(19) e AR EFNE ERFIR =G

*:‘P (12) R BREH|HIF

MIRRRATERI

(10) EHIF A% S CN 103250055 A
(43) HIF AT H 2013.08. 14

(21) BiES 201180059177. 3
(22) BiEH 2011.12.08

(30) LA E R
10-2010-0125086 2010. 12. 08 KR

(85) PCTHRIFH NE KM EX B
2013. 06. 08

(86) PCTHRIFRYHRIBEEIIE
PCT/KR2011,/009446 2011. 12. 08

(87) PCTHRIFRY A EUIE
W02012/077983 KO 2012. 06. 14
(M) BIFA R KRR =221 4 4
Hodib w8 E O H T R SR 220 L E
KER

(72) ZBB A HA gEEJL FFERYE

(74) TRIRIBUA AL HUE AR ITF 55 B

11399

RIBA KA

(51) Int. CI.

GOIN 33,574 (2006. 01)
GOIN 33/532(2006. 01)

BOMZERAITT 5RHH56TT B3I

(54) ZRRETR
A APEL/REF-1 [ 5% e Jes 12 W FH 40 & 9 I
U FH RS e g 12 B A
(57) HE
A% B K& A APEL/Ref—1 (¥ JEE IO J6e 12 thir
HAED S E R g & APEL/Ref-1 14T
PRI Wt T 12 W43, DL K — ol & APE1/Ref-1 1)
W FE P78, %7 I R T R e A
B2 e 98 A 0 4 Bl APEL/Ref—1 FIHT IR I 4T JR — $t
IR G £ ONAE AR AR ol E APEL/Ref-1 K
. AR B APEL/Ref—1 HIIRFE 5 I8 A B
Ht APEL/Ref—1 85 F TR AR LU, 7 I e 8
I SRR TE 2 BLL BRI R R A
I3 G B B0 . 4, R R R 5
T, 58RI TCHK, APEL/Ref-1 IR HKE
R AT HA I IOE 8 BB 3 T I H APEL/Ref—1 [
— FEARVREL, 725 e 8 3 10 i i i A IR S
HH I, A% B ) APEL/Ref—1 25 (9 J5% A 5. S 5000 fi
PO 012 T B T S R Ik T A b Ao P A s B
T2 W bR iCY)

CN 103250055

it % APE1/Ref-1

(ng/100pl IfL %)

i BRESEnE



CN 103250055 A W OF OE Kk P /13

L — st s A &9, HAREAE T, A6 W& H APEL/Ref-1.

2. WRABBCHIE K 1 prak (et 2 W A G4, AR EAE T,

IR APEL/Ref-1 7E 2 UL b5 s b AR =k

3. — Rl BLE S WA, HRRAEAE T, 2 WS A R e Pt 45 5 T APEL/Ref—1 W91
.

4. — P APEL/Ref—1 WM BE 1) 7515, FLRFAELE T, 1% 07 vE i R T e e i b
AT MRS IC R APEL/Ref—1 IBTIARIIPUIR — PUIAL G I NAE AR R il 2 APEL/
Ref—1 [ o

5. MRIEACRIZESR 4 Bk ({0052 APEL/Ref—1 IV EE [0 )73, B IEAE T, Bk AWk ke
A8 1 B B AR FLEh A TR SR BRI ZH AR A0 L A I I3 I VR L R L R M ZH R 4
) —Fr L

6. MRIFHFNE SR 4 Frik (2 APEL/Ref—1 HIME 17715, JUREAE T,

FIRBUR - B ESE N G B R G 5 W B 5 v (ELLSAD RS 9 73 ik
(radioimmnoassay, RTA) /0o X G 2 W BRI (SANDWICH ELTSA) « 8% [ B BV E v fo
YEULTETE 4] Ak 22 Y 7 (immnohi stochemical staining). a4l il € (Flow
Cytometry) 58 Yeim AL 4 i 73 2575 (FACS) B FE TR (i Pt JR — BUARERDTVE L e i 4L
[ —Ff LA L7 vk AT

7. WRYEACHE SR 4 FrR (90 2 APEL/Ref—1 FRIU R I 7 10, JURRAEAE T,

T 5% b 5 3 I IMLYE H APEL/Re =1 IR B /1 T-7E 155 AR IMYE H APEL/Ref—1 [ &
[ 1.5 ~ 3.5 1%.

