
(MedDRAZTver.22.1)  — e 1e3d  Grade5 2 Grade  Grads 34 Grade s
C RRmeel e 24( 64) 1( 03 0 7( 200 0 O
CBEARMEIRIE 20 89  s5( 14 0 e 45 2(08) 0
R 13( 36 0 0 15( 42) 0 0
FERERREE
H?ﬁﬁﬁﬁ"ﬁa" - 10 ( 28) 1( 0.3) 0 14 ( 39) 1( 03) 70
RERRE e o o
B 14( 39 3( 08) 0 o( 25 i( 03 0

723 AF| HEEREERIC B TR IEE 282 1(78.6%)  FFHEAEREE 83 1(23.1%)
infusion reaction 48 1 (13.4%) . FIRAREEEERESE 30 4 (8.4%) . BALUSRMARAE 24 1)
(6.7%) , REBZK - /NBK - EEOTHI 24 5 (6.7%) . RIEMEMERS 1581 (4.2%) .
- BEOKERE 145 (3.9%) | BEEEE 96 25%) . BIBHEERS 641 (1.7%) |
FlRmAeZEseE 3 61 (0.8%) . 1 BUBERB 361 (0.8%) . FF& 24 (0.6%) . EERM
HEE2H (0.6%) « FR2246 (0.6%) . LEEE 26 (0.6%) RUTREHEES
LBl (03%) 2B ohic, ¥, EEMEE, LHE. B, sk - bk, BE
AFde, T LAERBE 28, MERBEREGEM. F, Ry, BB, B, BEARUR
EBEIIAD b ol, ABERARRRIIEESRES: (BEREMEELET)
EETEHFBRERT,
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(R - AE] .
FEOBEMEDHEEFAVEFALEY I 2 b—2a kv, &H 3 mghkg (&
) X% 240 mg % 2 AFFRTHRE LRSS onFERRESBRN I, FORf
B, FEI 240 mg # ] E LEBEOBRBERIT, F5 3 mghkg ¥R G LBEOBRER L
LCHEEFRTETFHEShELOD, BRABRFICEV TAREREREL TV A
% AE (10mgkg # 2 BREIBRCTRE) CHARZ2EE LZBRORER - R L TERE
Bt e FHlENE (FR), M EROBEIC ST 37— 7 ItES% A% 3 mg/kg
(fRE) Xid240 mg % 2 ARFERTRE LEBOFHOBRER L AIEXITR2M L
OEELZHRIATIRERIGETAPEE SN, YEEEIZ SV TRFABNTOIIER.
LROBE - BEOMTAMER UL SHICHERZR TRV EFRIENTE,
#6 FHOEHBB T A—F

%?f . }ﬁﬂ Cmax Cmindld Cnvng Cmax.ss Cmin.ss Cnvg.ss
{pg/mL) (pg/mL) (pg/mL) (ug/mL) (ug/mL) {pg/mL)
3 mgkg Q2W 51.6 16.6 24.3 113 62.1 77.6
(35.2,70.8) | (10.7,24.5) | 17.1,33.9) | (75.0,171) | (271,107} | {42.1,127)
240 mg Q2W 72.7 23.5 34.1 159 87.8 109
(51.1,103) | (15.2,34.6) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 61.3 90.8 398 217 278
10mgkg QW | (147 219) | (512,792) | (790,114) | (331,532) | (184,313) | (237,386)

PO (5%, 95%80) . Q2W : 2RI, Conr : IEREHROFEEDBEPRE. Cous: PEREHRI4
B Bicsi B RIEMEPEE, Cugas : PIEREH140 B E COTIYMEPRE. Cuus : EHRIBCS
g;ﬁﬁmﬁ¢ﬁﬁ\&mgﬁ#%ﬁtﬁﬁé%ﬁﬂﬁ*ﬂﬁ,Qwuﬁﬁ&ﬁmﬁﬁé$ﬁm%¢
e, FROBEREDBRBETAZRALEYI 2 L—Y 3 T LD F5) 480mg
¥ 4 HERE GRS XUIBEARO M - AR TRE L BOAE O Mg PilEss fEt
Ehic, FORKR, &F 480 mg % 4 BAHMETRES LEBROEEWREIC BT 535 M
EHBE (LT, MCagsl £, ) iE, A 240mg % 2 BRAFERTES L 2EED Cuygss
TR EFREAE (FR) . £, £ 480 mg % 4 BREFRTRE LEEDOE
HREBICBITAREMFEPRE CAT. (Cuxsl EWVWI, ) X, &Kl 240 mg % 2 1BH
BTG LIZEED Cras B L TRMEZRTETFRHENTZLON, BAABREICB
WTEAMRERENTWSHE - AR (1omgke * 2 BEIBRTIRE) THREZERS
 LZBRD Chass & B L TREEZ T ETFRIESNE (TR) . MAT, FHROBEICE
57T —FIESE, AEl 3mgkg (FE) F7-i:240mg % 2 BRAME. &L < IXFA
480 mg % 4 AREIBCERE LIBEORRORER L AME T Z e L OBE R
THRBERSTTNABEBE SN, YEBEEIC DWW TRHB™MTOhFER, LitoBik -
AREOMTHEIMNEEVCEZEEICAERER TRV ETFRIc T,
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#7 FROKGBIE T A —F

