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(57) =
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2! - EME -3 - R )2 - RS
3"~ WAR M PUR S e I B4R B AR 4 4

R B VR A PR EA T 4 M e 5 T A5 RS, PR AE BT
FZEAL DNA HTARHIZRATIRE o Fi4h, AR K Hii%
ZRATIRE A B B T A S A FH I LA AL
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CON 102574927 A W F E Kk B /17

L. W HupA ™= 25 40 Mo R0 16 78 A0 M 3R AT 40 i il 25 i 5 1 10 244980 iR P A4 7= A2 40 i A
HAE 5 -(6- I 27 - AT 37 - IR ) -2 - WA S 37 - R IIPUR T 13
SECEIR

2. BUREESR 1 ik (222808, Hoh iR B B2 & A 57 -(6- A& 27 - A i
-3 - BIR ) -2 - MR S 37 - BRI IR KPR .

3. BURIESR 2 Pk i 228 98, e T il % B2 A& DNA.

4. BORIEESK 1 IR I 22 A8 98 , 2o rh il 4 A2 8 /& LR R 5 NITEBP-810 5 (SCR1) {7
5 NITE BP-805 5 (SCR2) ({4 5 NITEBP-811 ‘5 (SCR3) Bif#j& 5 NITE BP-812 5 (SCR6)
TEARSTAT BUE Nl PR H AR SE B LAG PRI A AT T o

5. HRITEDUA, SLHACRIE R | ~ 4 ZAT— IR 42213 3.

6. BRI 5 Pk i) 5 ve B P A4, o 3R A7 2 24K CpG /741,

7. K AL DNA S e R i 7 v, AL

A7 IS PARE B BB DNA BN B DNA H BRIRID 38

MCEBE DNA B A BRI 23K 5 5506 J ik 1) 5 b B i A4 PR 244 DNA S e Db () AP 3%
LK

A e G 52 TR 17D FR 54K DNA (20 R
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72 37 FR B AL DNA H1K RO 2 50 R 270

(AR GiE]
[0001] AW K= A0 PP Ak DNA ST (R 2 500 « HZ R A0 7 A i SR s B B AR
A8 AT PUARE P AL DNA G BT B 1 77 32

[BFEHA]

[0002] AR B AR WK e 4k DNA T, K4 DNA (IR L 2 A e msme (C) 1K) 5 g ik P
TSR BT Do 10w % EAZ AE A (1) DNA ) B AR A A ast A5 1 KL R IS 3 25 44 R 45 Th
REo I, BL4E 2 AN FEIEDR (1) )5 31 X3 WL CpG 21 DX s (R 4 CpG B 7Bl “ CG
By ) B RGN, FUEE IR R A S 3] . XTIk, CpG B ANBE AR SEALI, JB 3l X I 45 &
SR T R L DR A mT A SR IRIR A

[0003]  4itt, DNA ) AR JEAK 2 BE R R IR 43 i 4540 2 — o A1, DNA 1 FRIEALAE R III
A 2R S R AL PR 2R A DA VR L B 4 R A e PR B R 1 i R B R B X G R AR 2R
T~ B AR R AR E A« DNA S ) I BLASE 1 28 b 284 ) A2 B ) L o BEME R IR B rp R HE T 22 1)
EM .

[0004] i35 A RO B T AR g Bl 5 ol J DNA [ R4k BRI, AT X T8 T
25 il 5 (R 5 AT ) PR A PR A AT PR g PRI o 2 BT BT T 55

[0005]  FEA T DNA 1) B ZEA0 A A [P e AR 2540 DNA (1977752 —, 50 FR 2540 DNA S5 3
%3 (methylation DNA Immunoprecipitaion :MeDIP V£ ). £E MeDIP =, {8 F e e b
UM FRZEAK DNA BT AR ER 4L DNA 255 28 1 et A 2540 DNA S e B, IR AaHT b A
FE 1) I SEA DNA o 57 A0, 38 A5 FH 147 MeD TP 2 R0 3 B ) b BT 4 A ZH 25 16T MeD TP 85 1 v,
Al —FFMAHT DNA F PR AR .

