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1. IILBIZ

=S5 DF I « B RMEOREROT-OIZIL, I SCGEFEIZE S W2 Ee AR D
5D, 5T, IWEORHAEHMOEANC LV | JUREIKSL 72 & OE 072 8T HVE %
FFEIEMPARINDLH T, 2N O OEHKNZEICHLEREE IR 5 2 L3RR
R & o TR Y RFMBGER & SO IR T #2016 (Fhk 28 A% 6 A 2 HEERE)
IZBWTH, EHERLEOHHORBHEEZXS Z LS TWn5,

BFORERE ST, BB 2T 0 7 7 A VBB FOESKEL &7 5 25
B ENRDHDH, ZOD, HIMEROLEMEICET A ERN ST 5 E TOR,
WMELEHL O BE LR ZIT D2 EPWIRE SN BFICK L THERT 2 & &bz, BIFE
FDFEEL U= BE 72 kb & & D 2 & DS ARE 72— E O B &3 7= 9 A B < A
THZLENEETHD,

L7eRoT, KHFA KT A4 TiE, BIFERES 2N E TITHE LN TV A EFLIEH -
B RIS & | LT ORI O 7o 2 HEET 2880 b B R EE & %
F RO EFHE T,

B ARTA BT A %, MNATBAE NEIE G ERERR ST, AARTEAN AR
BRI s | — e FE AN B ARERIR NBFE 2 R O E N B ARIBIRE B 72 O W
HoH EAERR LT,

RG L I HEIRS, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4TS
— R BEFRE 120 mg, A7 Y — R AR EE 240 mg (—i%4 - =
M~ 7 (BinHHz))
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2. AERN DR, 1EREF

7 — R IR EE 20 mg, R ATEERE 100 mg,  FAEETE 120 mg K OV S §RE
240 mg (—#4  =ARN~T (BEFHEEZ) . LUF, TARAL Suv)d,) id, /NEFIEA,
TEMASLEAZ Ly 7 24 BT VAR e Y —X A7 A7 (BMS) ) 2
BA7 L7t K PD-1 (Programmed cell death-1) (Z%}9 % & Nl 1gG4 & / 7 v —F /LHLfk
Th b,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 T % 7 —T fifn) LKOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIE T2 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
K ONPD-L2) &AL, U 2 SERICHEINES 7L A miE LTV v ERoiE M ik e %
BIZFRET L TWd, PD-1 U H v RIFHUREESMBELIAMNI B b Ok~ 72 SRR 8B
LTHY, EMEREAELE )L L EGHEMEICI TS PD-L1 OFRBL L itk DALE
WM & ORI ADOFEREBIRN & 5 2 & 3 HE ST % (Cancer 2010; 116: 1757-66) ,
F 7o R R fE A CIRARRE T N EET DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, 5B L EREICIS T D PD-L1 ORI & itk D
ALEWIR & ORI EDOFBARR N 5 & OHE S & % (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS F5PE T Miia o Hifa &
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RERRIL, 23
AR HURRF A 72 T ML OWEBEEZ BT 5HFD—> L LTEX LT
Do

AFNT, SR OFE RS PD-1 DM EIR (PD-1 U > RG-S HE) ITHEG L.
PD-1 & PD-1 U Y REDEEEET DI LICLY ., DAFURRRNZ T Mok
PEAL KOS AR b3 2 MBI AS T EME 2 9 9R 3 5 2 & CREpEM 22 PSR 2 /R 9
ZEDER SN TN D,

AFNOVERIBEFA 2D < B O RIE IR X D BIER% 2 H b bfu, EEUIETIC
EDAREMEDN & Do AAIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFH DR
0 BIVTZY AR, FEBL L 7o UG U7z REFI R 7Zn kil & 8BR 2 R DR Aill &l L Co
2R EERRS T 2 ATV B DR IRIC K D BIERI A BEDI D5 AITIE, B B E AL
T LAIOEGHEOEYRINEEZAT O LERD D,
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3. BRREEE
PR BRI 31T B vt A Bh 1L O AGRIRFIZFEAM 21T - 72 F 22 B R R D ploiE &2 7~
9,
[ 2h]