Rk BE Conex Cuinazs Cavgazs Comax,ss Cnings Cavg.ss
(ug/mL) (pg/mL) (pg/mL) (ug/mL) (ug/mL) (ug/mL)
3 mykg QW (352'760.8) (ls.i?fo.s) (21223.9) (75.23171) (27?12,'}07) (4271??27)
240 meg Q2W (51.712,':03) (23.?’:??9.0) (30.‘;?;]0.9) (105,5354) (41?5?{1‘58) (62.11?E; 87)
BOmg AW | ¢ 10;?307} (15.25?;!7.4) (373?:(7)4.8) (142,I §36) (27.751,'?37) (62.11?287}
10 mgkg Q2w (14:13,9;22) (86?5%{1532) (10},l ?48) (323,9225) (nzi,1 303) (232,7377)

PR (5%R,95%2) . Q2W : 2 BREIMM. Q4W : 4 BRI, Cou: HERGHOERMIFPERE, Cuines:
HERE# 28 B BIZs ) 2 RERFETRE. Cogos : YIEHS5# 28 B B £ COFHMBPRE, Couxs
EWRBICRT D RAMIF P RE, Cuinss - BHRIBICE T D RARMBPME, Cogss : ERRIBIZB T HF
i 75 R BE
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4., HEERIZOWT .

EIEME) R/ EEFE (RMP) iESE, FADERMEEMEREE~DHHEH
BHDHMRTH- T, FHORENFERBELBE - HEL. FHOKREICLVEE
REIVER 2 RE LIS 5 2 & RUERED, LT 0O~@0T T &Mk
BRICBWTERTBERETH D,

@ HBRIC-oWT

D1 FED (1) ~ 5) OWTIINCELSTAERTHD &,

(1) BEAEHBRENBET 2 NADFRESENRGS EERIRSADREREIL SR
HissE 2% A HOEEE L Rl MRS ARSI &)

(2) FEHERET '

(3) EEFBMENIEET3RABIEERE (BARRESIEERIE, 1 ADRGEE
B ARk, BARFREEAERR L)

(@) SRILERIEELRE L, SSRESRmEnE 1 stk ﬁ&mgzmmﬁgﬁ
IR BB AT - TV B R

(5) FEMEEAAF FEMEOREREECRAEHEIT> TV AER

@2 BEOFRERVCEVERAREBOMGICHo2mE L BRE2FOEM (TRO
WPRANIERYST BB . YR RAOFMICET A RROBEE L LTRESH
TnWaZ ¢,
£

v EMARFRE®% 2 FOMBTHERIET Licigic 5§ £ LR AIBFRORENE %
ToTndZ &, 56, 2 EIZ, ﬁ=h£%ﬁ¥£%$:‘: LR EEZEOE:
FoTWBIZE,

o [ERGIFEIEE 2 EOMBMTHELET LRI, EEREORAEDKEEZET S
EP FOMEBRARI ZOE#EIT>TNE I L,

o EMRFREE 2 FOUETHELRET LR 4 FULOBRKRBRREZFT LTS
\_ka 56, 3ELLE, HLEEOBAEYIEE S LIHILRRFOBRIER
OTb\é — &u

® FRAD E%nnﬁﬁ%ﬁ@ﬁfﬁu oot

EERAFRERCHEETIEEESRE I, MELEPLO F#ﬂ@% A, ARk &
EMSERENFROTHRVEMEIONT 5 BRIEYL, FFRNRLE LG 0RE
., ENELHIITLNZEHBE-TWAZ &,
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@ BIER~OXBRITOWVT
®-1 HEgREHicB+ 5B

REMMERSEOEERBIERMSRE LB, 24 BEREEROT, YUZHERY
SRR IV T, B LUZEWER IS CTABREEETD CT S 0RIfER &N/
ERREOCERPUADPIZELN., EHHIIIGFARRERAE-TNWEZ &,

@2 ERAEFHIC L5 BRESNNICET I ES

DAL EMN AR OEE2E T AEREEELBERE=FY 7
EBOEERFBDAZ ) —= P RITOERE L BB ERE TE 25— ABERER A3
HENTWBZ &, 2B, BEAHIZOWT, BARE LFOFREKICHHICAMENT
WaAZ &,

®-3 RHER OZMresitIc L T

BIfER (MEMEMRERICIMZ, EREMENE., DBHKX. HE., HBORREEE,. KBk,
MBS, BEEOTH, 1 BUERRA., BIEERR. FFRE, IFEERE, k. WEbEEs
%, FIRIFHEEES ., TRAEMEERES, WREE, BEE, BIEES. Mk, EEOK
REMEE . FiRMARZEARAE, infusion reaction, EER2MEREE, MERAREER. B,
PSS, BE DGR, BRIREE, LEEE (LEMD) - 45RIK - LEESNES)
RIFFRE, EHEHM, EALE) o LT, HEERLEBEREREROFRMEEHT5
ERLEEL EEAOZHRLHBICE L THEERUCRERZZTTONLEMICH S -
&), BELIZEMRAENRTE SHHIRE TSI L,
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5. BERRLRDAE
(BB s 5 H]
O TROBZFIBWTHFAOFDHESRIESH TN D,
o 200 EOEFEREROD 2 RERNRTEENET - BREBERE (RAEMmE

£y .
o (EEFIERO 2V HER2 R ORI EE2ET - BRBREE (bERE
L OBERKRE)

Yo (1) ARFYTIFFLCRPIRVEEY, (i) FFFVI5F, KV F—baLw
ARUB7ZAART TN, XL (i) AFFVTIFFRUTFTT—A - FAF L« FF
Skl v bLESH

@ EREFEFAFEIIHERE (ON0-4538-44/CA209649R8) R UEEEILFESE I/ HER
(ONO-4538-378A8R) IV T, HBE ((EFFEXIIFS 7 ERHUFERE) &b
LT, AEHEEEEOHDENRENTNS, L, AHOLFERIZLVE
ERSZOREFELB L RHEMBRO BN (pl1~1588) . £/, PD-LIEFRNR
(CPS) WX VAR O LREPESRRIBABTRINTND (p7~38H) . R
A& LT, ZnbalEx, PD-LIFRTE HS5%ER (CPSSHKTE) THDZ L HRR