8. WIHEACHIE K 4 Frak (K19 52 APE1/Ref—1 IR FE (1K) 77, HRRAEZE T,

IR APEL/Ref-1 7E 2 HALL 5% e HoA ke = 1k
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&8 APE1/REF-1 HIFEREE 12 M LB &4 & 7| - E 9 BERt
IS HTY

B
[0001] Ak K& A APEL/Ref—1 RIS LS 12 Wi F A 01 R L AR BB e 12 i 3o

B

[0002]  JB% It Je A A WA PR B G0 g T e LR gohE, L AR SR R AR 2 e A ) . = Ak
WA W B 25 Ak 2 ot (9 4, Bz 5 S5 e bt  ORRTs el G IR A R 3D B
W N BIR P S5, 383k /M Rt H SR R (RTINS 55 B , N T 75 it

[0003] {5 A% G AT 55 It g A A o A6 FH DA /M A et 3 TE A0 ML KD 7792 (EL R RS f AR
AL, 4 FE CFED ImABIEIE, MRt AR R R AR SR E 2R ALTT
%, NI R A B ST .

[0004]  GEYE, WIERAE SIS W 5 Dk, WA 25 1) A A7 36 iy, AHDR S B B AN B 78 0012 I
HBE B o B FH B 5 e 2 Wi 7 2 R A8 DI 53 A4 — 043 8 7 %, AL L AR HEAE 5
HISW B Do . 15 DR AR 2 R 2RI DELZE SR X 3 oA e 3R 1 sl iR I P, 7212
W I~ 35 K 2 30% 1 B TRAE PRI e o Fh kG, 40 58 G AR R R AR A7 Y, ) A AE
AN AT B2 W . B, BRI R S IS A D2 W T VR AR B B AL
RS W 72, B 1h U, 5 DR e M ARk ic A, ol i AT B2 W, OF oAl K E b B
I ARAR A, IF HR BT SR e M e

[0005] %5 4, APE1/Ref—-1 (apurinic/apyrimidinic endonuclease/redox factor—1)
& HEFEEAIE R X (redox region)., DNA &KX (DNA repair region) ] 318 PN FLIR
R R 2 DhRE B 1 BT b B 1 U WA AT G DB < 48 DNA $ 405 I 52 Js B 4 8 67 1)
APEL fJ I g, BL A i AP—1. NF-kB — FE 1) #% % K 7 10 38 J2 2 45 Zh 88 (redox  function)
(Gurusamy, Malik et al.2007), APEL/Ref-1 [N 7B R MV ThEEAE VP 2 H N 1
] DNA 255 X OB AR 8L B 2 R 2 1R (cysteine) BT R WIHEATIE IR, MIMTHAT &2 T8 5%
HIVEH (Xanthoudakis, Miao et al. 1994;Tell, Damante et al. 2005).

[0006]  APE1/Ref—1 {F4E T FTH W41 i f2 2L 2R, I H.40 B o 3R 1A 07 B 4k U A KR4 40 e v
I TEHE W B R 3G I BURI K AT APEL/Ref=1 (A AT EAT Y. 36
APE1/Ref-1 B IE K E 2 JR K& 75 4 7% (reactive oxygen species ;R0S). {F EME4H
fit bk B2 B G o AL & SR &R Chypochlorous acid sHOCI) #E4T ALFERY, 40 g Py APEL/
Ref—1 HIRIASHI M, L& APEL/Ref—1 MIZRAH N A A F 0837 40 M 1) 55 1k B S A 4t
A B 40 e i 6 Y. 2 . (Ramana Boldogh et al. 1998),

[0007]  %f T APE1/Ref—1 K40 B Py A7 B IR & A S P8 FF . WX APEL/Ref-1 (R R
JPAVIEAT 3 A, IR RE 2 FaR 2P gn e N A2 B 241 . 7 APEL/Ref—1 [ 205 B8 K v 150
fif Cendsite FIEA I ENE 5 (nuclear localization signal;NLS) (Jackson, Theriot
et al.2005), 3 H AR U LESE A2 BREERIY) 93 5 A1 310 ‘SR IEM B & A7 ER K
H15'5 (nuclear export signal;NES), %5 HME T HAF4E TN APEL/Ref—-1 #£ 5
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EAML T (Qu, Liu et al.2007). F3k, FEGRAH M HIAG APEL/Ref-1 HFHRIILRIL
(Chattopadhyay, Wiederhold et al. 2006),