EAt [ MIARFRER  (ONO-4538-33/CA209274 #-ER)

i S IR T IR B B B O 12 FR 81709 5] (A AR N 49 filz=Ete, AFIEE 353 41,
77w AREE 356 ) ERIFRIC, T ERERLE LTARA 240 mg & 2 3 R R T A
HE kE 12 AW Lzt EcoFEEROZetERest Lz, FEMEEE Th D
AR (LR, TDFS) &9 ,) (Yl [95%EFEX D) 1d, AFIHET 20.76

[16.49~27.63] B H., 77 AREET10.84 [8.25~13.86] WHTHY ., AALIIT T+
REECR UREH RN BRI R 2~ Lz (NP — REE 0.70 [98.22%(5#EH[X[H : 0.55~
0.90]. p=0.0008 [J&%! log-rank 7], 202048 H27T BT —% 1w A7),
* R, BEULREERERLE L, LTFOWTRMCES T BENRMEE SN, BB, A7 U—
=V VR TIR Y A 7§ B IER R 23380 B LT R AU ATRE & ST,
e« YZXFFF (BUF. [CDDP) &\19,) &&TeiliaiffiBhfeisa 2, Wi OBk i Wi
B ypT2-ypT4a XL ypN+ D EFE,
* CDDP % & ToHRIlBIEILE A = T TR O3, Wi ORBEMEM SR WSR2 pT3-pT4a i pN+

Th Y., 5> CDDP % & Lol MBI RIE DS RIS ST A 2 1A L T 2 /B
10
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03 75 R

Probability of Disease Free Survival

02

01

o
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

At risk 3% MAEAET T2 0K (A)
AFIEE 353 296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 0
FSEAREE 356 248 198 157 134 121 105 94 80 65 54 50 37 22 19 10 2 0

X 1 DFS ® Kaplan-Meier B (ONO-4538-33/CA209274 35%)
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(R FRAL B DA 1)
[EIBE LR S MAHRRER (ONO-4538-33/CA209274 #ER) |ZHLAAN HILTZBE DT —Z1Z
S E | DFS IZOWTRIEEMIBNCIRRANCHT 21T S T RIZ T RO LB Th o7z,

F1 JERREEALBID DFS OFER (ONO-4538-33/CA209274 FRBR)

R v e

W Cuww s seDmaen 0% 40

e WE iy 5 maen  meas o 19 0829°
RS wm m  nden  swism ) M 0038

— HEERRE, *1: FREREEAN Y ONEIEREE (N4 NO SUT AR T U o 8% 10 fEARTG . NO 2o U o $Ei%k 10 8
LLE) | PD-L1 ZBURM (=1%. <1%XITHEARE) . CDDP & tefiiaifipEiEi (. #) 2@RIK+F & L=E5] Cox
AN — TV

1.0

0.9 4

0.8 4

0.7 1

0.6

0.5 5

0.4 5

03 7T REE — DA A A A - -A A - A

0.2

Probability of Disease Free Survival

0.1 1

0.0

0 k] 6 9 12 15 18 21 24 27 0 33 36 39 42 45 48 3l
At risk 4 VLB T 5 OB (7)
AFIEE 281 195 150 118 98 86 71 61 49 38 32 30 23 15 12 7 2 0
ZFSEREE 279 238 199 173 146 124 97 80 63 47 38 34 27 17 14 3 1 0
2 JEBLEREERICKT B DFS @ Kaplan-Meier #if (ONO-4538-33/CA209274 35R)
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At risk % VRSB T2 DM (A)