SIhi-BEITBW T, {EEFEEMZ L ABEIL VW THERET S,
* RO L LT, H5E4 : PD-LI IHC 28-8 pharmDX 4 2] BAERBERTHE,

® THICHRUT BBHIHT HAAOREREAFEIZ SO TIE, FHOFHE
BRELSNTE LT, FADORESRLEAZLAN,
. —RIEERRUTRIEREZ ST TOROBREIC T A ARIOEMEE
»  HER2 Bt BFE T 2 LEREE OfFARE
o QTEHIOBIERT ENTORVBOREMIEER & OFARS
. HFREEREE LTORE

(£l 5 EIR] . :

D TFREEYSTAZFICOVTIAHORERERE SNTWBZ Ehb, REEZT
bipnz ¢, . :
o FEIORSIIR LIRBREORTEROH 5 BE

@ TRFERIOFTECE VDT TRICEKE T 5 BE OV T, FHOREIFHEE SRR
A, MOERBFRESRVESICRY , BELFAZERTLIZL2ERTED,
+ FEERREEOSHIUISIEOH B BE
«  PEEERE CREE LR 5 BB R UGN O B IR R BRI M gt
SO REEERH LN D BE
o  HEAFRBOAH, XBMNREL IERMEO 8 CRKRBORERD -
bhoBE
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o JBRBBHERE (EhEMRBEELSh) 0boEA
o FEORIMIIMRA A AT ARE
*  ECOG Performance Status 3-4F D@ #

(D ECOG @ Performance Stats (PS)

Score | FEFE

¢ | 2<ME2KENTES, EREIERLRAREERRRZR TS,

|| AERICER LWEDEEIR S B2, SITAET, BFRCES TOMERITS L8 TE 3,
Bl - gV R, EEER

BITECENOHFOEY @I L3I 2 CAREEAEEIL &2V, Ao 50%E Eidty RATEST,

BoiBAOHEOEY O & LMTERY, BP0 0%l EE<y FARF BRI,

Ja e [ b

2L BNFRV. BROEOED O Liiel TERY, BRIy FEFTBTT,
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6. BHEIEBELTHETREEIE

WA SCEE NG, SUEIRFEE NIRRT S EHSICE S E AR ORER OHE IEMHE
RO NBELREREZFHICERZL THhLERTZZ L,

BRBRMAIC N D, BEXIITORECEIERVERELZ HAHAL. AEZE
ThbRETHIE,

FE & ALERE L OFAREDTE 2T 286, PD- Ll BRELLERT DL

@
@
®

®

HEFE LS, PDLI RIEBRNER TERWESITR, KRBl LbEREL OHAD

WE B HET L ETCRETA DL,
EREHERO=R T X MZ2WT

EEERERR D bbb d Z e RBH DO T, AFOHEGIZHI=» Tk, BRE
w (R Eﬂﬁ\ ek, REE) ORMERR U X RREOEHESE, BIEE 5o
Wik, T, BERZEUTEE CT, M-I —S0REEERETD
&,

AR DI EIFEEED infusion reaction (T4 % THRERBI+ORMIEOTE B 1
HETol L THAT A Z &, £72.2 B B LB OARE 5-KFIZ infusion reaction

- BhbbhEZEbHDOT, AFREPRVFEREETRIZ A INTA

VEBIET A%, BEORESFOIBET A Z L, /2%, infusionreaction %
R LBA IR, @ TOBREWVWERNER2REE TS L CRE X +5H8
THIE,

ELRIEEEREE . TEABEREZRVRIBREERLH0OND L LEHDLOT,
FHN OB EBRAE R O SR DI FTERIC A UMEEEIRE (TSH. w28E T3,
1B T4, ACTH, IF aVF Y/ —VEORE) 2EETHZ &,
FH|OEEIZLY | BEORERIGICRERET 2 EE X b bikx REBOME
RhobhdZlidHs, BEEIROONLBAICE, BRALEBRIIE LR
HFH e L BRI OER & HE U CERENBE 21TV, BEORR
B X BRIEMBRDN 2568, AR OREIPLE, RUBRIHRESR
NEVRIOBRESEREETSE L, 2B, BIBREALVE Y OREIC L VEIE
FBOHERED BREWVIEEITIE, RIBEERNE U OREMEIRI OB
LERT D,

BE/RTSR, FOAMPOEIARB L TOHOEIERANRRRTZZBH 57D,
FANDOEERTHIZHEWERORBRI+HICEET 5.

1 BUEER (B 1 BUgRR 2 ate) BdHdbbh. BRAEEF PV F—TX
WEDZERHZOT, A, Bl BHEOEROFKRLMEED LF I+
SEBTHIE, | BBRESERDLOAIESIELHRIEL, FR) VR
o 5EOEERNB AT T &,

BUERTS., FARe, FFHEEE. Ik, T{EEREREH LN EBHD
DT, EMANCITHBERELZTY., BEOREBL +LIKBET LI L,
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® FEIDBRRBIZISNT, REREH LN 1 FMIZ 6 BRI L, THIEE, 12
B L A MO AT > TV Z & 28B I, FAARES PILERNICER
RETHROMRBZITI 2 &,
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EMEERMET A RF7 1 v
=<7 (BFHE#EZ)

AR 120 mg, 7 VR AFHE 240 mg)