[0008] A= pl T-4HUN Y APEL/Ref—1 81 FH BUR] U7 2 R 40 oh o 72 B4 i, AR N 3535
(R0 B M B SE [ N APEL/Ref—1 JiF B R 4051 FH I, IERIN 2 APEL/Ref—-1 ] fE
VN A T 4o o 0L 55 995 A G g B I S 10 22 ARy 2= IE R P 6F APEL/Re =1 (9 7E PEAE
P S FAT AR I AR 2L

[0009]  {HJ&, 3 H 5T A 1EIE %A X T APEL/Ref—1 & 15U 57 4 1% e s 12 Wi FH AR ic )
HATVEF AR ES , 5 AR S Al T2 e A . Bk, 8 VI F5 B AR i &
LA fi RS 2 B, A I H 37 468 b L B2 Wt B e, AT ml 84 b0 2R 3 I AR A 2R

ZEAE

[0010] 7S & B 35 A 0t F 3 mT 0 3ok ] (50 LE A 1 2 W 1 s e o 00 ZE bk i A EAT B 90
APE1/Ref~1 & AR MK EAE S 1IEH ARG A APEL/Ref—1 &% [ 5 9 5 AH LU, 76 % bk
P R I b, R R AE 2 B DL b B e AR A 0 I b B R R, F B 5 B R IREL
T, AN AT G Se R T A K B APEL/Ref—1 £ (50 A IR BE A i DG e 56 3 1) I 375
Bme.

[0011]  ARBHEEME & APEL/Ref—1 BB 2 W FHA S .

[0012]  F34h, A BHERAL I e 2 WS, Ho B A e e e 556 T APEL/Ref—1 HIPLAA
[0013] Y 4b, A%k B4 — Pl & APEL/Ref—1 FRIVE B 177325, %7 v R T 4 Sk
&5 G T IR DR bR G ED APEL/Ref—1 BRI PR — BUiR 45 G R BYAE AP0 il 2
APE1/Ref-1 (IS o

[0014]  AJZBEHIF) APEL/Ref—1 P& 5 1EH NG o APEL/Ref—1 ¥R FEAHELEL, 7E 5
e B BT b, R AR 2 S DL I e R i v v B S . Su4b, 2R Db
BREWEW T, 5B REIRETEIR, APEL/Ref-1 W AR 5 KR & K471 185 b B 1
Mg APEL/Ref—1 [ ER SO FEAH A8, 7055 Wi B (0 i b oA B S i n e bk, A<
KRB APEL/Ref—1 4 (50 AT 5 H TI000 155 It e (4092 W7 s 38 T » AT m] A 258 b AR FH Oy 1% e
iz W bR e

B =115 BR

[0015] & 1 23K 7R APEL/Ref—1 &5 1B RBEEE S 2 R II 2 (ELTSA) FRife th£e i Kl o
[oo16] P& 2 J& 7F JB2 e J AR 3 I B N A I ob od o St o0y B B e 9% 4 B (SANDWICH
ELISA) V252 APE1/Ref—1 & [ SR B Ja b AT L I 1

[0017] [ 3 BRI AR5 IR b Jes AN B B 1 55 e AR 1) i3 v APEL/Re £—1 25 BRI
I

[o018] & 4 &SR R4 155 i 11 52 R Ik B g 73 B3 ) 5% e e A 1 M35+ APEL/Ref—1
AP RE LR, RER, R B RIKECN 1 IR, Ry B RIRECA 3 R, : B RIREL
M TR ;(B)single kM, multiple : 2 KM 1.

LN
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[0019] AR BHERML & APEL/Ref—1 BBt 2 W HA G o

[0020] 55 4, AR AR AL A DM BB e e 12 A B IR B AARy e M 45 S T APEL/
Ref-1,

[0021]  534b, AR BIFR A5 — il 52 APEL/Ref—1 (R BE IR 7732, % a0 FH 7 4 Sk
Mo A T I DR BR G A BD APEL/Ref—1 (BRI PTIR — BUARES & S N AE AP0 R A il w2
APEL/Ref—1 HIMEE . LR, AEACKR BIEAT BE40 U0

