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1. XT®ic ‘

EEZOADNME - ZEMORBERO DX, BATEEITESWIEIERERSRD
bivd, EHIZ, IHEORFEEMOESIC XY, URERR R ¥ OEFAOZRFTRIERE
FERLBERBINEIPFT, INLOEERZRICVNERBRICRELTZ 2 L BREED
BEEL 2> TR BREMEGEE L EOEASH 2016 (ERK 28 4E 6 A 2 A BERE)
BWTH, EFMNEEREOFEROREHEZRISZ L ShTWa,

FRERABFERRT, REERACZEM T 7 s A VERBEEOEERR LA L NCE
RBZZEBHB, Z0HD, AHERCEESEICET A ERE+SERT S £ TOM.
UZEEROBELBRIRIT I L LBHFINIBHEICH L TERT L L bz, BWE
RAPRBE LB LERR N E L D2 R —EOEG M- TERBE cEA
THIENEETHAD,

L7eBZoT, AHA FT7A Tk, BAREROINE TIKRLONL TV IEFRER -
AEHRMICESE, UTOREROZRERERZHET BN LUELRER, E2
FROEEFEEEZTRT,

B, BHA T4 0%, BEITBIEAERKAERSBSRREHEE, A%HtMEABRR
BRIRERYS, —RAEEEA B AERABESRUC—BEFEA R RTBEZROB /O
b EERR LT,

KL R DERS : AT O — R RRRE 20mg, 7P —RRIRFFE 100mg, 4 7Y
—ARREHE 120 mg, A7 V—RRHEHE240 mg (—B4H : =
RFr<7 (RETHEBRZ))
HEERDPETIIHR - IBEEIBRTRE2EST - BROBE
NBLROREROAR: &%, RACIE=RAN~<=T7 (BiEFE#HZ) & LT, 1E 240mg
% 2 WRERERXIX 1 B 480 mg % 4 BRIKR CAREET 5,
OREEEER & AT 38413 BF., RACR=FAr~<T
(W=7 z) LT, 1E 240 mg % 2 @RIBRXIX 1 |
360 mg % 3 WAEERR CTREFHET S,
B R R ¥ E NFERTENRKESH




2. AROKHE. EREF

F7O—R EEEE 20 mg, FLAREFE 100 mg, FARREE 120 mg R O AT
240 mg (—iE4 : =R ~T GREFEBRZ). BT, TA7 20v3,) & ANFER
TEHRESTE ATV 7R ATV R M -~ ¥Y—X AT 4T (BMS) fh) 3
BA%& L7-t b PD-1 (Programmed cell death-1) 2% % & B IgG4 £ / 7 m—F A4k
ThHD,

PD-1 1%, &ML LY V%8R (THIMR, BRRR T F 25 0% 7 —THRKR) KUF
BRAMIC TS CD28 7 7 XV — (T MIROTEHILEMHBIRICIE L BITHIET 55
TR BT AZAKTHS, PD-1IZFERFHIICRET 5 PD-1 ) H> F (PD-L1
BUPD-L2) ¢#EA L. U v SERICHBIEY 7PV B L TY V3 BROTEE(LREZ
BIZHEH LTS, PD-1 V7 FRRFUFERMIRISMN & b Otk 4 2 EGHEBICFEE
LTRY, EMERAERENLURLEEHRGIZHITS PDLl ORALMTEOLRT
IR L ORICADEBERNH 5 2 & BHESNLTWVS (Cancer 2010; 116: 1757-66)
T EBNEAEAE CIEAREETHRAEET IS VI —TzarH < (FN-y)
2L - TPD-L1 ORBEAFEIN, &8 LEEHERICKIT 5 PD-L1 DRER LR
AR L ORIICEDHEEENH S & 0L b H B (Sci Trans] Med 2012; 28: 127-37),
& biZ, PD-L1 2 BEIFRBE S NAMIIT, FURFER CDS B T MlaoHRES
SRR/ I TS, Hi PDL1 Hifk T PD-1 & PD-L1 L ORFAZHRET S & Z0MiR
EEEERRETEZERRINTNS, DO Z L6 PD-1/PD-1 U v FEBEIX, 2
AR TURAFERY 2 T MR L 0BBEZ BT 2BFO—D L LTEZ LT
5,

AFNL, EEARORKE R, D PD-1 OffasMEE (PD-1 U U FiEE L) IZ/HES L.
PD-1 & PD-1 U WV FLOHAZMAETHZ LICLY, BPAFURSFEN: T MIROMRE
PEAL R O AUHIRR I3 B REEEE 23R 5 Z & TR ATIEEDR 2T
T EDRHER LTV D,

ZhHDRMREND ., AFIITESERICK T A H T RIBERICRVE b0 L HifFsh,
FEREEXR L LEBEARREER L., A9, Z2HRUOIFEPER I,

AR OEFBFICE S BEORERGICL ZRIEAER D b biv. EEXIIFELTIC
ELAHEEND B, AFORESHFROBRERITL, BEOBEZTOITTV., BESRE
D bNBAIIE, BRELUZERICS U BN e e RR 2 FOEMEESE L TE
)RR 21TV, SBEDRERGICE AEIERARRDPNABEEIZIT. BIBRRERLV
ELFOBREEOHE TN RLBEZITI HENRH D,



3. ERPRER#E ~
BRI R R EIT - B O BB OARRICTM 2T o R BERABOKEL =T,

[F%hiE] :
OHEEFLRFIHAE (ONO-4538-12:3R)

22 L DL FEREREZ A T 2 BERRIC RIS IR O IR AR 22 1T - B3
DEEXIREFTEATE EEOPLARETEAL LY ET5ecmllNICAIET 5 IR
) BE4934] (AERABE260 ST, AFFIZ0H,. 77 EREI636) 2RI,
TR eNRE UTHAASB mgkeZ 2 BFER CREFELL L EOFHHEROEE
HERE Lz, FTEERE Th224FHH (UF, Tos) &, ) (FRE [95%
ERXME] ) 1. FABET5.26 [4.60~6.37] A, 7T EARETA14 [3.42~4.86] W A
ThY, FHITT 7 ERICH LREHERNICAERRERZ R LT (0N — FH0.63 [95%
fEHEXR : 0.51~0.78] | p<0.0001 [fERllog-rank #E] ) .

101 &, ——— AE
Codl[ R NSRRI S S FStAR

0.8
0.7 -
0.6 -

0.5 -

HfFE

04 -

0.3 -

0.2

0.1 4

0.0 1

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

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

at risk K SHEBMM(B)
CAHBE 330 275 192 141 94 56 38 19 10 5
T5tAEE 163 121 82 53 32 16 10 4 3 3 [ 0

1 OS @ Kaplan-Meier gt (ONO-4538-12 3AB%)

QOEKEILFFEMMAAER (ONO-4538-44/CA209649 RIER)

{LFERIER D2V b EREER TR ARG (BT, THER2] 2\\5,) BHEOBE
PR ETT - BROBFBXIIREFTEATE (BEEOTLARETHEAR LV ET
5emPAPICALE 32 i) BE" 158161 (AARABE109F12 ST, AFHbEkE25E

4



78901, LML ET2H) &I, LFEREEZRB L LT, &R HEFEREORSRD
MR OSBRI L, TZHHE B T 5 combined positive score™ (LAF, T[CPS]
v, ) 2SEMCBT A EEEAGFYR (BT, [PFS] &5,) RUCPSZsEMIC
BT H0SIZHNT, AFHEEFEIIERRCK LEFFRNCAERREREL R L
(1. ©2) , &b, FRNCHRE SNIZREFIER VEEKEDOEY TIZfE> TRE
RITbhfER, BIREMER & S izCPS= 1EM R WITTERIZ BT 208IT 2\ T
b, AHHEEREIME RN LR ENCAERREREZ R L (R, H3) .
*1:HER2 PIEFRRIIRAECBEE ., ROABICESOPLAD I BEOBRE YEANTEL L,
*2 LLLT@HG#‘&?E (AREYEMSER) 2851 [OFFV) 775 16 130 mgm? (R
HE) 3 BERERTARREL, I FZ Ly 1000mym? (BEEHE) #1020, 2EEE
OREEIT ERARE, I@AFV Y F5F 1 HES mym? (KREH) . Y F—biory
% A 18 400 mgm? (EEEE) RO7AAr TS0 1 E400mgm? (EREH) % 2 BHER
CARBBEL, 7440 YT S 2000 mym? (ERER) % 2 B CRIRREIR SR 12
BREARE] , A8 +H{LREERE T, &H (01 B 360 mg % 3 BRIFREXIZ@1 B 240mg # 28
RERTARSE) 2thTh EROXiX@n bR L A L,
*3 : BRI 31T 5 PD-L1 2B LMl (BEMR, v/ 077 —YRGY Vo55R) 2RIEE
R CER L. 100 3 U7ofE,

7 1 ARHPERRER (0N0-4538-44/CA209649 Ev )

P OLiE
BEEE TRIREE g [95%{ERER] NP — K"
(ZA)
A+ 7.69
] 473 s 0.68
PFS*! CPS=5 feseaeine [7'036 03'17] [98%(ERE N -
{LFRRERE 482 [5.55~6.90] 0.56~0.81]
A+ 14.39
o] 473 o 0.71
CPS>5 (LSRRt [13.111l 11)6.23] [08.4%{E BT -
{LEERRERE 482 [10.02~12.09] 0.59~0.86]
A+ 13.96
e 641 - 0.77
0s" cpszy  EFRER [12'5; 3134'98] [99.3%/EREXR :
EFRER 655 hosa~1225] .l G
AH+ 13.83
Rk 789 i 0.80
ITT LFRRERE [12.5:'1 5164-553 [99.3%E A :
{LERERE 792 [10.87~12.48] 0.68~0.94]