~ﬁﬁﬁ§

AFI24E2H (SF134E 11 BEET)
| A @



Bk

A e

LB ,
AFNIOFHR, 1EFRF

B PR RRAR

MEERIZ-2OWT
TExtmlie s BE
BEIBELTEETEEIE

P2
P3
P4
P10
P12
P13



1. iz

ERSOAME - REMORBOEDITIL, TREXBLEEESVEREAERRRD
bid, &b, IEEOREEHOESIC LV, FRERRR ¥ OETA 2 Fa e
FEEMPEARSNITT, ZTREOEERFEIZNERBE TR 5 = & RRED
WL o THY REMBEY L REOEALE 2016 (A% 28 4F 6 4 2 A BIRRRE)
RN TH, EFMEELEOFERORBEHELZRZZ L LS TNE,

PRERBFEERIL, BREEACREE TR 7 7 A AREFOERR LA L MR
RBHZEBHB, JOD, APERUESMICET 5 EEAFBRT 5E COM,
UYERLOABLM BT I L LRSS NI BB LTEATS L L bic, BHE
| ARRBR LB LERRIEE & Bk AT R — OB & i T E R T
TEILBEETHD, ,

L7 oT, YA FT4 T, BREBELINE TITE LN T S ESEIRE -
B RMITESE | UTOERRORELERZET2HAP L UELRER, B2
FROBEEELRT, ,

R, AAA BT A 4L, WSTITEIE A E RS E SRR AME, AMERIEABRA
BRIEESS, — R B ARRARES, BEFEFEDEA B AREZE0%
HDb LR L, '

i

RRERBERL : 7V R AR 20mg, 7 P—RRBERE 100mg, 7Y
— R ETEHE 120 mg, A7 PR AEEHE 240 mg (—ARA =
AN~<7 (BRETFHEEEZ))

HBLRAFHIIPE : DA CEFERICHEE L ARBUIRAEAEIT - BROREE
ERBICR T AT R

MELRARERCRAR : 8%, BACR=FL <7 (BEFHE#HEL) L LT, 1E240mg
Z 2 BREIFERXIZ 15 480 mg % 4 BEFB TARRE TS, &
2L, RERIC R ANEHBIRIEOREE, REHME 12 4
AMETET S, '

B iR ¥ E NEFERTERISHT




2. AENORE, EREFF

A7 P—RFHIE 20 mg, FRLRMERHE 100 mg, FLAETEEHE 120 mg RORATRHR
¥ 240mg (—A%E : =FA<7 GBRETEHRZ). LIT, TFH) Ev5,) X, K
mIEHRRSHE AT V7 A @RTIA M v ¥ —X A7 47 (BMS). #)
3BRF L7k b PD-1 (Programmed cell death-1) IZx}9 5 MBI 1gG4 & / & o —F ViR
EThH5b, ‘

PD-1i%, FEHE(ELIZY 23k (T #IBE, BHIBAR T F 2 F4% 7 —T #R) RUE
MR RERT S CD28 7 7 2 V) — (T MR OIGEHL 2 @B E L AICHIET 54
FH) KRTHZERFETH D, PD-1 ARSI REIRT S PD-1 U F (PDLL
FORPD-L2) &FEE L. Vv SgRiciifi: s Vil TV B RofEdiRis %
AT L T2, PD-1 U H» FidbiFIR RN b  Offie 2IBEHEBICHE
LTRY, BEMBAREEN OO L EEERIZIITS PD-L1 ORRLHBROLEF
& ORIZAOHBABMGRRSH S Z LBABEINTVWS (Cancer 2010; 116: 1757-66),
Fl.BUEAEARE CITERBHE T MENEELETEZL v —TxzuH < (IFN-y)
&> T PD-Ll ORBENFE S, B5 L EERBKICRIT D PD-L1 ORE LHE0
AFER L ORICECHEBENH S & DWEDH S (SciTransl Med 2012; 28: 127-37),
& HiZ, PD-L1 # @ISR 7= B AMRRE, PURSREM CDS Bt T filsoffaigE
EHEEEE S5, H PD-L1 ik T PD-1 & PD-L1 & DFEEZIEET2 & 20Hia
EEFERERTS Z L RRERTND, O Z LH 6 PD-I/PD-1 U H v FREKI, 2
AABREASPURSR RN T fRA D O BRE BT 2FO—2E LTEL LR T
5o

AAHL, BERROB R b PD-1 OMIfasEE (PD-1 VU 7 ¥ FESHRER) i&EE L.
PD-1 & PD-1 Vv FEDHEAEZMEETIZ LI2L Y, BARBHERNL T MROE
LR OB AFBRIC AT 2 RERBEE 2T 5 2 & TREMRRESDRERT
TEDBRERINTWA,

TR LA L, ARTBMEERIC T A HTRBREIC 2GS b0 L HIRE S I,
BREFEEEMH L L-BERRBRE2ERE L. 8, Z2ERVUEFEBHR ShE,

A DOERBFCESCBEORERIC L 2EWERS S bbb, EEXIIFETIC
EHWHEMERSH D, FROBREFRUERERICE, BEOBEEZ 52TV, BERRE
D ONBEITHE BR LUEFRIS UREMWL M L RREHFOEME EE L CE
FRERNRE 21TV, BECRERGICL ZEHERREDN 2 HA1211, BIREERL
ERIOBREEOENRNMEZIT O LERD B,



3. ERERRK
OB AALEFREZICHEE L ARIRTIBRT R ET - BEOREE. RUORERICER
AW BRIEO AR 2T o T ERBERABROKEE2 T,

[E%hi]
O BERLFFMIERR (ONO-4538-24/BMS CA209473708%)

7 o{bE ) I P URABMEEAR O Z T E 2SR EREC RIS
RO IRIEEIBRRRE R EAT UL R ORIEBBEISH (A FRABE240 2 &1, £H]
BE19341, REBEE1058]) xRz, # XV REEMEES (Me& Ferkfhi
R7YFFENL) EREBE LTAH240 mg 2 BRIRR TARE Ls & X 0GR
VREMERN L, TEHMEERE CHoL4EFHM (PRE [95%EERM] ) i,
AFITETI1.17 [9.99~13.73] W A, *IBRETE.54 [7.20~9.89] ¥ A TH Y., FARE T
FREEIC LIS EMIC B R RER & 7R Lz (NP — FE0.79[95% 518 X R : 0.63~0.99],
p=0.0381 [JEBllogrankiRE] ) .