AFIRE 52 36 34 29 26 25 24 24 22 18 14 14 9 3 3 2 0 0
FSLAREE 44 34 28 25 21 20 19 1715 14 13 11 6 4 4 0 0 0
X3 BREAFLEFIZEIT S DFS @ Kaplan-Meier Hifi (ONO-4538-33/CA209274 3R8R)
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i} 3 i} 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
At risk 4 HEVEAES T 5 OB (7)
AHI R 22 17 14 1010 10 10 9 9 9 8 6 5 4 4 1 0 0
FSvAREE 30 24 17 1411 10 10 9 7 7 6 63 2 2 0 0 0
M4 REERELEMICEITS DFS @ Kaplan-Meier #if#f (ONO-4538-33/CA209274 3XER)
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[ 414]
[E B L[R5 MARFRER  (ONO-4538-33/CA209274 7klk)

BEFGIIAFIRE 347/351 6] (98.9%). 77 & REE 332/348 1] (95.4%) (2788 51,
TREREE & DR RBR DG E T & RWVE FHRITAAIRE 272/351 1] (77.5%) . 77 B REE
193/348 B (55.5%) IZ#B® BTz, WTNORETHRILRD 5%LL EORWERIZ FEO
LB ThoT,

=2 WTFNOOBFETRERN 5% EOBIEA (ON0-4538-33/CA209274 FAER)
B (%)

Do A )
Eﬁggf” # R — 5 KB
(MedDRA/J ver. 23.0) N 351 91 348 ¢
%= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

FRIVEH 272 (77.5) 63 (17.9) 0 193 (55.5) 25(7.2) 0
gl s

FOIR IR B RE L E 33(9.4) 0 0 3(0.9) 0 0

FOPR IR B REAR T E 34(9.7) 0 0 5 (1.4) 0 0
BB E

T 59 (16.8) 3(0.9) 0 38(10.9) 1(0.3) 0

BTN 24 (6.8) 0 0 13 (3.7) 0 0
—f% - BHEER L OGN OREE

) E 24 (6.8) 2 (0.6) 0 17 (4.9) 0 0

I I7 61 (17.4) 1(0.3) 0 42 (12.1) 0 0
R AR AR AT

77 —EH 33(9.4) 13 (3.7) 0 20 (5.7) 5(1.4) 0

M7 L7 = 8 20 (5.7) 1(0.3) 0 11 (3.2) 0 0

U R—E N 34(9.7) 18 (5.1) 0 20 (5.7) 9 (2.6) 0
e KOsk E

RAROE 20 (5.7) 2(0.6) 0 11 (3.2) 0 0
KRR KO Pk

& D FEIE 81(23.1) 0 0 40 (11.5) 0 0

P95 53 (15.1) 2(0.6) 0 19 (5.5) 0 0

R NR S IN A 19 (5.4) 2 (0.6) 0 4(1.1) 0 0

2B AFIFEC I T, FRIRIRBERERR S 65 151 (18.5%) | AAL T MifRE 44 151 (12.5%) |
JFREREREE 29 B (8.3%) | THFRREES 29 5] (8.3%) . EFBEREMETE 25 4] (7.1%) . ME
PEAfPE A 19 51 (5.4%) . infusionreaction 16 3] (4.6%) . KAZZ - /NEZ - HE O THi
11 151 (3.1%) . /LofigkhesE 7 61 (2.0%) | B D FZ &R 6 51 (1.7%) | Laihizk 3 41 (0.9%) .
FIEREIAE 2 4] (0.6%) | EIEEEEEREE 2 41 (0.6%) . Ak 161 (0.3%) . 17ApER
i 141 (0.3%) . A4 161 (0.3%) | M2 141 (0.3%) KNS E 9 EER 141 (0.3%)
DD BTz, £z, BUEFR, R, MRS R, T REMKRRREE . Mok - #EK,
FRIRIMILAR ZEARIE . AR MIRMETE . MERE RAEGRE, AEEZ, ARIFERPS, NG H i M OV
LIFFERO e o 7o, RRWERAFBURIUIEER S (AMEERE 25T) 28T
LA RE T,
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(A - A&