[0022] AU BHIF) APEL/Ref—1 &5 5 AR B 7 55 DR i 28 3 1R 3 b v T 1B I Iy o
APEL/Ref—1 8 FUTIRIZ IR 1. 5 ~ 3.5 £, 3+ H BB MU B BUb &, Rl e e 2 0L BB
W R B R B . A6, AR R R, 5 R R IREUE R, APEL/Ref-1 HH
U1 A T I e R 3 T M09 S5 78 2R 52 R A I IO e R 3 1 1ML 95 ¥ APEL/Ref—1 £
TR A LA 0 B3 0. ik, AR B APEL/Ref—1 88 (50T - 3 7000 % e gz 14012
W7 B3 T > BRI AT A b A i A 1B g 12 W R AR 124

[0023] 53 4h, FIFH L& APEL/Ref—1 8% (5 JFEAR 9 38 5 A FH T BT J& U 1 il it 77 v 0T &)
T3 A< & B I 1 e 12 W A3, AR R BTG LR B B 2 W OB RE A R R L S5 A T APEL/
Ref—1 [HIPLik.

[0024]  FR Mt 2 W AT A FE SHU0E . ZIRBUIRIL G AR E W IEEAT R ER NI R 6
T TR T VB DV TR B S N A5 R S, IR BTy b 45 & F APEL/Ref—1, FiRTK
itk A4 (conjugate) A I 5 55U N 1T & G IR EY o

[0025]  fLiEHE, bk —IRBUAE: S W AR S A AT K6 SN 38 5 (1 R ), O HonT
18 FH BAR o E AL Y Chorseradish peroxidase) iR (alkaline phosphatase).
R A4 (coloid gold) FIME R 2 (poly L-1lysine—fluorescein isothiocyanate).
2P B B E R £h (rhodamine—B—isothiocyanate) 2852 Y64 it (fluorescein) 2%
(dye) %%,

[0026]  fLiEHE, bk A& 6T s R P Ar s kAT ), ] A FH DY R IC R % (3, 37, 5,
5 -Tetramethyl benzidine).2, 2-E%E - = (3— Z3E - JEFFMEMe —6— Tl ) — &k (ABTS) «
A2k — % Co—phenylenediamine) %, JLiS, SEARIEM, K (0T AV A T S8 rP ¥ 7 (0. 1M
NaOAc, Ph5. 5) FRRZ R ML,

[0027]  DLIEHE, 17 P v 0 0 5 B IR R S i v LAk (NaCL) Bkl 20, I HLEE AL K
F1 0. 02M I8 £h 227 . 0. 13M S L8 (NaCL) 2 0. 05% I3, 20 #4 B 22 sy (PBST)
THVER LR - PUAL & RNV G, BHUR - SRS 605 2 IRGURET RN, 2 Ja B4
NI E E R, NTIEEAT 3 22 6 IRIGHE. R S W mT A FH A T R v o

[0028] 54, AR, @ HUR - Prik s G R NAEEPRFE DI APEL/Ref—1 HR R
(R B AT R 5 S0 T 5% e e (1 2 W B TS, IR PR — PR &5 A I SR RE S P
G TEN IS R IO APEL/Ref-1 FIHTA.

[0020] LUK, B A= PR AE 5 [ o Ak 1 8] e A R 4 SR P 1R AT $e il , I ELKr A [ 5 AL 1
FRBUA AT R IR AR AT 2 B 5 W 2 AL S P iR — 2r F3E 1m) B A R A B A
FT¥efd . 2 )5, R AT RSN BT R BASIN v AE AR U 52 APEL/Ref—1 28 R
WRE . ) TE Ui, 78 55 e e 28 2 R0 IE 5 AR Fh Il 5E APE1/Ref—1 (¥R BT 5 33047 B4, A
T 30 R AR 5 I e R RIS PP K APE L/ Ref—1 (UK B 5 1 1E % A G LY A %) APEL/Ref—1 ]

5
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WRE, WS 4 A 1 e sl T o <5 A N o Relig, APEL/Ref-1 82 BT
TEE ICIE R Bt iy, ARk, 2 S DL b i 15 e et 28 285 16 My i B S G o

[0030] b A W A EE M L0 40 T SR LA G 4 23\ 40 e | A i LV I T
W% 998 < /IME—FERARE, (R AR Tt BRI TEAE A 2 Al il ik 98 2818 F2 L 9k
47  BEAS 73 (19 23 B0 RS I b AT P 2

[0031]  FH T iRt JR — PR LA B N 8 e A mT A8 Al B2 4T 4 1B 2% 1 R & 445 i
(polyvinylidene difluoride membrane).Z¢ Z it Ja a3 tH B AR L 4G g & R 96 FLAR
DL KT 1A 338 R 280 55

[0032]  BRHLIR — Hriksh G s N ] R G R D7V AT < IR H 2 W B 0 5 vk
(ELISA) < JEUS 99 73 H1i%: (radioimmnoassay, RIA) . 3 /o i e 4 22 W8 B I3 (SANDWICH
ELISA) « 25 E J50 B 18 v, % 92 DL E 5. e % A 234K 2% 44 4 7% (immnohistochemical
staining) R4 MEAN VL (Flow Cytometry) HoGid AL AN M7 232 (FACS) | Bl L UK
O35 BLR - PUIRERTESE .