* o P& ks o nTiTS mg/mz’E’Si@FﬁﬁﬁﬁFET%WﬁWH-’?\ 2 Y FHREARONTI,

100 mg/m? 3 R ZE 14 2 0L LT, 1, 8, 15, 22, 29R U360 BIZ#piRABEE T2 L L Eh

e,
1.0
09| ¥
0.8 —-— FHE
0.7
DT3B
06 o XRE
% 05
0.4
0.3
0.2
o1 . = -b____lo e
Lo )
0-0 L 1 i H t F 3 1 ) ! i 2 L L 1 ' : 3
0 24 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
riskh £EHIRA)
E R 193 170 158 139 120 05 89 77 65 S5 38 20 13 10 6 4 3 0 0
HEERE 195 182 157 116 100 79 66 55 48 39 26 16 11 6 2 1 i 1 0

®1 2474 @ Kaplan-Meier Hi#t (ONO-4538-24/BMS CA209473 BER)



@ EEEEFRENHERER (ONO-4538-43/CA209577:R8)
C TRIME RS RRIET I & 0 RERNESEES (BUF, [pCRI &1 3,) b Lh
PRI T EIBEY OTRBE 94 B (BEARNBSE 63 flESte, AH#E 26, 77
EARRE262 Bl) ERiC, T EREMBE LTHRH 240 mg % 2 HEABE T8 E (16
B, Zo% 9IBE 8 BEEHSD 2 BEE) 5 480 mg % 4 BRFER CTRAFEHE
(BR 1278 Lzt &0FMRULREEERM Lz, TEFMER TH 5 ER
AFFHIE (PRE [95%ERERMD 13, FABET 22.41 [16.62~34.00] ¥ A, 77 &R
BT 11.04 [834~1432] #ATHY, KAWL T ERFITH LRHFANCERRE
EERLE (APF— FH0.69 [96.4%E3EXER : 0.56~0.86], p=0.0003 [/&3! log-rank ¥

£l o

*] LSO VP A R U R EEE L, National Comprehensive Cancer Network (NCCN) Xi%
European Society for Medical Oncology (ESMO) @A A FZ A 1 ICHE U7 ZRBER O Z2HE B X s Hlk
R HIEERHEEIT S bt ahk, EEL, EERBERASFRAEEEENE SR L VA
& Ehi,

*2 - ik O IEAE SR AT T, American Joint Committee on Cancer (BLF. TAICC] &W53.) FHls
] EETHR IKES ypTI LERiZypNI UL L THBZ L 2 EHENE,

*3 : FIEIRWIRHT ATCC /RHISER (B8 7 W) -3 < RBRERWII I IS I oAl (TR AE 2 5% <)
XIRERBEGHERB LT IRELEE N IZREAENEAAN BN,

* o BT L D EERELTRIN - BAERAZ AN LRE,

10 B
09 1 - KF#
08 { -o- TS5 RE

B S

0.2 1

0.4

040 T ] L) T T 3 T -l T T 3 T T T
¢ 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

at risk# %ﬁﬂi#% M(A

ARUEE 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 O
7 FEE 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0

X2 $ERATERE O Kaplan-Meier it (ONO-4538-43/CA209577 RER)



[ Z2444]
O EEEESBIFERR (ONO-4538-24/BMS CA20947330R)

HERRIIARAIBE 172/192 81 (89.6%) . MERHE 1927194 F (99.0%) IZRDH LR, 1A
BRI L ORRBREVBEETE RVWEFERITAFIEE 129/192 4 (67.2%) | % FREE 185/194
) (95.4%) WRD b, WTFNPDOF THREARDS %LU LOBERIEIR 1 0 LB T
o,

#£1 Whh OB TRBEEN 5% LOBWER (ONO-4538-24/BMS CA209473 HK)

Bl (%)
o rtn i
%Egijgﬁtﬁﬁ AFRE RTFRRE

(MedDRA/Jver.21.1} 192 F 194 4

4= Grade Grade 3-4 Grade5 4 Grade Grade 3-4  Grade 5

2BI{ER 129 (67.2) 33 (17.2) 0 - 185 (954) 127 (65.5) 2 (L.O)

B ICETEREE -
95 23 (12.0) 1 (6.5) 27 (13.9) 2 (1.0) 0
€ D PRIE 17 (8.9 0 9 (4.6) 0 0
OB o 306 0 0 e7(s00) 0 0
R SEEEBICREEORE S
LI " 15 (7.8) 0.5) 0 16 (8.2) 0 0
14 (7.3) (0.5) 0 42 (21.6) 9 (4.6) 0
9@4n 0 0 4@2n O 0

o o

[

Y rBREE 4 (2.1) 2 (1.0) 0 18 (9.3) 12 (6.2) 0

13 ERE 3 (1.6) 1 (0.5) 0 75 (38.7) 58 {29.9) 0
| BmEREGRS 200 15 72371 46 237 0 0
BEE e e e

TH 20 (10.4) 1 (0.5)

nRN% 5 (2.6) 1 (0.5)