AR OREMIBEYEREE T V2R LI I 2 L—2 a2k, A% 480 mg % 4
TR T 5 S UIBEAGR O ik - &% TR LB OARF O iR E 23 G S
7o EORER. AHKI 480 mg % 4 FFEIE TG LIZBROEFIRIBIZ BT 2 F i 4
B (LLF. [Cagss) &9, ) 1E, AAlI240mg % 2 B MG T L L72EED Cagss &
BT D e FlEan/e (FR) . £/, AH480 mg & 4 HFE M TR S LZEROER
WRBICHR T DI MG TIRE (BLTF. [Craxs] &9, ) X, A 240 mg % 2 38 fHifH]
A THEG LIZBRD Craxss & B L TRl Z R T & THIS L2 OO, BARANBHEIZE D
TREMENHER STV A YL - IR (10mg/kg % 2 BN THYE) TARAIZ#E5 L
ToBRD Craxss & HLBE L CTIRMEZ R T & PRI N2 (FHR) . M T, #EEOmEIB T
LT —HITHADE AAI3mglkg (RHE) A L <L 240mg % 2 HEHRIFE, ITAHA 480
mg % 4 BRI TG LIZBEOARK ORE & & A0 U3 et & oS Z REd 5
BB ST T BRI, YHBEICOW TR TON SR, FRoME - s
D] CHIME K OV IR 22 22 R T & PRI S LTz,

R 3 FAOEWBEL T A—F

M - g Crnax Crnind2s Cavgd28 Crax.ss Chnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (pg/mL)
S meke Q2W (35-52{ .760-8) (16-1750-3) (21 321 £3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
20 me Q2W 61.712,?03) (23-33?'29-0) (30;?'670.9) (10;,5354) (41?57,'51;58) (62.11(,)9187)
480 mg Q4W (10?207) (15.25?17.4) (37.?)?'34.8) (14?,1 236) (27.751,'?37) (62.11(,)9187)
10mghg W | (10" | (g5 1) | G0k 1an) | Gooszs) | (1563030 | (236.97)

UL (5%, 95%8) . Q2W :

Cmax,ss : ﬁﬁﬂ(‘ﬁl‘é\ﬂlﬁﬁéfi%m%q](}%ﬁx Chin,ss * ﬁﬁ%%ﬂlﬁﬁéﬁ-ﬂfﬁﬁ&%qj]%g\ Cavg,ss : Hﬂiﬂﬁ%aﬁ

(ZRUT B R i R

2E M FEIRE. QAW : B EMIFE. Cumax : HIEIFR 512 0 fic i MLIE IR
Crmina2s : I 5-1%28 A HIZ351T 2 AR T PR EE . Caveazs : IR 51428 A H & T2 i i EL

L
=
[
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4. FEFRIZDOUVWT

AFN OG- 72 BEEZZW - FrE L, AFOFEGIZ L0 EEREWERZR%EL LT
BRIZKHIGT D Z BT LLFOO~Q@D T X T &7 hsk iz W THEHAT S
RETH 5,

O MEFITOWVT

D@1 FEEo (1) ~ (5) OVWTNNLICHEY T HMXTHDHZ &,

(1) EAEFBRENEET D03 A BHEEENL SRS (BB RS A ROEHE L SR
HIIEEAS A RS B R R BT . B s A2l 72 &)

(2) FEEHERERDE

(3) TETIRAFNFEE T 2 03 A2 FEEEFRT (DS AR REERR R, 25 A2 iais
W IigFElE. S AR HEE R R &)

(4) I RALFIEE A RRE U, A RALSERENE 1 U SRAL RN 2 O fii gk FL e
AR D AT > TV B itk

(5) BUEMEREEE AT & BN O i % FHE AR D R 2 AT > T B ek

O-2  JREE LB DAL SR TE K OVRINE A S BURF OO 56 SRS 40 72 ik & e R & R D EE Rl
(FROWTINITEE T DER) 23, YEZEMOAFICET IGROBMEE L LT