*1: FEBITROT —F,

*2 : RRAENTRED T — & |

*3 : B3l Cox telfi N — FEF L



1.0%
0.91
0.81
0.71
0.61
0.51
0.41
0.31

0.21

Probability of Progression Free Survival

0.11

0'0-1 I LI [T TR 2! TR AL B AT A LI T

0 3 6 9 12 15 18 21 24. 27 30 33 36
At risk % EAEABIIT 25 OB (A)

AR +H{bFEgsa 473 384 258 181 132 89 60 39 23 10 8 1 0
{b3pREm 482 325 200 109 72 41 25 18 12 7 4 0 0

X 2 PFS ® Kaplan-Meier Bi# (ONO-4538-44/CA209649 3BR) (CPS=5 $£H)

o
N

o
)

AF| LR E

e
a

Probability of Overall Survival
o =3
U‘U n

Ny
&
3
U
kil

o
-
i
1)
.‘.i
{
]
1
1
D
h
)

0.0

& L L I 1 | =5 . $i=h d
0 3 6 9 12 15 18 21 24 27 30 33 36 39
At risk ¥ EAEREUTT 220 OHF (A)
A#+{eEmisRe 789 731 621 506 420 308 226 147 100 49 34 14 2 0
fesemsme 792 697 586 469 359 239 160 94 59 35 15 7 2 0

X 3 0S ® Kaplan-Meier #i## (ONO-4538-44/CA209649 3B (ITT 4£H)
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(PD-L1 BILRULAN DO F Zhitk)

EEiF S MAARE (ONO-4538-44/CA209649 k) ITHAANL BB EDT —F
WWESE | PD-L1 ORBIRIABNHENT 21T - 7oA RBHOLRBITEZ L) RUKE
ORI TOLEBY ThHholz,

AF+LEEEO AL, CPS 23 5 K (CPS<1 RN 1=CPS<5) DBEHMAT
X, R L EERETh oz (FR2. K4,

723, PDL1 OEBRRRICL BT, AFHOLZLET 0 77 A VMEIFEERTH > 7.

% 2 PD-L1 ORBRFEA DA SHE (ONO-4538-44/CA209649 PABR)

P b
PD-LI ) B NP R R ZEER
g Ee BB DOERERD  odemem op
A+ m 8.67
o= 3= [6.93,9.69] 0.93
e . 125 8.11 [0.69~1.26]
LA [6.87,9.82] 2
zf:ﬁ!j+ . 7.16
PES™ 1S CPS<5 {LEFHRERE [6.83,8.38] 0.93 00857
Vit 8.15 [0.73~1.20]
b L) [7.03,9.07]
A+ i 7.69
{LEEEEERE [7.03,9.17] 0.69
GRS segess a 6.05 [0.59~0.80]
{emiRes 482 [5.55, 6.90]
A+ '1 40 13.08
{LERRERRE [9.82, 16.66] 0.92
ghs<1 (LS 125 12.48 [0.70~1.23]
7 [10.12, 13.83]
ZF#H - 12.29
05" 1<CPS<5 a3 [9.63, 14.26] 0.97 055
SepRrERE 173 11.99 [0.76~1.24]
b= g [10.87, 13.90]
AF+ 47 14.39
P [13.11,16.23] 0.70
- 11.10 [0.60~0.81]

fLFRERE 482 [10.02, 12.09]
1 BRI OT— 5. 2 : PR OT—F. *3 : 2Fma Cox LBINF— FEF L




10 1
- CPs<1 o ﬁl CPs<1
3 DA
0 oS ze8 @ PFS
k4 b X
£ 07 g o7 ,
; a8 "5' 0.6 Ny
§os e AHIH LR £ 0s s
2 8 " g
For 1\“—*—\ e A+ PR
3. 2 %,
£ =, 1 /
0z / EL._HH g 02 .L'gl—:',_"
; % P
04 (L HRERE Loty 0 (rieperknt
001 T T T T T T T T T T T T T L T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36
Atrisk ¥ WEEBST 2L OMM (A) R|EAEIGT L ONRE (B)
AIE/ICH 140 129 112 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 0 125 8 53 32 20 11 6 6 5 4 2 1
10feg 10
<
| \\ | 1=CPS<5 | 5 \;\ 1=CPS<5
8 6.8 ‘-.,__‘ 0S8 E 0.8 .h% PFS
E 07 L] E 07 !\y'
n 06 -.-.{ L os \15
E_; 0.5 }"- : gas o
Foc )’%& AF+ (R £
2 E)
o 03 ™G £ 032
E X F=1
02 e / £ 0z
e S B
01 e sl
(Fer s o
00 T T T T T T T T T T T T T uo , T T T T
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
At risk 3% E|ERBIFT AL OMB (A) EIEABIHT b OME (H)
AFE/ICHE 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 0
ICH# 173 154 133 112 81 56 33 21 11 6 2 1 0 0 173 127 91 58 27 12 6 3 1 1 0 0 0
A== T
e CPSZ5 oo N CPSZ5
1 5
i 05 oS § o8 PFS
g ot B or
7 by
508 ™ 5 08
& AH+ LRI "
O o5 g as Frcig
s g AH H LR
=04 04
x 5
i £ oz oz i
E = -
" a2 . e % 0z e
1 e gea _ W I i,
) * oz 37 o4 THe i e
& T T T T T T T T T T T T T oo T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36
At risk %% EERRIG TR LOHIE (A) HEXHBTT L EOHM (B)

AZE/IC B 473 438 377 313 261 198 149 9 65 33 22 9
ICR¥ 482 421 350 271 211 138 98 56 34 19 8 2

1 0
0 0

473 384 258 181 132 89 60 39 23 10 8
482 325 200 109 72 41 25 18 12 7 4

X 4 PD-L1 OFBWRIRFID OS KR PFS @ Kaplan-Meier #if# (ONO-4538-
44/CA209649 W)

(0s (£%)) : X cps<1,
(PFS (£7%) : LR CPsS<1,

] 1S CPS<5. T CPS=5)
HduE] 1S CPS<5, TE CPS=5)

1
0

0
0




@EE RS I/MAERE (ONO-4538-37 3RBR)

b2 RE D 72\ HER2 Btk OB REIR T RE/REST - BROBBRXIIRETESH
B (EBECTLAAEETEAR LY LT 5 cm URICAIET 2388 BE 724 6] (AA
ABE 395 FlEEte, AFHEFRIEZRIR A, 77 R HLFEFE2H 362 4) %
iz, 7T RHEBREL R L LT, A3 HERREOA DR CRE 2R
Uiz, XEFEER O—oTh 5 PFS (PRIE [95%EEREM]D) 13, AH+HLFEREH
T 10.45 [8.44~14.75] H A, T ERHLFEEERET 834 [6.97~9.40] ZATHY,
AEHCPREL T T 2 R BRI LR R RERER L. (NP —F
b 0.68 [98.51%Z 8K : 0.51~0.90], p=0.0007 [/BH logrank 1),

T, b5 —oNTEFMERTH D 0S (FRE [95%FERM]) 1. &A+HkFE
BELERET 17.45 [15.67~20.83] B A. 7T R HELFRER T 17.15 [15.18~19.65] 7
B TH 0 KFHEBEEITT T 2R HERREICH LR AR RER 2R SR
Dol (NF—FH0.90 [95%EHEXA : 0.75~1.08]. p=0.257 /&5 log-rank H&E]).

*1 : HER2 HIEFEEXIRAIE D BTN S & L,

s AF (1 360mg % 3 BRMECARSY W7 ERe, UTFOMSRE (RRELER
BR) RHALE [FFF ) 757010 130 mgm? (BREH % 3 BRFRCRFHEL.
FHT—N AT VN FFTF NI Y T AEEHA 40 mg/m? ((KREE) UID~vF ¥ 1000
my/m? (KREH) % 1 H2E, 2BRRNREEIT ERKE] .

10 B
o —A~FH. A X HYTISFLRY
- S-1RIZHRVZED SRR
~o- 5k | AXHYTSFURU
0.7 5 SAIRITHRUIE L B ER
& 05 - N B
# - o .‘..' X3
£ 04 %
---% _a [
0.3 - '"%
0.2 i..-..-@_.,.-.
oA d e £}
0.0 -
0 3 6 9 12 15 18
at risk#4 =L FHRA)
A st nmm 362 274 168 94 46 13 0
e T 2 U362 259 160 80 30 5 0

X 5 PFS @ Kaplan-Meier Bi## (ONO-4538-37 3§

N
9



08 o

08

07 4

0.6

0.5

BaHHr

0.4 -

03

0.2
0.1

0.0

at risk%

FM A HFHIVISTFLRY
S-IRIEHAL L RN

IS A FHUISFLRY
SREHR LA BN

"" —A ML AFHUTSFORY
S-IRIEARIBEL G AR
-O- Ik AFHVTSFURY
SHIRIFHASRE AR
0 3 6 9 12 15 18 2t 24 21 3 33 8
A FEIF(A) i
362 346 318 269 232 193 169 150 102 58 23 2 0
362 342 301 259 219 192 167 141 97 48 16 5 0

6 OS ® Kaplan-Meier Bifft (ONO-4538-37 34B8)
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[Z24eit]
OEMFBIMIERER (ONO-4538-12 RABR)
- HEESIIAHIEE 300/330 51 (90.9%) . 7T EREE 135/161 1 (83.9%) IZFR® r‘o;n
BRE L ORRBR/RAETE TERVEEFSRIIAREE 1417330 # (42.7%) . 77ER
BE 437161 B (26.7%) WCFR® bz, WTNL OB THREER 5% U LORIERIITE
DEEY THoT,
£3 WThIrOBTRRENR 5% EORIER (ONO-4538-12 )