FEf 4 {2.1) 0

Eis 4 (2.1) 0
om0 1005 o
B
COFRBMgREETE 00 1788 0 0 1(05) 0 0
BRSERXOESRE T
o MR o ...306 105 0 uneEn  66GH 0
R LR
A 1508 200 0 52268 9 (46 0
R £ R P BB S 2R IR BB e S

=i 4 (2.1 4 (2.1)

- PEREPIE 1 (0.5) 0

ST PRI 0 0
CAmEEBSE 0 0
HEBRBIUHESEREST 0 R e

RAHE 2 (1.0) 0 21 (10.8) 1 (0.5)
1 200 0 0 17 (88) 105
REAR 3 {1.6) 0 0 14 (7.2) 0 0
FEEERE = 2 —aF— 1 {0.5) 47 (24.2) 1 (0.5)
Fi= 2 — a1 — 0 0 0 21 (10.8) 1 (0.5) 0

‘o

17 (8.8) 2 (1.0)

24 (12.4) 1 (0.5)
.16 (8.2) ]

31 (16.0) 1 (0.5)

13 (67) 1 (03)

[~ E-E-E~-E-}
cToocoo |

47 (24.2) 19 (9.8)

36 (18.6) 27 (13.9)

20 (10.3) 20 (10.3)
16 (82) 14 (72)

coool i
oo o

[
o

=

Q
<
[}

7233, ARBEICRWTHRIREAERESE 22 1) (11.5%) . BERUBRMEIE/ I A /3F—15
Bl (7.8%) . FFHLBEREZE 13 ) (6.8%) . FIEMEMESR 124 (6.3%) . #HERESE 8 4
6 .



(4.2%) . EEOEBEEEZ 446 2.1%) . BEEHn 36 (1.6%) . BEL24 (1.0%) .
REHEREREE 2 B (1.0%) . IT4R 1 81 (0.5%) . KB - /NRZE - EEDOTHRI L F (0.5%) .
TEFBEERESE 1§ (0.5%) KR infusionreaction1 B (0.5%) PR LI, £/, H
REFHEE. UK. Bk, | BIERR, FAL, EEBRER, BISMRERES, Kk -
iR, FARMARERIE, ERLMREE, MIRERERE, &k, Bk, 5X5EE
BEOLRERER bhvzd o, ARHWEARBRIRIIEESFS: (GEREREKE2E
tr) 2EUEHERETT,

@ HEEFEERFEMIERER (ONO-4538-43/CA209577 $RBR)

BHERRITIABITE 510/532 1 (95.9%) . 77 & REE 243/260 1 (93.5%) 158 B,
BRRE L ORRBRETETE ROVAEERIIFHEE 376/532 ) (70.7%) . 77 &R
B 119/260 B (45.8%) 23D LA, WTNLAORETRIERD 5% LOBIERIEIR 2
DEBYThol,

F2 WTRMAORTRBRN 5% LOEWER (ONQ-4538-43/CA209577 BRI
Bl (%)

= ya
BEANTR N SRR
%ﬁ “;'DRM 23.0) 532 fAl 260 1)
¢ veres. % Grade  Grade34  Grade5 2 Grade  Grade34  Grade 5
2EMER 376 (70.7) 71 {13.3) 1 (02) 119 (45.8) 15 (5.8) 0
BRRE L
T 88 (16.5) 2 (04 ] 39 (15.0) 2 (0.8) 0
B 47@Y 0 0  B3GH 0 Y
B LUK TARRIEE , e
% 5 FELE 53 (10.0) 2 (04) 0 9 (3.5 0 0
¥H 0 5208 408 0 1038 104 0
M 2HEEEBLCREMuORE 0 o R
" 90 (16.9) 6 (1.1 0 29 {11.2) 1 (0.4) 0
o WHE w53 0 0 4(19) 0 0
HRARE . T
TANGTEEETI ) 29 (55) 2 (0.4 0 10 (3.8) 0 0
IV AT = B
PowEE , .
FRIRERBETE 50 (9.4) 0 0 4 (1.5) 0 0
 FRMMBRETLERE 0 35 (66) 0 0 6.ty o0 0
BRERS I VGoaREE o
RAEE 30 (5.6) 1 (0.2) 0 4 (1.5) 0 0

7Rk, AFIBICRBWCHIRIRSEEREE 89 41 (16.7%) . ITHSEEREE 49 ) (9.2%), &
REEE 35 4 (6.6%) . HREUEHRMIRAE 33 41 (6.2%) . FIEITEMGERAR 26 B (4.9%) . Ll
BEE 11 4 (2.1%) . infusionreaction 10 # (1.9%) . EEOKEEE 8 (1.5%) | &
BEREMEE 7 4 (1.3%) . XIBZ - /N - EEO TR 7 H (1.3%) | T 4 #1 (0.8%) |
DR 3 B (0.6%) . BIBHEEEREE I F (0.6%) . 1 BIBERA 16 (0.2%) . #iRmie
ZeRE 14 02%) | BEIL1H (0.2%) BROMER 146 (02%) PRD5nE, £, &
oSk, TEERRRE, BIEFX, FA4LE, R, Bk LREemEEs,. Bt