BE SN TWD I &,

*

o [EHithEFFEEE 2 EDOHIHME ZME T L7212 5 ELL ED D ATRIED BFRIHE %
[THoTWBZ &, Hbh, 28D R, NARMIRELE T & L2 RREEZOHHE 2
{ToTWVWBHZ &,

o [ERRFFIGER 2 FOMHIHEAE T L7cRIZ 4 FLL EOWIREGE DR IRBHE
BT T0D T E, 5b, 2 EIE, JRES ERUE O M AFEWIRIE &2 & T3 AR
DEFRHHE 21T > TN D Z L,

@ BEANDERFREEDEHIZONT

RIS I A B FE T D BMEA NI E S, BERSE O om0, A - %
IR OB P ONERISE IR 5 G et A FFRNELE LIS E OWE
. FRESNITAT DN D IEHINE > TN D Z L,

@ EWEADRRIZ2WT
®-1 BIVEFRBEEOSHSEEIZ B3 3 Eik

R PERR B E O EE R RIE N RAE LZBRIT, 24 BRRIZIRIKHI O T, Ytk X
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HAMRADORERD Y H PG, EBISIS A RER AR 8-> TnDd 2 L,

@-2 BERUEFHEIC L 2FEFEELMSICETEHS

AR D 2 MR G L OB e 2 AT 2 EREFEEDNEER =4V > 7
EEDCHERDOA 7 ) —= T HTOERE L IE#ME LA TE DT — LAERIRH 2
SN TWDZ &, B, iAW T, DABE L ZDOFBFEICHSIZAmENT
WnHZ &,

@-3 BHER DZBLRIRICE LT

BIVEH (RYE MR BTN 2 | EAEMEEDAE, O R, Mk, B RARE . KIBXK.
INBS, BEO TR, 1 BBERE, BUEATIR. T, IS TR, mifbrEiase
K. HURIRBEREREE . TMEABRERE . MhRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, EEFE7ZRMIKFET, MEKERIEMERE, F5EZ.
BEdk ., W DERS, IR RENE, DlEbEE (OEHE) - IR - OEMEEIAMES) |
AREFERES . IS I, BEALE) (T LT, Yakhax B ERERE O FMMEE A 5
Efl EEE L (BIERORKOXINCE L THRELA O ELAZ T ONDLIRZMTICH D =
E) L EOITEY) R AE N TE HEHINE S TND Z &,
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5. xR L s BE

(G ohEICBE 2 21E]

O BRI R IR R O BE T B W T, AFIOGMERREES LTS (K
RERICBW TR E SN BB OFEMIT p4d Z200), 7272 L. JFISEHRALIZ K 0 AF D
AIMENRI DHEAN TR SN TVS (p5~6 M) Z b, Bk - RERES
IZBWTIL, IRATHIBIERIEIE 2 & 2 . RAILSORERIUE L BE T 5, £z,
CDDP % & Tefif B BIREIEE O 72 W IR U 5 BEAFIAHR & Ll U 7= A 0 A %)
PEIZARATH D Z L) CDDP %0 [ RPUEMEEEANC L DI1RFED AIRe 6
XIS OIREE BT 5,

@ TRUIEEY T 5 BE T 2 ARENOE G L OME T EIZ DN TIL, RFIOF D
MESLINTEHT, REIOERGXG LRG0,
o (fhOFUENEEEA] & OO &S
o firAETMHBNREE L LT oS
o IRIGUIBRABERBE T DG

(2t BE4 2 5]