R B (%)
B T TSR

(M;dﬂDRA/J ver.19.0) 3301 161 44

4 Grade Grade3-4  Grade$ 4 Grade Grade3-4  Grade$5

2BIER 141 (42.7) 34 (10.3) 4 (12) 43 (26.7) 7 (4.3) 2 (1.2)
B

T 23 (7.0) 2 (0.6) 0 3 (1.9) 0 0
—i - EHFEER L CRESORE

wH 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
BB LU THERES

& S EERE 30 (9.1) 0 0 9. (5.6) 0 0

%5 19 (5.8) 0 0 5 (3.1) 0 0

73 AKIBEC B W CRIE M RER 76 (2.1%) MEBUHRARIE/ I A3 F—9 51 (2.7%) .
KB% - BEEO TR 44 (12%) . 1 BUFERR 3 41 (0.9%) . FFHREREE 18 f (5.5%) .
B 141 (03%) . FUIRISHEAEREE 13 6] (3.9%) | #iRRERE 1061 (3.0%) . BHEsERE
E 161 (03%) . TEABERES 1 6] (03%) | #ikeERE 1 6 (0.3%) KU infusion
reaction 1 B (0.3%) @D BT, it BEGEAE, Dk, Bk, AEER/IMR
B LR, BIBEE, EEOCKMES. MK - BEL, BEAROS L S BERITED
bhvirhotz, ZIKEM’F}%%ﬁﬂtm:t%i?% (BERREEREEZ3D) 280EFER
BT,

QOEELFF MR (ONO-4538-44/CA209649 F5R)
| BHEELIIARK - LERIERE 776/782 B (99.2%) | {LERIRIEEE 752/767 B (98.0%)
2R b, AFEUILFERE & ORRBRBEE TE RWVWEEEFRIIFF HLFRE
Bt 738/782 B (94.4%) . {LFIREERE 679/767 5 (88.5%) IR bz, WFhh D
THEEEN %LU EORWERIITRO LB ThoTz,
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#£4 DTRPOETRERR 5% EOBIER (ONO-4538-44/CA209649 B

BERXSER

EARRE
(MedDRA/T ver. 23.0)

Bl (%)

AH|+ LA RRIERE

7824

{LEERRIERE
76741

4Grade Grade3-4 Grade5

£Grade Grade3-4 Grades5 -

ZRIEA

738 (94.4) 462 (59.1) 4( 0.5) 679 (88.5) 341 (44.5)

0

=

i

i)

yili

Lk

—f - £2HEER X UCREEMOKE

BEE

=i

TH

MERt

B

O

EREE

M=z —mRF—

R =2 — N F—

SRR
KRETE
G

RIRE

4F ks
i/ MRER

TARGEVBETI) PFVRT7T

YHm
i BRk#jss>

TI=VTR) NIV RT =5 —EH

Y _—Eigh
7 7 —EEm

7R Y RRT 7 & —EHEhn

ey e 8m
EERD ,
BR LY VREE
=il

BRI RE
/RIS E

B I BRI IE

B
HIAE

FEIE D JHE
Rk
BER X R THEES

FE - RERFAETSERE

R

% 5 FEIE

Rt L URERE
REBIR

323(413) 20 ( 2.6)
253 (32.4) 35( 4.5)
195 (24.9) 17( 2.2)
73( 93) 2( 03)
57( 73) 7( 0.9)

221(283) 31( 4.0)
137 (17.5) 16 ( 2.0)
59( 75) 2( 03)
2( 54 0

40( 5.1) 2( 03)

158 (20.2) 83 (10.6)
156 (19.9) 20 ( 2.6)
122 (15.6) 12( 1.5)

112 (14.3) 23( 2.9)
89 (11.4)° 6( 0.8)

89 (11.4) 45( 5.8)
71( 9.1) 21( 2.7)
52( 66) 5( 0.6)
48( 6.1) 4( 05)
45( 5.8) 2( 03)

203 (26.0) 47( 6.0)
191 (24.4) 118 (15.1)
157(20.1) 19( 2.4)
63( 8.1) 5( 0.6)

202(25.8) 30 ( 3.8)
73( 93) 7( 0.9)
64( 82) 4( 0.5)
62( 79) 6( 0.8)
42( 54) 2( 03)

94(12.0) 11( 1.4)
74( 9.5) 7( 0.9)
54( 69) 1( 0.1)

157 (20.1) 14( 1.8)
12

[=1 o 0 O o O o O o O O

o O O O O [ B B =) o O o © O (=]

(=]

292 (38.1) 19( 2.5)
206 (26.9) 24 ( 3.1)
166 (21.6) 24 ( 3.1)
61( 80) O

47¢ 6.1) 1( 0.1)

190 (24.8) 22( 2.9)
119(15.5) 14 ( 1.8)
61( 8.0) 1( 0.1)
38( 50) 0

17( 22) 1( 0.1)

118 (15.4) 67( 8.7)
115 (15.0) 19( 2.5)
69( 9.0) 5( 0.7)

77(10.0) 13( 1.7)
50( 6.5) 5( 0.7)

34( 44) 16( 2.1)
2( 29) 2( 03)
34( 44) 2( 03)
32( 42) 2( 03)
33( 43) 1( 0.1)

171 (22.3) 21 ( 2.7)
181(23.6) 93 (12.7)
145 (18.9) 13( 1.7)
55( 72) 11( 14)

173 (22.6) 17( 2.2)
81(10.6) 10( 13)
22( 2.9) 1( 0.1)
45( 59) 5( 0.7)
36( 47 0

81 (10.6) 6( 0.8)
12¢( 16) 0
8( 10) 0

139 (18.1) 13( 1.7)

o O o o O o o O O o O o o O (=] == =) o © O o O o O o o ©

== =]



g (%)

%%ggz;ﬁﬁ AH) LR LR
B : 782451 76741

(MedDRA/T ver. 23.0)
£Grade Grade3-4 Grade5 4£Grade Grade3-4 Grade5

NAWES

PR B AR R T 70( 9.0) 0 0 2( 03) 0 0
BE, PEBICLESHHE :

BEARES Kk 66( 84) 11( 14 0 30( 3.9) 5( 0.7) 0
REZREE

BERE 48( 6.1) 4( 0.5) 0 10( 1.3) 2( 03) 0

723 ARH| L RRIEREIC B\ THIRIEE 466 51 (59.6%) ( FFHSREREE 203 4 (26.0%) .
infusionreaction 111 %] (14.2%) . FRRIREEREREE 96 B (12.3%) . BRLUEHRIARAE 68 Bl
(8.7%) . KIBZ% - /INBK - EEO TR 5241 (6.6%) . FEMEMER 42 6 (5.4%) .
BEEORMEE 28 41 (3.6%) . BEEREE 26 51 (3.3%) . LIBEE 15 #1 (1.9%) .
BARMAEERIE 1361 (1.7%) . W& 76 (0.9%) . TEREWEERS 6 F (0.8%) . Bl
ERHARIEE 4 1) (0.5%) . BEZE 3 B (0.4%)- . Oz 2 B (03%) . 1 BURERYS 1 6]
0.1%) . BE¥ 5% 146 (0.1%) . B2 16 (0.1%) RUOVER1H (0.1%) B3BDDH
N, ¥, EEGEE, B - RS, Sk, BERER, EBRNEES, B
FERFZS. FFRE. REFHE, MERA/RIEFEHECEEHLIIRD bivkroTo, KEHE
ARRRRIIEESES (BEREERELED) 230EHEREZTT,

@ E IR I/MAFABR (ONO-4538-37 FARR) 5
HEZESIIARE +FRERE 358/359 f (99.7%) . 7T &R H{LERIERE 357/358 41
(99.7%) 1T/ biv. AF, TR HMLFERE L ORRBRAEGETCERVAESE

BHIIAH + (LFERIERE 351/359 £1(97.8%) . 7T & R H{LEEFIERE 349/358 £ (97.5%)

2D b, WTIWODORFE TREARN 5S%ULOBERARTERD LBV ThoTz,
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25 WINIORECREEN 5% EOBIYER (ONO0-4538-37 3D

v BlE (%)
R AR R TTER RS
a 351 349 )

e % Grade  Grade3-4  Grade5 4 Grade Grade3-4  Grades
2EWER 351(97.8) 205(57.1) 3( 0.8) 349(97.5) 174(48.6) 2( 0.6)
RIS

AR = = — 1 8F 201(56.0) 14( 3.9) 0 189(52.8) 8( 2.2) 0

KREAZ 57 (15.9) 0 0 52(14.5) 0 0
FE= o —mRF— 51(142) 3( 0.8) 0 47(13.1) 10( 2.8) 0
SERIE 24( 67 6( 17 0 12( 34 2( 0.6) 0
HBEE

B 181 (504) 10( 2.8) 0 180 (503) 12( 3.4 0
Tl 125(34.8) 16( 4.5) 0 110(30.7) 14( 3.9) 0
A 72(20.1) 5( 14) 0 66(18.4) 3( 0.8) 0

AR 64(17.8) 6( 1.7) 0 46 (12.8) 4( 11 0
E 44(123)  1( 0.3) 0 26( 7.3) 0 0
it 19( 5.3) 0 0 17( 47y 1 03) 0
ERARBREE