7



IR de, RIS, EFMn, EEHEE, ERRMBERERUMAE - SEIERIIED
bivgabote, REWERARRRRIEEES (BERREERATEZED) 2R0HRER
%H—:\.—g-o



[ - AHE]
FEOBEMEDBEEFAVEZRB LY I 2b—Ya ik, % 480 mg % 4
AR TR S IARO AL - BREES TRE L-EBoXRF O mEPRERBN SN
Too TORER., AK 480 mg & 4 ARG CHRE L EBOERREBIZE T 32 Yy hiF
BE (LT, Capsl W30 ) 12, FF) 240 mg % 2 BREABER TIRE LIZEED Cups &
BT LTSN (TR . T, 5 480 mg % 4 BRFR RS LEBOES
WREBIZBT A2 ESMFFRE (BT, (Chxsl &3, ) B, FH 240mg % 2 BHRH
BTG LD Crns E B L TREZRT ETFRIESREZLOO, BAABFIZBY
TAAMPHERINTVS B HE (10mgke % 2 BRBBTHRE) THRAIZESE L
VoBED Craxss & B L TIRE L 7T & FHIENE (TR . MAT, BHROBERT
AF—FUBESE, FF 3 mykg (KE) F7202 240 mg % 2 AR, #HL<I3AH
480 mg % 4 WRIMR TRE LIZROARROBREER & AOE T et & oBE 2R
THRBSETNVBEEIN., YERBEEIZOWTHREBITONEER, ERORE -
HEOB ARV ZEHICHRERERII AV E Tl &k,
22 AFOEYMB T A—F

}ﬁ?f . )EH ﬂ Cm:x Cminclzs C:vgdzs Cmax,ss Cm[n,ss Cavg,ss
{ng/mL) (ug/mL) {pg/mL) (ug/mL) (ug/mL) {(ug/mL)
; W 516 272 31.0 113 62.1 776
mefke (352,70.8) | (16.5,403) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
T2 383 437 159 %78 109
240mg 2W | (511 103) | (233,59.0) | (308,60.9) | (102,254) | (415,158) | (62.1,187)
143 297 530 216 713 105
4BOmg QAW | (00 207 | (155,47.4) | (37.0,748) | (145,336) | (275,137 | (621,187
193 9956 116 396 214 275
10megrke @W | (146, 220) | (865,132) | (101,148) | (329,525) | (184,303) | (236.377)

ofE (5%A3, 95%)  Q2W : 2 ERARIRE. Q4W : 4 ERIRIIE. Coux @ FIEHRS- T OB M PHREE,
Cuinazs : FIERE# 28 B BICHIT DRABMIFTIRE. Cogas : FIEHREH 28 B B & COTHMIE PR

B, Cross: EEREBICEBITSEELETRE, Cons: EFRBEIBTIRELEPRE. Cus: EFK
W1 330 5 3 i il B2



4, HERRIZHOWT

AHIOBENEDRBELRZE - HEL., FHO/SICIVEERBERAEREALE
BUHIGT B D BMERED, UTFTOO~Q0+ R TEHLTRERICBWTERTS
_RETHB,

O HERIZOVWT

D1 TEO 1) ~ 5 OWThMEETIERTHL L,

(1) EASMRESIEET S5 ADIESIL AR ERERIR A BB,
IR A3 A B AR B R R, R AR &)

(2) FFEMSRERRR

(3) FEFRMEIEETIBARRESERRE (BADRESEERR. RABRES
BB, B ARFESHEERR R &)

(4) HEBREEZRE L., S SREREME 1 X3/ REFRENR 2 OREREE
IR BB EIT > TV S HEER

(5) TEMEREANGEENEOHBRERBIRIBHET> TV HHER

@2 AEBOCERERUVRIERBRBOMINIC S RMMEERREFOEM (TR
DNTHHICREE T B [ERM) 25, YZRBRBOFRNCETIREOREE L LTERES
htnsz e,

)

o ERAHFTER 2 EOMBTHEERET LRI 5§ £ 0B ARBOEKRHES
FTFrTWdZ e, 35, 2HU LI, BPARYREEZEL LIRRIBEFOMEE
FToTWnAZ L,

o ERGFRAS 2 FOMMPHERET LR, MERBORARDRIEL ST S
FELLEOEEBRIBZOEREToTWVWDH I L,

s ENGRFREE 2 E0TBMERET LRI 4 FLLOBRBERZE LTS
&, 9, 3EDER, BEBBEONAEYREEEECRREORKIER
fFoTWNARZ L,

@ BROEELFREROFHIZ-OVT

EXRLFRERIMET I FEESERS N, BESEILOFHED, A - &L
EMSIRPHEROTERE CEMEICHT 2 FHRIEHE, AEFHERRKE LESEOHE
k| LRHEPNIITON SRR B THR I &,
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@ BIERA~OHBIZONT

@-1 HERREFhc i+ 5B ‘
MEMEMRBSOEERBEASRAE LIZEIZ, 24 BEREEROT, YikERX

IHEEERERIC BT, FBE LRIERITE U TARSE LU CT S0RIfER BRI %

ELRREOCERP/YAFIELN., EbLICHNARERENRE-TNEZ L,

@2 ERUEFEIC L H5AFFRYNCETIEY

BARRICEDIFMNLRABRCEEE T TOIERUEETLBIEAT=S ) 7
EEDEERORAS ) —=r F2TOERE L FRE{F TE 57— AEFEH 2%
fEEShTHAHZ L, o, BRAERIZOWT, BABE L EOFRKRZTHICEAMESNT
Wazé,

®@-3 BERORETCHIGIZE LT
BIEA (MEMERREICIA, BEMEIE, IR, B, BREEHRATE. KIB%L.