O TFTRICZYTLIEZIC OV TIEIARAORENERE SN TWDLZ &b 5 E21T
Dipnz by
o KA LSBUE DB D & 2 B3

@ TEEATOFHHIZIB VT FRRICHEY T 2 BF IOV TL, AFOHEGITHER I e

N, MOIEFERPUE R 2 WIGEICIRY | EEICARZHEHNT 52 2ZBETE D,

o [WEMMZEEROEGI IIBEEDOH 5 BE

o M AR A CRHVE R 2 58 6O D B K ONEENME O U BRI g 2 S0 G it ¢
FEDONNRIEMEZRAL N DD B

o HOMEEBOEDE B RF L <IXFERMEO B iR B OB EREO
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o FEBEORYIIMRE AT L BE
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e ECOG Performance Status 3-4 ™Y o B

(E)  ECOG @ Performance Status (PS)

Score | EFE

0 | &<MERIEEHTE 5, Bl & R U R EAERNHRZ AT D,

PRBRIZI LUEBNIHIIR S 225, BTAIRE T, BAIEESEE > TOMERITITO LN TE D,
RS N S

ATRARETH A O OEY O Z LT F N THREEZSERTTE 20, B O 50%0 Eid~y R Tl 2,

ROENTHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ CilaZd,

AW

ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,
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6. HEICERL THETNEFH

O WA SCEFITIN A RS GEER TR D ERME 1T D & A D FrE M OV 1E Al
O DIZLE R ERE I L ThBEERT 52 &,

@ IREBIRAICIEN D BE NI ZE OFIRICE DR OEREE o3 L, AR5
ThobETHZ &,

@ EREWERHO~XT AL MZDOWNT

MEMEEEN D oD ZENH DD T, AFIOEEIZH 1= > Tid, BKRE
W (REWR ARIEE, ik, FEEVE) OREFE M O X Sl d o FEhn%, Bz +5
ZATH 2 &, Fo, MBS U THES CT, miF~— T —FDMm&%Z T+ 5
Z &,

AFNOFEILEE D infusion reaction (2 2 CEARRHI T4 %D T 5 U
i %AT>7c L CRRMET 5 2 & £72.2 B B LR O AA$ 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFFEGH K OARA G T #IT A Z A
CERRET %, BEORBEL 2B T 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIR . TRAEERT R ORIBREERH 5O 2 B8 HDH DT,
AFN D ¥ 5B hERT M O G-I I E IR N s RE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) £+ 52 &,
AHNOFEEIT LY | BEORERISITERT 5 &5 2 bildikx IR BOW e
DHLLNDZENDDH, BENRDONTHGEITIL, BELEFRIIS UL
B 72 05k & BRBR 2 Ff D[RRl & i U Cal bl 2 B nRe W 21TV 1A o5
FOSIT X 2 BWER 2 o 2 355 1id, ARFNORIE T I, KR ORIE RE A
NEHOBRGEELBETDHZ L, B, BIERERLVE L OFREIZEVREIE
A OUEERFRD IR WIGEITIE, BB RE AV o LISt o Sz il Fl o8 in
bEETD L

PR TR, BB S8 ARRE L T LEWERDBET 2 Enb 57129,
AR OEEHETHRIZRWEMORBBUCH2ITEET D 2 &,

1 BRUOBE R (BIE 1 BUEIRW 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, Bl NRH-FEOEROR B MBEE O LA 12+
SERETAHZ &, 1 BBEREN DN -G ICiEREEZPIE L, AR 8l
OB GEOBHE RAEZITH Z L,

BIERF I, BFARA, IFHERERES . TR, B{LMERE RPN S LD 2 EndH D
DT, EHHIITHERRREZITV., BEORELH2I2BET 22 &,

@ AFNOEERREBRICBNT, FEBBS 96 HEETIX 12 AM I L. 96 @H G
160 BB ETIZ 16 BT L, LML, 24 B Z & ICHEMEO M AZTT > Tuh=
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Z L ERBFIC, ARG TIIEHRICEGRE THROMEREZITI 2 &, B, K
HoOBEHEIL 12 W HETET 5,

14