R ER R . 157(43.77)  71(19.8) 0 134(37.4) 57(15.9) 0
MR 144 (40.1) 34( 9.5) 0 157(43.9) 33( 92) 0

B o Bk 77(21.4) 10( 2.8) 0 60(16.8) 9( 2.5) 0

FTARASELVBT IR 54(15.0)  4( L) 0 44(123) 2( 06 0
F A7 7 —EHEM

FTI=vT )72 41(114) 2( 0.6) 0 36(10.1)  6( 17) 0
7 =7 —¥

MY e 34( 95 6( L7) 0 22( 61) 2( 0.6) 0
EERD 22( 6.1) 0 0 19( 5.3) 0 0
y—TNBINERTA 21( 58  6( L7) 0 9( 25 5( 14 0
7 =7 ¥ '
KPR L URERS

REELE 187(52.1) 29( 8.1) 0 196 (54.7) 23( 6.4) 0
—i% - EEEEL X UCRESMORE

Ee : 72(20.1) 5( 14) 0 72(20.1)  2( 0.6) 0
BeR 59 (16.4) 0 0 62(17.3) 1( 0.3) 0
23, 32( 89) 2( 0.6) 0 14( 39) 1( 03) 0
Ak 27( 75 4( 11) 0 26( 73) 5( 1.4 0
BER X UETHEEES

F2 . RERROIERES 53(148) 5( 14) 0 48(13.4) 4( LI 0
FEMRRE :

%5 45(¢125) 2( 06) 0 14( 3.9 0 0

7 5 2 (11.7) 0 0 14( 3.9) 0 0
EEEBE 20( 5.6) 0 0 21( 5.9) 0 0
E- 377273 14( 39 3( 08 0 5( 14) 0 0
BRI EREE 13( 3.6) 0 0 7( 2.0 0 0
miEs LY v RREE

&=l 68(18.9) 27( 7.5) 0 66(18.4) 19( 5.3) 0
HL/NRIBA RE 23( 64) 8( 22) 0 16( 45 4( 11 0
R E 19( 53) 8( 22) 0 20( 5.6) 9( 25) 0
FER SR, MERER L UWRES

Leo<b 200 5.6) 1( 03) 0 10( 2.8) 0 0
MmEREE

s 23( 64) 0 0 16 ( 4.5) 0 0
S WEE
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BEIKAHH o)

frs . AF+ bR rER 7T R H{CERER
(MedDRA/T ver.22.1) 351 1 349 §)
£ Grade Grade 3-4 Grade 5 £ Grade Grade 3-4 Grade 5

TR IR FE T I 24( 6.) 1( 03) 0 7¢ 2.0) 0 0
£E, PEBICABSHE

EACREIRRE - 32( 89) 5( 14 0 16( 45 2( 0.6) 0
ARREE

PRIRYE M 13( 3.6) 0 0 15( 42) 0 0
FFREREE
PR E 10( 2.8) 1( 03) 0 14( 39 1( 03) 0
HEREE

BEAE 14( 39) 3( 0.8 0 9( 25 1( 03) 0

7233 AF] +HLRERIEFHIC BV TR IEE 282 51(78.6%)  ITHERERE S 83 1 (23.1%) |
infusion reaction 48 B (13.4%) . FURERHEREREE 30 41 (8.4%) .. BREUHHRARAE 24 41
(6.7%) . KBBZ - /MBS - EEDOTRI24 B (6.7%) . BIEMMES 15 6 (4.2%) |
BEEOKMES 146 3.9%) . BHEEES o4 (2.5%) . BIBHEEREE 6 4 (1.7%) .
FHRMmASERE 3 #] (0.8%) . 1 BBERE 346 (0.8%) . FF& 261 (0.6%) . EEZM
wEE 2 41 (0.6%) . FFRE2461 (0.6%) . LIRS 2 61 (0.6%) ROTEKEERES
161 (03%) ROz, Tz, BEEGENE, LFHK. BHE. BK - #EEE. BIE
FFde, w{biefiE s, MERERMEMRRE. X, RFRE, BEEHL, B, BRROS
EHBEREARD biehofe, ABEABRTRIIBEERER (BRREEEEZED)
EEUEHERETRT,
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[ - BiE)

AR DO REMEYBRETAZFA LY I 2b—va it kY, A#3 mgkg (&
H) Xit240 mg % 2 BEIER TRE LEEOAR O MBFBHBRESRET Sz, £0#
B, AAH 240 mg 2B E LEEOBRERIL, A& 3 mgkg RE L7 BROBRER & ik
LTREZTTEFHEREZLOD, BAABEIZBVL CERERERIN TS A
- AE (10mgkeg 2 2 BEFERCTRES) CARAZERE LEEOREER L B L TEME
PRTLETFRENT (TR), M2 T BEOEBEICBIT 57 —ZIES3&, AH| 3mg/kg

(KE) Xix240 mg % 2 BREERTRE LIcBOAFIOREER & AT EeiE L
DEIEZRIT 2RBRGTTABEBEIN, YZBEEC O W THREPM TR,
LRRORE - BEOBMTADMRVREEICHBRER IRV FRIES I,

£ 6 FROEHBIE AT A—F

m& . Fﬁ % Croex Crind14 Cuvgdl4 Cmmgss 2 Cmm,ss Cavg,ss
(pg/mL) (ng/mL) (pg/mlL) (pg/mL) (pg/mL) (ug/mlL)
e 51.6 16.6 243 113 62.1 776
exe (35.2,70.8) | (10.7,245) | (17.1,33.9) | (75.0,171) | (27.1,107) | (42.1,127)
7277 235 34.1 159 87.8 109
200mg2W | (511 103) | (152,34.6) | (25.1,478) | (102,254) | (415,158) | (62.1,18D)
191 613 908 398 27 278
s P (147,219) | (51.2,79.2) | (79.0, 114) (331, 532) (184, 313) (237, 386)

HRE (5%, 95%) . Q2W : 2BRIMIRR. Cumex : TIERSE OB MIEFRE, Cunas @ FEREE14
A BIiCHIT 3RIEMEPRE, Cagas : HER G148 B X TOTIMIETRE, Cues 1 EHREICS
gg%ﬁm%q:ﬁ& Cuinss : EFRABICE T B RIEMBFEE., Copes : EHRIBITH T 2 EHMIFF
Eo, AR OBKRARYBRETNEZFIA LY I 2 b= a LTL D FF 480 mg
% 4 WEMBE TR S GIBEAR O ALY RS TRE LB oA O miF HRE S RE
ENiz, TORKR, A% 480 mg % 4 BEFERTRE L BOEFREBICBT 2 780
FEHRE LT, [Cagsl EV 9, ) 12, A 240mg % 2 BEIERE TR S L7ZBED Cavgss
LERIT S LTFRISNE (TR) . £/, AH 480 mg % 4 BHIHERE CTRE LIZEDE
ERBICBIT2EEMFEFEE (AT, TCmxsl &VV9, ) 1, &K 240mg % 2 B
RIRE TS L 72D Couss & KB L TREZ R T L FRISNIZ SO0, HAABEIZR
WTREBERERENTWAHE - BE (10mgkg % 2 BRRBR THRE) TAFIZERE
L72BED Coaxss & LB L TIREZ R T E FRIS N (TR) . MA T, BERoERCE
3BT —FicESE, A&l 3mgkg (RE) F72i% 240 mg % 2 BRI, & L iX4A)
480 mg % 4 BRI CRE LB OAF ORER L o ixE etk & o BE 2R
TEHEBRBRIGEFNVIBESH, YZBEEICOWTRENMTbh - ER. EREORE -
RAEORTEMERVEZEMEICHBREZER T2V E TR S,
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#£7 FHRORHBBE T A—F

Fﬁ ?95 : Fﬁ i Cmax Crnind28 Cavgdls Cmax,ss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) (ug/mlL) (ng/mL) (ng/mL) {(ng/mL)
3 mg/kg QIW 51.6 272 31.0 113 62.1 776
me/kg Q (35.2,70.8) | (16.5,40.3) | (21.2,43.9) | (75.0,171) [ (27.1,107) [ (42.1,127)
72.7 383 43.7 159 87.8 109
240mgQZW | (511 103) | (23.3,59.0) | (30.8,60.9) | (102,254) | (41.5,158) | (62.1,187)
145 29.7 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
10 mg/kg Q2W (146, 222) (86.5,132) (101, 148) (329, 525) (184, 303) (236, 377)

RIE (5%, 95%) . Q2W : 2 JARIRIRRE. Q4W : 4 BHIRIR. Coux: FIEREH OKEMIEPIRE, Cuindzs ©
FER 5% 28 B BICRT 3 REMEDRE, Copes : FIERE5% 28 HEE TOFHMBEFTE. Coaxss
EFRBICIT 2 RELIEPBRE, Cuns: ERRBIZBT ZREMEPRE, Crps : ERRBICRITZ5F
)i i PR EE
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4, BERITHOWT

EFRGY A7 EHEE RMP) ICES5E, AR DOEEKLZEMEREE~ D171
BHEMWRTH-> T, FRAOEREREL 2BELZZE - HEL., AROBREICLVEE
REMERZRB L EBICRET 2 2 EBUNEREZD, LTFOO~QD T RTEM T
RICBOTHAT 5 RETH B,

© mRIZT2OWT

@1 TRED (1) ~ (5) OWTRMICEYTIHRTHEZ &,

(1) BAFBHRENBET 2B ARREBIARIEE @B RS ABEREER SRR,
HIEEAS AR IREE B, MRS AR RRE R &)

Q) FrEHREREE S

() FHERRAENEET 2 BAZEEERMRE (BRADRELET ERPE, SABEEE
W1k, A REEHEERB 2 )