NS, BEDOTH, 1 BIFERF. BUERR, e, FFHEEE. FFL, SEReg
%, PIRIREEIRE . TEEERRES, WREES. BEE, BIBEE. Mk, EEOK
JEMEE, WHIRMARZERSE, infusion reaction, EE7ZRMAKMEEE, MERESERRE, &k,
g, BEOCRERIG, MIRREME., LEEE (LEME) - RIR - LEEHSMES)
FEFERES, RERHM., EILE) o0 LT, SR ERBEOEMMEET S
EED & EHE L EEROBETCHGCE L THRERVIEEZZTONIEMHTH BT
L), EBIEOARLERTE S EHIE-TWDZ L,
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5, eEnkL2BBE

[B%hitiz BB+ 5 FH]

. @ TROBFIBWIHEOEESRIEE LTINS,

o 7ok ) 2V URAEMERERR VY 7 F T RHAIEE DR L SEREICR
JE AT ORI ERET I B RO REREE

o FEEMEERSTRAEICL D pCR AR b o REBEOHRBE

@ TRHRICELET3RECHT ARFOBRERVERFIEC W T, FEIOF M
FEMLENTRLT, FROBREMRLE ROV,
o —REBEERZITTORWRIBYRERET ITEROBE T 515
. RTHEENEE L LTORS
o HRATHEBNERIRIZ X D pCR ARD b AEIIH T RS
o HomENEEAR - OFRARE

[ZeticBEd 5 FHE] .
@ TREEYTIBFICOVWTIEARORENEZR L ENTNEZ L b, HEEIT
bhlpnz &,
« AR ORSITH LIBBRECBEROH 5 BE

@ BEFOFMIZBNT FRICHEE T 2 BEFIC VT, ARIORE TR Sy

A3, MhOBEEIRES R WVERICRY | BERAF2HERATIZLE2EETES,

s MEMEMEBROSFHIUIREOHLBEE

o MEEBRRE CHEER 28D 5 BE R OTEEME OB il e oYt Al gt
B ORISR A b5 B

»  HOAREEAROSH TBHALE L IIEREO BEAKREADEAED
hBHRE , '

- BRBEE (EhsMRBEEEZED) O0boEE

o REOBYRNIEEEZETIAE

«  ECOG Performance Status 3-4 %0 B

() ECOG @ Performance States (PS)

Score | E#E

0 [2<MEs<KENTED, BEMLALREEAEIHBRTLS.

AEIBLWEBIEIRSh 2B, SITHRT, GBEEDE-TOERMTI LB TE S,
Bl VR, FHIER

N

w

ROILFBEAOFOEYOIE LATERY, AR S0%ALEEy FARFCRIT.

I

2B, ASOEOBRID O Lkl TERY, E2Ity FFFTRIT.

12
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6, BREICELTEE T SHEE -

Q RYXEFICME, BERTES BRET IEESICESEFRE OBER UEIESS
RO DI LERERE+HICHER L THLERTIZ L,

@ WBREBIIEYDL, BEXRZOFRKICEDERMEREEZ +OTHL., RELZE
TheRETAEZ &,

@ FREHERAO=FI AL MZ2OWNT

MEEMRERSH LRI ERHBOT, RFOBREITHI- - TiL, BFRE
R (FRUREEE, bRt RME) OFESER U X SRECERS, Bl 15
IZfro 2 &, Fi, HEZECTHEE CT, MiF~—b—-HoRELERKTS
Z &,

FE| OB EIIER O infusion reaction 22 TBRERII oA h0Tx Al
BEIT 7= L THRtAT 2 Z &, 72,2 B B LAEOFANE 5852 infusion reaction
BHLOLNDEZ L HBHOT, FEFEFRUCEAREKLTRIT A F AT A
YERETAE, BEOREEZQBRET S L, 2B, infusionreaction &
R LEHSIE 2@ TOMBERVERAT2EE T TRAE2 +08E
THIE,

RIS, TREMEEERVRIBEERH LD EBHDIDT,
FRNOFEFEETM LR R EH R PIIERSIC N SWSeERE (TSH, 8k T3,
PEBE T4, ACTH., M =arFy — L EDRIE) 2EETB - L, '
FHROFTEI LY, BEOHLERGICRE T2 ¢ E 2 bhafic RERSCRHRE
BHhbbhbdIliHd, BENRDONELEEITIE. BRELAFRIZELE
BP0/ & BRER RO RERD &8 U CETIRERZET 217V, BEOKE
BT L DEERB RN 2BEITIE. FROKREXITFIE, RUBIBEER
NEVHIOREERERTBE L, 2B, BIBEERVEL OREIZ I EIE
AORENPRD bR2WIEEITIE, BIBFEERNAT L UAOREMHIFIOEM
HEETD,

BERTE, ZEMLOEIAZBRL THLREERARRRTAIZERL LD,
FEOBREHRTRICHEERORRIZ+ S EET S,

1 BBERR (BUE 1 B ERARE 5T bbb, ERBEEF 7Y F—v 2
WKELHZERHHOT, 0E, B, ELEOEROBRCMIFEO LR IZ+
PEETHZ L, 1 BERBERELNEESICIREBESTIEL, A XU
Fl ok 5EO@EERLBEEITS Z &,

BIRERTZ. AL, SRS, FR. BEEEEARH B Z 0355
DT, EHMIZIFREREEZITV., BEOREZ+HIBETIZ &,

@ DBACFERERIBE L ZRBURAERET - BROGEBEBEICERTAE
i, ABIOBEERRRIZEBWT, RERES | FEk 6 BRIZE. FhIEEIT 12
BRI Z S IAIEOMM 21T - TWiEZ & 2 BEIC, FHHRERILERHICEER
BTHROWEREITO>Z L,

13



® BEBICBAIEREEREE LTERTSRICE. ARIOBERRRICBWT, &
BRI, 2 FET 2B, EhUBIT 6~12 VB Z & R BMEDOFHE %
TFoTWZ L 2BEIZ, FEFRERIEHOICEBRE CHROBREITI> Z &,
I, WRMEERIEE LTEATIHAIZ. AR0RSHEEIX 12 VBEETE
THI &,
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