[0033] AR H A, Bk W] DL BAATE A B (LR RO “ i ™) s KOy Re ki
Bt. bl Hikn] DURBAAREE 2460 2 MU EM iR RS RIES. Bk
KDy RetE v B A hi R B b Bt SR v AR X PR, SER BB S Pk A
HAHFEI PR G5 X (epitopeds 7E LIRBUA R Dy RetEm) i BEh G BB m] A2 X v By
(scFv). (scFv) ,. Fab, Fab’ & F (ab’ ), 25, {HZ AR Tt FIRFFERAEX (scFv) &
WRAEDUAR R B B BUAR A Berb, A n] AR XA B R AR DO o B IR AT I B, i B
PREZ LA

[0034]  LIRPLIRL: & T Uil 5 R S0 i B R SE S P o Ja T AT AR T . AR
TERHT AR T] I8 A 2 5 VR AT AR T TR PR E . IR AR T O A A TR R Ak . S 4k, b
IRPUATT R G PR (chimeric antibody), FIRERGHIAL &H K B THE AR
A AZIX (variable regiom)HIR B T ARHAF HEE X (constant region), Bi# 4
FEA AR AN HUAR A5 0 B AME Yo X, TR U M TR 15 S 25X (Frame
work region, FR) fl&i & A2 X AJEHTLE Chumanized antibody). ERHLARFIH
T P JeE U T VR

[0035]  LLR, N T 5 TERARA A B, S AP SEtifs) o (H 2 DR Seiaf) o2 oh T 38 5 T2
FEA A BT AL IR, T AN 2 18 Ik S 5] B o A BH I P 2%

[0036]  SEjds] 1 < E G Wedes A B yE il 8 APE1/Ref—1 8% 1 IR BE

[0037] 24 T {ENEBEIE B 1Ly A 052 APEL/Ref—1 B8 1 0 IR, 1) F e 00 Ji BB 4 2
IR PAT W R Pk 856

[0038] 1. #E#H] T o 2 W Bl 2 v (ELSTAD Ryl

[0039] A 7 B It e AR A AT AE S N IV N 1 APEL/Ref—1 [ &, ) FH 27 BH &8 51 1)
A IR AR A SR R AR E T NG b FE o My . A 51 44 JB b R 5 56 4 0 1B RS &
T H UL B I 1E 3 A 23 R 4 10ml 2 IR IR SRR ) I VR A Vi T AT 372 3))
HIRCE S, £8 2500rpm HITE G0N AT 10 43 BP 040 &, IF HaAG B2 B, M2 347 75 55 .
W B EEWAE 4 CIRER P IRE T, fEPAT IO BRI S 5 23 i, BN A 100 1 1

[0040] 2. ki FH TR S0 S5 W B 32 25 CELSTAD [ PT AR MIbRvE) it

6
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[0041]  {E A 1A %0 APEL/Ref—1 I 48 3K Bt #& 4 H T $1 -APEL/Ref-1 £ 3¢ B $i 1£
(Abcam, ab64865). 1E A NFI45 & THIIRPLAI APEL/Ref—1 WA I HTAAEH T Hi -APEL/
Ref-1 . yu[E DA (Abcam, ab194), EA APEL/Ref—1 HIFREV)BTH K 1 73 85 L 44k
(K45 N 2K APEL/Ref-1-His B 5 fir 2L B (0-25ng) M