4) SARIFREZEZRE L. JSbFBREME 1 I3 FRIEME 2 O AL
WKR2EHZT> TV B HERR

(5) NEMEEALGEEMEOEREEIRIBEHEITo TV AHER

@2 BEOCFRERVCBWERFERROMMRIC 2 2a#% L RREFOEM (TR

WFHNITZYS T 2 EM) 23, YRR OAFICET2RROBEE L LTEBESHh
TW5ZL,

*®

o [ERRFFRUEE 2 FOMMPHERET LI2RBIC 5 FULEDORABROBERFER
ToTWAZ L, 55, 2FUER, BARYERESZ X E LI-BREEZOWEL
{ToTWAZ L,

o EEIGRFIISR 2 FOFIHIFELET L2 BIC. IMEBREOSAEYRIELET S
FEU EOHLBRABZOEREIToTVWH I &,

o ERRFEER 2 FOMBPMERZET LBIZ 4 FULEOBRREBREZE LTS
Tk, 9B, 3L, HIELBRBEORAREYEEE STHLRFEOBERENES
fTToTWAZ &,

© BEROERLEREROGEHMIZONT

EXLFRERIRETIEEENRES N, HEMENLOFRED, ARMME -2
EERFNFROETER CEMEICT 5 HRRM AEERBBE LLBEEORE
¥, EREINITONDERBE-TNEZ L,
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@ BIMER~DHRITITOVT
@-1 R kHIICET 5 ES

FIEERMEREOEBZBIEANRAE LicBIC, 24 BEBEREROT, SR
BRSO, R LI BNERICR U CABREER O CT S 0BIER BRI
ERREOHKRENY BPICELN, EbICHBAERERHAZ-TVEI L,

@2 EREEEC L5 HERENICET 5 E

NAZRCED I EMWRIBEROCEELE T EREFEPBERE=4 V7
EEDEERDOAY ) —=v FEITVWERE L BHREIA TE LT — 2ERAERBINE
HEhTWnWsZ L, 2B, BEEHICONT, BALBRE LEORKRICTDICAMENT
nwnzZé,

®-3 BHER oZE-CRINIZE L T

BIVER (RIEMREAICI L, EEGELE, LK., R, BEHRMRE. KIBX.
NBg. BEEOTH, 1 BERR, BUERFA. FFR4. FFgREE, Ak, Bitiaeg
Z5. FURBISIEIREE, TERAKEEE, RES. BEE, RITEE. Mk, EEOK
[BREE, HIRMAEERAE, infusion reaction, EERMIKEE. MIRERERM. FE.
BEZs, BEOAERE, BREREE, LREE (LEME) - RIK - LEERSRES)
FREFHE, BEHMD., EILE) N LT, YERLEBEREBOEMELE TS
EfLEEZEL GIEROZE-CHGCE L THERVXEZZITONOISMHIIHSH T
L), EBICRIRABEN TE 2EHINE-TWH T L,

19



5. REXNBLRDRE
[FzntEic B3 5 FE]
@ TROBFIZBWTEADAZMENRIES TN,
o 2L EDLFRERO D 5 IRMUIBRTREREST - BREERE (FHEMmE

5) .

o (LEFRIERED 2\ HER2 R DB EIRFRE/REIT - EREEAE ((LFRE
L OBERARE)
(i) AXFVFFTFVRGHIRVEEY, (i) APV TTFY, ®UF—bIASY

AR ZAAT TSN, XX ({H) AFFVTIFFVRRTH TN FRF0 - FTF
FINA Y U AESH

© ERERSMARER (ONO-4538-44/CA2096493R5) & UEEEIRE I/ 8RR
(ONO-4538-37TRER) 1THW\T, HBE (LEEEXIIT T R HESmE) i
BLT, A +HEFEEEOAMEN RSN TNWS, L, FFOLEFERICLVE
ZHSBOERRENEL RZ2ERBBD B (pl1~1588) | £/, PD-LIEZIR
(CPS) X VAFDLREDHRENERZERVPTRRINTVS (p7~88H) . B
Al LT, 2 bZ2BE 2, PD-LIRBRED5%KERM (CPSSEKM) ThsZ & 15HER

EN-BETBWTIE, (ERFREERIZ BRI OVWTHBET 5,
* . KB OBEE L LT, BRFE4 : PD-L1IHC 28-8 pharmDX & =] REBEHTW3,

® TRICZYTIBREFICHTIEAAOKRERERGEC SV TIE, AFOFZME
#ﬁiéﬂf%67\$ﬂ@&5ﬁ%&&6ﬁ“o
o —RIBER U TRIBREEZT TORWEE T 5 A4 OBl 5
* HER2 DO BEICXT HLERE L O RS
o O THADOEDERT SN TORWLOTIEMEESER & OFFRRE
o WRMBIREL LTORE

[féﬁﬁﬁfé%ﬁl

O TRIERYTIBFIZOVTHAFOBRERERLE STV I b, BEZTT
b?‘;b\: =
o AADRSICR LIBBUEDCBREROH 5 BE

@ BERIOTHICIE VT FRICEYTIRE O OVTIL AR OR SRS
B, OBRFERBIERRWHEEICRY, BEECARZERTSZ k%%@f%é
« HEMERRBOSHIREDCHSBE
o EEBRRE CHIEE 2R 3 BE K OTEEIME OB BRI B EeMEi%
LD RIEHEBH BN D BE
s HOAERBEOAD, IBHMNLRE L RERED B CRERBOBEERED
b5 BRE
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. BEBHE (EOSMREBEEZESD) ObBBRE
. BEORRYIRARETHEE
«  BCOG Performance Status 3-4 FV D BE

(ED  ECOG 0 Performance Status (PS)

Score | EEZ

0 | £<BER2EHTES, BRAMLALRBAEIHRRIITA S,

AEKICE LWEBNIFIR I N D23, HITARET, BERSE > TOERITI 2R TES,
Bl : BOWRHE, TFHEE

BAARTELOHOEY O L3 T~ TRABEESEEITTE RV BHO 50%AEEy FATE T,

BoNEESOEFOEDY DI & LHATERY, BRO 50%L, L2y FOWHFCTRIT.

S lwir

£ BTV, BADOHDEY O LTl TERY, BERy FIARFTIRIT,
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6. REIELTHEETREFHE

O WMTEFITML, BEERFEREE PR 5 BHFITESE AR ORER NEIER
RO DITHBRERETICER L THLERTII L,

@ Fﬁﬁ%u%iﬁ\%%Xi%@%ﬁkﬁ%ﬁ&Uf@ﬁ%+\m%L AE:%E
ThboBEETHZ L,

@ FALFREL OHFAREOFELHNTT 556, PDL1 BHEELER T &
NEFE LA, PD-L1 HEERFEGE TEX RWVWBRAITIX, AF LFREL OFAD
BWEZEEICHB LI ETRET B Z &,

@ FRBIFRO<ERT AV MZONT

BEMERRER D bONDZEBHEDT, AFORETHIc> Tk, BKRIE

W OPIREEE, W, REE) ORREUIE X BREOCERSE, Bart+s

WIT5 2 ¢, Fe, MBS LUTHEE CT, MiE~v—I—S0RELZERT S
2L

AR O EIXEE® infusion reaction |Z{# 2 TREARITARRDOTE 2%
HZT-o2 ETCRIBT S &, £72.2 BB UBEOAAIE 5T infusion reaction
BHobBZLbHBEDT, FRBEFROAFFES T HIZI N ZATA
VERET A%, BEORBETSICEHET ST L, 723, infusionreaction %
HELHETE, ETOBERUIERNERICEE T2 £ TREEZ TS
TBHZL, Y

AR RERES ., TEABEEERVRIBEERHbLND LB HEHDT,
ARH O 5 BART R ONR 5 H M PIXERIMIC N WS RERRZE (TSH, BHE T3,
Bt T4, ACTH, I aVF Y —NVEQRIE) #EHETDZ L,

AR OBREFIZL Y, BEORERINNTERT % &8 2 b ik4 Z2EBORTE
BHobhdZehibd, EERRBOLNEHEEICR, BELEBRIIS U
HFRY ek & BB E RO ERD & 8 LU CEERERIZ I 1TV, BEDRE
RIS X 2BWERAR LN 2 H6I1CIX, AR OREIHE, RUBIBRE R

NEVHRIOBREERER TS L, BB, BIBRERNLVEYOREIC LY EWE

ROYWERED bNRVEAITIE, BIBRERNE Y USOREMHEIE OB
LEETS, ,

BEARTHR, JARSETABALCHLEMERERRE T2t RHB7D
AR OBERTRICLEEAORBIHDIEET 5,

1 BN (BIE 1 BRI 22 bbb, BRFES F 7Y F—v R
KEBZERHAHOT, OB, B, BHZEOIERORER L MBS LRI+
SEBTHZ L, 1 BERRARDNBAICIIREEZRIEL, 12 V&
ROBRESOENROBEITH 2 &,

BIRERTZ¢. FFARE, FHtEREE. ik, BLMEREAR LB Z L2355
DT, EHRICITSEREZTV. BEORESFACBET B L,
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® FADOREKABRIZIENT, REBENOHN 1 EMIZe BRI L. THUBEZ, 12
BRI Z L ICAEDOFMMEZIT o TV Z L 25EF I, FARSTITEHNICER
RETHROBEREZITOZ &,
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BEFEREETA R4V
=R (BEFEHRL)

(Bife4 : 7V —REREE 20 mg, A7 P —RRWHHE 100 mg, F7P—
RAFEBRE 120 mg, F 7V —RAEEE 240 mg)

~RIERE~

SM2E 28 (FFf34FE 11 AET)
| B A S EE



B&

ITC®IZ

AEIORE. 1ERERF

ER PR pAR

FEERIZ DUV T
BEXH LR EBE
BEICBEL TERTEFHE

SN B SP R

P2
P3
P4

P10

P12
P13



1. RU®ic

EE G OFLME - BLMORBROTDHITIT. BT TEEIESWEEERERSRD
bhb, EHIT, INFEORZEEMOESICL Y, MAEER R & OBEFH 2B ERR
BFEELAZRASINZT T, IhbOERRPEICHERBEICRMET S 2 L BEED
BMEL 2o TR BREMBOEE L SEDEARS# 2016 (ErKk 28 4E 6 A 2 AMERE)
KBV ThH, $FMERREOEROEEHEELYRS - L ShTn3,

FRERBFERR T, ERERPEEETn 7 A VAEFOERR L AL MCE
RBELLRDB, ZOED, AERCEEMICET 2 BHRA+HERT 5 E O/,
WHEESOBEYR ST 32 L ARSI BB L TERAT 2 &bz, BlfE
ARBR LB RERRSE & 52 & RAEAR—EOEF 5 7 T EREE T A
TEREILNEETHB,

L7eRoT, BKFA FT4 TR, BREBSSINETELDN TV IEFESER -
AR R ES% | HTOERR ORGSR EREHET SRR b LEREE, £
FROBESFEERT,

2B, AL BFA4 43, MSATRIEAERRERSRAAEE, ABHAEBEARER
BREREYS., —RAAEABARERNFIES, BEFEFESHEAARREFZFZOWR
A0b LB LT,

B ERDERSR A7V —RARHE 20mg, 7 P—FRHRE 100mg, 7Y
—RERHE 120 mg, F7P— Tﬁﬁ%&um%(—ﬁé
A< (BETFERZ))
R L ROMENIHE « M AFEERITEE L2 RIBYBR T2 ETT - BRORERE
BB I BT R MBS
HeLhaRERCAR - @E. RAZ=RAL~<T (@faFEEz) & LT, 1E240mg
2 ERIRIRXIX 1 7] 480 mg % 4 BRI CARRET S, &
ZL., BEEICBT A MBRAERECSEIT. RESRIT 12 4
ABETET 5,
® & K R ¥ F  NFERTERASHT




2. AAIDOKE. TERBEF

F 7= REFFE 20 mg, RAEEHE 100 mg, FAREFE 120 mg R OFRRRES
E240mg (—fi% : =R ~7 GREFHREX). BT, TA&& £v)5,) ik, N
BTEKRRESHLE ATV 7 2% ATV R v ¥ —X Z7 47 (BMS) #b)
NEFE Lzt b+ PD-1 (Programmed cell death-1) (%3 % & M IgG4 £/ 7 v —F Vi
KThs,

PD-1 1%, B LZY %8k (THIRR, BHBRR O F 2 4% 7 —THR) ROF
BRMIRICRET 5 CD28 77 I U — (T MMEOEM(L 2 MBINICE & |ICHET 245
F#) BT 3ZRKTH D, PD-1 iIHERTHIRIZHEE TS PD-1 Y ¥ F (PD-L1
BEOPD-L2) EHEA L. VU ERICHEEY 7 V2 EE L TY VU BROELIRER
BICFEEH LTS, PD-1 U ¥ FIZFURRBTHRRLSMNT & b Ok~ 72 EEHABICRE
LTRY, EHEAERE» O LZEEERICEIT S PDL1 ORRLWNEOERF
HIE L ORIICADMEBIBBRRH 2 Z EAREINTWVS (Cancer 2010; 116: 1757-66) ,
T EBHEAEEE CIAKREE THMRAELT A V¥ —Txa < (IFNYy)
&2 TPDL1 OFEBEAFESh, BB L EERRICKIT 5 PDL1 OXRLHTED
AFHRE L ORICEDOHBBRNRH 5 L OFHEH H S (Sci Transl Med 2012; 28: 127-37)
X Bz, PD-L1 ZRHIRE S 7= 3 ML, SURKFER CDS B T Ml oMiEE
EHZHEEESE58, 5 PD-L1 HUK T PD-1 & PD-L1 : ORESZHEETS L Z0MiR
EEFEMEREET S Z BRI TNWS, SO L5 PD-1/PD-1 U H¥ FERX, 28
AR HURAFRR 2 T MR O ORBEZEMT 2MFO—2 L LTEILLRLTY
2. : ,

AL, FERBROFE RS b PD-1 ORISR (PD-1 U 4 FRESH) A L.
PD-1 & PD-1 VH Y FEOEAZEHETHZLICEY ., BPAFREENZ T HIECRE
ML R UV AR 3 2 IS =T 2 3R T 5 2 & TRENATIESS R LR
ZERERINTNS,

INLOMADPDL, AFITEMEEICR T 2F - RIBREICRVE I bO LS,
BEEBRELHNRL LIEBRAREZER L, A0, ZEERVCERENHER SN,

AR OVERBFFICESCBEDCRERISIT L 2EWERAERH bbb, EENXIIFETIC
56755&75)365 AERNDOREPRURERICIE, BEOBEL+HITITV. BEHNR
D ONTHEEITIE, BB UL ERICR U BEMR 268 & BR e FFoE &g L GE
s VIS l*ﬁ%:ﬁb\ WEDOHRZFSIC L 2BHERAR RIS HEITI, BIRRERL
EVROREEDELNE LT O VERDH D,



3. ERERAEE
DR AALBRERICEE L RBURARERET - BROREE. RUQRERICE
VBT BRI O AR M AT o - ERBRRBR OB EZ T T,

[F%hi])

@ HERELFRSMIAERER (ONO-4538-24/BMS CA20947335%)

7okt I D URREREEAR O T F 8 2 S T A FREICAA R XX
RIH ORISR A2 ET UIBERORERBEE3SH (AARNBE27AF 2T, AF
BE10341, XPEREE1956) BT, # Vv RAEBEMESA (MeF e KHmIx
N7 FEFENL) BRBLE L TAFRIOmgZ BRI RR TRBRFE L Z0FER
Ve ERE L, TEFBEE THLLAFEHM (FRE [95%ERKE] ) i,
AEIBET11.17 [9.99~13.73] H B, AR TS8.54 [7.20~9.89] WA TH Y, AFFFITXS
FREEIC KT UREH SR A B RIER 275 Le (N — FE0.79[95%f5 8K #: 0.63~0.99],
p=0.0381 [/EHllog-rankiR7E] ) .

* o Rl H 2EAKMPIC OV TIRTS mgm? % 3B EBR TRRNERE, N7 ) 7 FEAIOVWTIE,

100 mg/m?% 7BEZ 131 7 AL LT, 1, 8, 15, 22, 29K UB6H BIC#IRHEETH L L &h

77
=33
iF
=
P S P S TN e © - e )
0.0 [ e i o 0w i e e B g e e e
0 2 4 6 8 10 12 14 '16 18 20 22 24 26 28 30 32 34 36
at risk& 4£7FRARI(B)
FE)E 163 170 158 139 120 105 89 77 65 55 38 20 13 10 6 4 3 [} 0
FaEE 195 182 157 116 100 79 66 55 48 39 26 i6 11 6 2 1 1 1 o]

K1 £4AFYPEO Kaplan-Meier Hi#t (ONO-4538-24/BMS CA209473 3Ek)



@ EREEFENMARE (ONO-4538-43/CA2095775ER)

MR EEOREET 1T X W IREREESES (BT, TpCRI £ 5,) @B bh
o EEES OWBBREY 6l (BAANBE 63 fleElr, AFRE S22, 77
T REE 262 B)) ERBRIC, FTERERBE LTAH 240 mg % 2 BHERERT8E (16
BE)., 2o®% 9EE (8 BB#®RED 2 BAEE) 75 480 mg % 4 BHEIRR CRBFHE

(BRE 2 VAR Ll ExofRUOEEEELRF Lz, FEHMBEER TH5ER
ATEHIR (ol [95%EBXM]) 1, AFIBET22.41 [16.62~34.00] H A, 77 &R
BET 11.04 [834~1432] FATHY ., AFEIIT 7 AR LK ENCEERE
ExF Lz (A F— FH 0.69 [96.4%{SHE XM : 0.56~0.86], p=0.0003 /&7 log-rank #&
£, .