[0042] 3. JELoEEER ST Mk

[0043] 7 ¥ )2 9% i ¥ C05. M filk IR &L 4 2% 1P ¥, pHI. 60 ¥ 4 3K Bt 14 % [/ 200ng/
ml [ B AT A R, AR 2 T T I I6c 4 2 W B 52 (ELISAD 1) 96 L5 FL Al (BD
Falcon3072, Franklin, N]Do 7E 4 CHRNREATERIRE . A T LKA K APEL/Ref-1
Z DU, AT G SRR (PBS, 0. 05%Tween20) SRFARIEVE 3 K. TEIGVESG, M 250 1 1
H A (PBS, 5%Bovine Serum Albumin, BSA)SRAEH IR N E A — AN B AR 100 1 1
15 IOk e BB R AE I M 2 3R 43 S I 22 96 FLAR , I HLAE 37°C R W 90 43 Bh. F
FE PE BB BE 5 IR i TIE S G THISRPUIRI APEL/Ref—1 FRIFEAE, FH A5 I HT 1k
PL —APE1/Ref—1 B ya BEHUAMBE A 200ng/ml WIMKEE, 7R T R 2 AN/ RGBS
WAGHIEVE 7 R F DRI PR HRP— &5 HIHT — 7L 186 Z R Pik 4% i 1:5000
TR, I Ha 2R Lo BARLE R T SN 30 20Bh, I HAT VS BEA WOE PE 5 IR #EIR
RN T U IR EE K% (tetramethyl benzidine, TMB) iiH48 AL M IE ot & ok AL W VA ik
(BD555214, Franklin, NJDo WA F IR T 7 LR AT AR RN W 4 4380, I HA 0]
HATRESN . H4 2. BM H,S0, 1E A i VAT (B EA TN b0, H BLAE 450nm 560 R e TWOG R .
[0044] 4. i MR AS A W (RIS IBG S 2 W B 52 (ELTSAD FIbRAEE [

[0045]  H44lifk I 5 B 415 A28 APEL/Ref-His {F 0-25ng i [l N IE AR, T 345
FKRBELMERIPRAEMZL, IF HR R T3R8 1 KB 1 A

[0046] 1. 7B It e A6 28 AT IE B NI I3 Hh R FH e 0o eI 32 43 T2l 52 APEL/Ref-1
WA G AT LR &5 SRR R T35 2 J B 2 vh, MR A 1 B e e 1 5B BB T %
Jee SR R IMTE P ) APEL/Re -1 85 FURRIMR BE 20N T 1 3 oy, W48 155 Db e () 52 R IR BB Wi A%
B e g8 AR B IS ) APEL/Ref -1 AR R R TEI 4 [(DR, KRB KR, B
RIREA 1R Ry B IRIRECH 3K R, S RIRECH TR ; B) single : kM, multiple : £
KT

[0047] 1
APE1/Ref-His IR BiFHE(E (zero standard
BRE e oDt oDz Fi(E suhtracted)
0 0.0490 (00480  |0.0477  [0.00
[004s] [0.16 00530 (00560 [0.0543  [0.01
08 00820 |00810  [0.0867  |0.04
4 101940 102110 [0.2083  |0.12 ‘
20 05440 05110 0.5297  0.48
[0049] FE 2
[0050]
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A APEL/Ref—1 25 AR E (ng/1001 1)

RGO 1.54740. 319

5 Jt e B o PR AL 3 3. 54840. 333

[0051] 4k 2 MW 2 o, ZE e £ 1 I v APET/Re £—1 2% (A 5K B 18 i oA 78 1F
NI ME  APEL/Ref-1 2 AR R 1.5 ~ 3.5 f%,

[0052]  54b, Wil 3 From, mlHfIA K J55 I R o Bk R, Re 02 2 B DL B I 3 i FR 3 1
IMyEH APE1/Ref—1 8 15T ¥R FE B B b3

[0053] 34k, Wil 4 s, 7R M 2 R B 0 R (R1L R3L RTD, 58 R IREUTC S, 7EFE I
Ja SR B MY APEL/Ref—1 85 F UK BE 5 7E R 2R (RO B4 HJ5% Wt Jes 7 25 1) af 35 v
APE1/Ref—1 £t B S AH LU BCBH S HBIE N T o {ELR, JB5 b A58 A9 M35 Hh APEL/Ref-1 25
R A S 5 e =R IREUR L 3T 30 (B 40D . 5546, fEB RIS R 5 Uh £
RAERITE LT, 5 BRI IS AR LL A, 7T H APEL/Ref—1 £ 150 HI9R B3 In i it 1], {HL
R BRHENZES (B 4B,

[0054] AR B APEL/Ref—1 £ [ 5 AT 5 HA F000 F5% Ik g 1 12 W 53 T » AT L ] A R
A5 FH M 152 B V2 7 B e o
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