COXL EERRED LY A RO R FRIEIL. National Comprehensive Cancer Network (NCCN) X

European Society for Medical Oncology (ESMO) DA FF A T U Fe ARBRBR O EHEE ST HBK
CRITAEREEST L INT, FFL. bFREZASFAEREERIZER L VAV
L&,

*2 « I ORISR T, American Joint Committee on Cancer (ML F., TAICC] &V 5,) RHEI%
B (EB1H &5 ypTI UEXiZypNI A ETHB D LERES L,

*3 . MIEIZBTREIC AJCC RIS E (B 74R) &S BRRH I GIMAORE (EHREERKRL)

XIAEFHEATLRE L TRFLEBEIREREIREANDLNI,
*  FICK D EEREEICIR S W BE I BEAN DT,

- AHI#
-o-TS5uARE

)

-% e T
0.4 - B e
fel: )

0.0 T 1 ) L] T T T L) T L L T T L]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

at risk2 TR EFRE(R)

ZFIE 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 O
754 RE 262 214 163 126 96 80 65 53 38 28 17 12 § 2 1 0

K2 &EmAFHR O Kaplan-Meier Ei#t (ONO-4538-43/CA209577 BEK)




(4]
O EEREFRFBIMERSE (ONO-4538-24/BMS CA20947330R)

HEESIIARARE 172192 61 (89.6%) . xIFREE 192/194 61 (99.0%) IZRBH B, A
B & DR RBIRAEE T X RVEEERITAAEE 129/192 41 (67.2%) . XHBEE 185/194
B (95.4%) IR BRI, WTNBORTRAKS UL EORIERIER 1 0L BY T
Hol,

£1 WThh OB TREAEN 5% EOBIEA (ONO-4538-24/BMS CA209473 BRBD)

o I : Bl (%)
SHBIAS AR R
%ﬁn;DRA/J 21.1) 192 91 194 B
© R % Grade  Grade3-4 Grade5 2 Grade  Grade 3-4  Grade 5
2EIER 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (65.5) 2 (1.0)
EEBXIUVETHEBRSE
- BB 23 (12.0) 1 (0.5) 0 27 (13.9) 2 (1.0) 0
= HEEE 17 (8.9) 0 0 9 (4.6) 0 0
HERE 3 (1.6) 0 0 97 (50.0) 0 0
—i% - EHFEER I TREEMOWKE
ZEE 15 (7.8) 1 (0.5) 0 16 (8.2) 0 0
%1 14 (7.3) 1 (0.5 0 42 (21.6) 9 (4.6) 0
Rk 9 (4.7) 0 0 44 (22.7) 0 0
FRRE
U SERE R 4 (2.1) 2 (1.0 0 18 (9.3) 12 (6.2) 0
P EREIR A 3 (1.6) 1 (0.5) 0 75 (38.7) 58 (29.9) 0
A Bk 2 (1.0) 1 (0.5) 0 72 (37.1) 46 (23.7) 0
BREREE
TH 20 (10.4) 1 (0.5) 0 17 (8.8) 2 (1.0) 0
am 5 (2.6 1 (0.5) 0 24 (12.4) 1 (0.5) 0
{ER 4 (21) - 0 0 16 (8.2) 0 0
B 4 (2.1) 0 0 31 (16.0) 1 (0.5) 0
TR 1 (0.5) 0 0 13 (6.7) 1 (0.5) 0
NDIESE
RIS RE(E T 17 (8.9) 0 0 1 (0.5) 0 0
BUER I TE 4 RIE
g 3 (1.6 1 (0.5) 0 11 (5.7) 6 (3.1) 0
R#BIUVREBE
RHREGE 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
mEB LY o REEE
1 4 (2.1) 4 1) 0 47 (24.2) 19 (9.8) 0
2F BRI E 1 (0.5) 0 0 36 (18.6) 27 (13.9) 0
HEWET PERIRAME 0 0 0 20 (103) 20 (10.3) 0
B M EREAE 0 0 0 16 (8.2) 14 (7.2) 0
FERERB IS EREBEE
EAEE 2 (1.0) 0 0 21 (10.8) 1 (0.5) 0
mAE 2 (1.0) 0 0 17 (8.8) 1 (0.5) 0
MEREE
HKRER 3 (1.6) 0 0 14 (7.2) 0 0
R = 2 — a8 F— 1 (0.5) 0 0 47 (24.2) 1 (0.5) 0
R = = — 2 tF— 0 0 0 21 (10.8) 1 (0.5) 0

2B, AEIFECRBW THRIRIMEREES 22 41 (11.5%) . BEHRMEE/ I 3 F—15
Bl (7.8%) . FFHEERER 13 fI (6.8%) . FIEMEAERE 12 61 (6.3%) . #EESE 8 4
6 \



(42%) . EEOKRBEEE 44 (2.1%) . EEHM 3 5 (1.6%) . EL2 6 (1.0%) |
EHREREE 2 1 (1.0%) . IF% 1 41 (0.5%) , KABK - /NGB - EEOTH 1 41 (0.5%) |
TEMEEREREE 1 H (0.5%) K infusionreaction1 1 (0.5%) ’z3Bobhi-, £/, B
FEFFEESGE, DEIR. HR. 1 BFERR, e, BEHRER, BITHERES, Mk -
PRk, FARMIEERIE, ERRMKEE, MEREREGER, B, BE. S ER
ROLBEEIIRD bnizho T, AEERRRRRIIEESS: BRAREEEE2S
) EELEERETRT

@ EREFRSIMARE (ONO-4538-43/CA209577 35
BHEFSIIARRIEE 510/532 B (95.9%) . 75 £ REE 243/260 B (93.5%) 2B b,
BRELORRBRBEE TE RWEEFRIIAHFIRE 376/532 B (70.7%) . 77K
B 1197260 ) (45.8%) 1IZRED bhTz, WO TREES 5% EOBWERIIR 2
DEBYVTHoT,
#£2 WThILORTRIEEN 5% EOBRER (ONO-4538-43/CA209577 M)

Figk (%)

BEBIATE AR TSR

%ﬁ";‘DRM 5510) 532 4 260 %1

5 b % Grade Grade3-4  Grade5 % Grade Grade3-4  Grade 5

2BIER 376 (70.7) 71 (13.3) 1 (02) 119 (458 15 (5.8) 0
BEEE

TH 88 (16.5) 2 (0.4 0 39 (15.0) 2 (0.8) 0

B 47 (8.8) 0 0 13 (5.0) 0 0
BB IUE THEEREES

% 5 53 (10.0) 2 (0.4) 0 9 (3.5) 0 0

By 52 (9.8) 4 (0.8 0 10 (3.8) 1 (0.4) 0
—i% - 2HEER I UCRESMORE

wH 90 (16.9) 6 (1.1) 0 29 (11.2) 1 (0.4) 0

4 SiE 28 (5.3) 0 0 4 (1.5) 0 ©0
BERE

FTANRTELBTI/ b 29 (55) 2 (04) 0 10 (3.8) 0 0

_ U R7 = Z—EHEM

Mo IREE

R RRIE T E 50 (9.4) 0 0 4 (1.5) 0 0

R R RE TLERE 35 (6.6) 0 0 1 (0.4) 0 0
BEEERBLIUEASEGEE

RE&iE 30 (5.6) 1 (0.2) 0 4 (1.5) 0 0

2B, AABICE O TRRIRERERES 89 1 (16.7%) . FFHEERESE 49 F (9.2%) .,
RIEE 3561 (6.6%) . HEFHRARE 33§ (6.2%) . FIEMEAESR 26 61 (4.9%) . Lig
BEE 11 41 (2.1%) . infusionreaction 10 % (1.9%) . EEOEEREE 8 F (1.5%) . &
BREEE 761 (1.3%) . KBBK - NBK - EEOTH 76 (1.3%) . FF% 4 61 (0.8%) .
DR 361 (0.6%) . BIBHEEEE 36 (0.6%) . 1 EBERW 161 (02%) . #ikMie
ZERNE 1 61 (02%) . EFL 18] (02%) BROBER 14 (02%) BB bhik, £z, &
IO, TREBEREE, BIERE, FFE, Gk, B LERE|ERE. Btk

7



W, FERS. BHHL, BEGEOE, BR2MREER OB - BB
biaboT, REMERRRRIIEEFS GRREERE ¥ A1) ¥ AUEIHR
-z | ‘



[ - BE]D

AHOBEFMEYEBRESNVERALEY I 2L—va Vit kY, & 480 mg & 4
BREER R IR O B - AR%E O E LZROFR O mEPRE RS S
7. ZORER. AF 480 mg 7 4BRRIRTHRE LI BOEFREBIZRT 5 M
BE (AT, [Cagel &V, ) iE, AH 240mg % 2 BRI THE LIZBRD Cugs &
BRI 5 L FRENE (FR) . £, A4 480 mg & 4 ARBAR CRE LEEROER
RBICET A EEMETRE CITF. [Cuxsl &35, ) i, KH 240mg & 2 BHH
BCIRE LI BD Cone & B L THERFT L FRShZ D00, BAABEITB
TRARERERSNTVWS ALK - Al (omgke % 2 BRIAR CERE) THAIZESL
FoBED Comss & BB L CIEEZR R & FRISHEZ (TR) o MAT, BHROBERICEST
LF— e SE . KK 3 myke (FE) F70i3 240 mg % 2 BRI, &L EAH
4mmg%4ﬁﬁﬁﬁf&%btﬁmxﬂwﬁﬁgaﬁ@@xuféﬁ&@gﬁ%ﬁ%
FERERGEFANMEES ., YHBEECOVWTRANMTbh R, LROME -
HEOR TAEREEHICHBRRER IRV E FRIS NI

#2 FHEOEHEB ST A —F

}Eﬁ i/f . FE% Corax Cmind2s Cavgdzs Cmss Cmm,ss Cavg.ss
(pgml) | (ugml) | (ug/ml) (ugml) | (ug/ml) | (ug/ml)
g (35-521.30-8) (16.25?30.3) (2121(1)3.9) (75.23171) (27?12,'107) (42.71'7,'?27)
240 g Q2W (51.712,'103) (23.33?'29.0) (30.‘2.670.9) (10;,5254) (41?57,'11;58) (62.11(,)9187)
UG (10;?207) (15.25?'17.4) (37.?)?.34.8) (14§,1 336) (27.751,.337) (62.11(,)9187)
10 mglkg Q2W (14(15,9222) (86?59,.?32) (10:,1§4s) (323,9225) (18421,1 :03) (232,7277)

HLE (5%, 95%) . Q2W : 2 ERIRIR. Q4W : 4 BRIRIMR. Crax : MIEE: S8 OB O TRE,
Coinas + FNEHEE12 28 B BICHT B RIEMABEFIREE. Cavgos : PEHR S5 28 B B X TOFHMIFFR

B Coms : EHIRIBICH1T 2 BEMEPBE. Cuns | ERRBICIT 2 REMFEFRE, Cogss 1 EFR
B3V} 5 FYmEHIRE



4, MEFRIZHOWNT

AR OBRENHE 2BELZRE - FEL., FAFOREICLVEELZBERAZRALE
BRICKINT 5 Z L BUERTED, UTOO~Q@DTRTEMATHRICBWTERTS
_RETH B,

@ HRIZOWVWT

D1 TFTRo 1) ~ ) ODVTFRNIEYTIRBRTHDI L,

(1) BEEFBREREET 3NADREEI RS ERERFRS A ZREEN SRR,
R AS A RSIRESS L AR, Hulk A3 AR IRRBE /e &)

() HEHAREE ,

(3) FERROENRBET 2RARREERE (BARFREERERP. A RESE
Wb, BARREEREERRB R L) _

4) ARFHREEZRE L. SSRLEREME 1 IS RLFEEME 2 Oz ELE
KRB EHZEIT-> TV DR

(5) MEHEERING EEME DRz Eékﬁé@&%ﬁofmémﬁ

@2 AREE ®4b?—)§?§&()§ﬁ']{’ﬁﬂi%ﬁﬂ#®ﬁfmu+ YRR & BB AR OEM (TR
DWTIHPITEE T HEM) 25, SX2RBOFFCETHRROTEEL LTEES
hTtwsZ ek,

®

o  [ERRIFESE 2 FOPEBHERET L-BIC 5 FEUEOBABROBEEREL
ToTWBZ L, 95, 2&EUEE, PAERYDEELZTL L-BREEZOWEL
ToTWBHZ &,

o ERMMGRITFRER 2 FOMMTHEZET LcRIC, HLBBORARDREL S
ELEOHLBARZDOEREZIToTVB Z L,

o  ERIRIFREE 2 FOMBMERET LRI 4 FULODBERERZAEL TS
. 9B, 3FEL LR HIEBEONRARYEE S HIELBRFOBKRIHE S
TFoTWnBRZ L,

© BENOERMLEREROEHIIZONT
EXRERTRIIUFTIREEPREESh, HERENLOFRED., FE - zr'
EMERFHOFROTHER CEMEFICXT 5 R, FEFRRRBELLBEOHRE
EB. ERESHITON S EHIBE-TWD Z &,

10




@ BMER~DOHRIKIZOVWT

@-1 MERRERIIC BT 2Bl
BEMMREBSEOEERBIERASRAE L-BIC, 24 BREZEEHO T, Yk
TREHRBER IRV T, BB LEZEIERICE U TARERR D CT £ 0RIER OB &4

ERREOBESY EFICBELN, EHICRGTR2EHIESTWE L,

@2 EFRHEEEIC L 2ABEFRMNGICHET 3B

BABRICEDZEMN2ABEROEREEZATIERREEENBIERT=F2Y v/
EEOERDOAZ ) —=r T RITOVERE L FRELFT CTE 5 F— AEREHNE
HEEIhTW3BZ L, 28, BEARIZOWT, BABELZOREHSICATNENT
W3z E,

@-3 BIfEAORBH-HIRIZE LT

BIfER (REMRBICME., EEMENE. LR, Bk, BEUGRARE. KBk,
MRS, BEOTH, 1 BBERA, BUERTZR. AL, FHfemE. k. sitnyg
K. FIREESERE. TEAEBERE. wREE, BEE. BITEE, Mk, EEOK
MEREE. FIRMARZEIRAE, infusion reaction, B MIKFEE, MIKEREFER. .
B, BEORBERIG. RRIZENE. LIEESE (LEME) - BRIR - DEEBMHES)
FREFEE, EEHMD., EBAE) LT, YEER ILTBEREEOEMEL AT 5
EREEEL EERORELHIGICE L CREERVNEEBZZIT OIS IIHE 2
L), EBICREZABN TESERIBES-THNEZ L,

11



5. BEXNBLRIBE
[B2hitic B+ 3 FE])
O TROBFIZBWTAAOAESKRIESIN TS,
o Tkt IV URRENEREAE T 7 FFEAEZSLHREEREICA
IS IR ORIE IR AR R EIT I ER ORER RS
o IRAMEEBEHRIRIEIC L Y pCR BB bieh - e RIER O BE

@ TRICEYT3HE T 3 EFOR SR MERFEIC W T, AF0FZhHE
L EINTELT., FARDOERERR LB,
o —RIBEEZZIT TV RWVRIBHIRTERZETIIBROBE AT 2RE
o IRATHABIRIEL LCoRE
o FATREBIRIZIC XV pCR BB bz BE KT 2RSS
o foOBEEERR & OFRARE

[Z2iEicBT 3 FIE]
@ TREZYUTIBFCOVTRAROBRENRER L INTWARZ D, BEEZIT
branz &, ‘

o AFIDRSITH LIRBUEDEEERD H 5 BE

@ BFEAIOFTMIZBNTTRICEYS T3 BHF IOV TIE, FAFOREFEIHR Iz

B, fOIERBIREEZWVIGEIZRY | BEICFREZEHTLIILE2ERTE S,

s MHEMMEREOASHUIBEFEDOHLBE

« MHTERRECHEEZRYD 2 BEH R UEENEO R RATIEIR R R
EDOMIRERENRLONDBE

s  HEARFKRBOSO XITRHEMNZE L IIERMEO B CAeERBOBEERED
HBHBHE

o [EREBHE BL8MRBHERELZE) OboBE

o BEOBRNIIREEETORE

*  ECOG Performance Status 3-4 0 B

(ED  gCOG O Performance Status (PS)

Score | EZE

0 | £<MBEREETES, HHiEALAFAESHRRIITAS.

PRI LWEBNIRIR S B 2%, BMTRIRE T, BAEEREE S TOMERIAIT) 2B TE S,
Bl BWRE, THEX

1

2

3 BoN7-BAOHFOEY D L LHTERY, BFRD 50%LEEZy FORBFCRIT.
4 | &<<BiFVv, BROOFOEY OZ L TERY, BECy FRARF BRI,

12
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6. BREIZBELTHRTRETH ‘

O WAXEZICMZ, BERGEEE N RET 2 ERSFICESE AR OSMER CEIERE
RO BERERETSICEBRBLTHLLERTSZ L,

BRBMRICAE D, BEXIXZORERICEIMEREREZTLOHAL, ABEH
ThrbRETHZ L,

ERBMEHORX YA MZOWT

&)

©)

REMRERRD bbNDZ ERBHDDT, KRADOREITH T - T, BKE
W (FRREEE, %k, BEAE) OARURE X BRECERSE. BEr+4
WiTH 2k, £z, BEZELUTHEE CT, MF~—br—Z0khELERET S
Z &,

AFIOBEIXEE® infusion reaction 12 2 CTRBAKIZ SO TE 1
HBEIT -7 L CHRMMT 2 Z &, T72.2 [ B O AHFIFR 5 KT infusion reaction
ﬁ%%bﬂé:k%%6wﬁvﬁﬂﬂﬁ¢&0¢ﬁﬁﬁ%7%mﬂ4&w%4
VERETAE, BEOREZHLICBIET A L, 728, infusionreaction &
FBE LRI, £ETOBBERERERERCRET I ETREY THB8E
T5HIE, .

RS E, TREAMERER CEIBEERH LD ZERHEDT,
AF D5 BEIE RS HFE P IXTEHRICANSWHEERZE (TSH, 8§ 13,
B T4, ACTH, M aVF YV —VEDORIE) 2FE T L.
AAOFTGICE Y, BEORESCEET 3 LB 2 b akkx REBOKRE
BHbbndZtidhs, ZERRDLNEHEAITE, BALEFRIILSLE
BN 2R 505 & R 2 FEOERD & EEE U CGESIRERRZW 2TV BEDRE
Bt X 2BIERA R RDN 2 EEICIE, AFROKRE IR IE, RURIREKRES
NEVRIOBREEEERT DL, BB, BIBRREFNVE L OREICIVEIE
FAOWERRD bRWEEITI, BIBREFRNVE AN LZEMFGIF OB
HEET D, :

BERTE, ZBE» OB ABRB L THrOEWERARRRTAIZ ERH B0,
AHOBEKRTHRICHBWERA ORBRI+2ITERT 5.

1 BRI (BUE 1 BIERBZ 2T Bdbbbiv, BRAES F TV F— 2R
KEZZERHHOT, O, B, BHEOERORECMIEED EFIC+
SEETHZ L, 1 BERRAGELNZBAICITREZPIEL, AR ) VB
HoRELZEDBEE2UEETTO Z L,

BIERTZR, AL, SRS, Tk, BEEEEARSbONZZ LD D
DT, EHOCIRERE LT, BEORBEHHICBET L,

BAALFRIERICHEE L o RIG TR RET - BROREEBE ITERTAEIC
X, AFIOHRERRBRICENT, REBH»L 1 ERIX 6 BRI, ThEFEX 12
BRI Z L B OTEMEITo T2 & 2 5E D, AFIBEFILELHNICERE
ECHROEREITH Z L,
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® ®ERBRICRITA2EMEEL LTEAT BRI, AROBKARICBNT, &
ER%A»D 2 FRIIX 2 BRIZ L, TR 6~12 AR I L IcESEOFM %
T2 TVWEZ L EBEBIC, FARETIEHNNICEHBRE CHROBEREITI Z &,
BB, WEEEREE LTERT 384, ARORESHRIZ 12 VARETL
TBHZL,
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