[0006] W] {EIXHF: I MeDIP v 458 H 1Bt 1 54k DNA FitdAk, 24 5 M Btk &, 44,
W AT IR 65— ML e ng al 5— FIEME B, Tk, fERE T 2003-125766 5 AR (&
FISCHR 1) Hd2, ¥ 5- L 27 — AU VR o s A FH T il 26 458983, ISR 19 2
SUREDLAR, 18 AT FHZ PR BRIDE S e W B2 (ELISA V) WlE = 65— & -27 — i i
[0007]  [HA HLAICHK]

[oo08]  [&AISCH]

[0009]  &HISCHR 1 RFH 2003-125766 ‘5 Afk

[ZIANZE]

[oo10] [k BH AR LR 4 AR IR ]

[0011]  XJi@ it MeDIP £13 1) DNA AT FF 254k DNA T I, DAL 7E 1% MeDIP v thpt /Y
FEA DNA HUAAR ) 4L DNA F (R Se & A iR 48 R o

[0012]  {HJZ, fd F 454 fE 2= A BT R J54K DNA P RN DNA & & /D (14 i 52 MeD TP VAN,
P JE i[RI 2540 DNA fg A7 A B2 91 HL 78 73 1 58 1 FR 2540 DNA, A i 3BT 1) R 805 B A
(IR o 53 41, A5 A S 25 (0 TP 34k DNA 044052 it MeDTP 20, H T3 31 i) DNA iy

3
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AL DNA & B0 %, 7 L4k DNA FEAT M M0 PE A 44

[0013] AT, oA 1 3@ It MeDIP v B4 /= FF 54K DNA 1) [P fie & Je e 4 3%, I EE X 54K DNA
AL RIS A B LR 5 MR BT 4L DNA HTIR I IF &

[0014]  AREHZEET U0 FIA—FERIEESE, B AR A0 AR 240 DNA A0 R (556 e S e 1k
()77 A 3 B AL DNA Pk ) 248 9% .

[0015] YA 4b, Ak B B 7RS4 AP FEAk DNA [ (Rl i B i 4 38 FP AR KL [ MeDIP 0] B )
B AL DNA Hiik

[0016] T35, AN B B AEFR A A _H IR it A 554k DNA HriA iy, B 2540 DNA [ [P &2 ik
550 R 1 MeDIP ¥4,

[0017] [ VaREE AR T %]

[o018] AR AR TR LLFHIA (D) -

[oo19] [1k 1]

[0020]

OH
(M
[0021]  Fr7Rif), 57— (56— M2k 27 — WifaUMe 7 -3 - B8R ) -2 - WA S 37 - 8 (AR,
tHFR A “5- FEE —dCpdGp”) 1ENPUEAE . 285, LS 65— 2L —dCpdGp MIPLIR 34,
W MAZ B4 BB ™ A2 40 BB 568 40 ML dEAT 40 B il 1T ol 28 242098, IR IR 248
T AT 26 TR R4 DNA D6 B IR 456 B8 BCRe 1t BT TR JE 4K DNA Be ik, AT 58 A i Bl
[0022]  BP, 345 AR B, 3405 WA A5 5- A JE —dCpdGp BT Sz 153 B Pk
7 A 0 MR B R A A T A e A A B 24 AR (CAR, WO “ AR B 24T )
[0023]  S34b, ARPE A A& B, $24E F IR i A AS R 7 AR 1 L sT B AR AT B B
& DNA S92 3T B 1 575 o
[0024] L& BIZCR]
[0025] {1 A & B 1D 28 A0 98 W] 45 it B AL DNAL Y 992 TR AL CpG e 4 R IR 454 e %
4



ON 102574927 A WO P 3/20 T

T PRSP EAL DNA e 3 4b, i A8 AR BIIHTIRIEAT MeDTP 3%, AHELAE H LATE 3T
FRZEAL DNA HTARIN SR 25 3 T 3 A 24k DNA F [ cE R il i <.

[ Fff[El % AR ]

[0026] [l 1 L&~ A A A A BH 9 24 A8 98 i 5 2% 0 R 45 P S BRI MeD TP 2[RI
[*) A JE4K DNA A2 3E FR 240 DNA 1 & AR I

[0027] [l 2 L&~ A A A BH 9 24 A8 988 i 5 9% 0 R a5 P i S BRI MeD TP 23[R
%) RS54k DNA (3R 4 2 AT IR I

[0028] [l 3Y27RAE& RNV A b, ) FIAE FH A BH 1 0 S [ 0 16 B T 5 B4R 1) MeDIP
VAR B4 DNA B Al FR 2840 DNA 1 & AR IR 1

[0020] [l AY27RAE & KONV A b, ) FIAE FH A A BH 1 S0 S [ 0 146 B T 45 A4 (1) MeDIP
VR B LR DNA R4 AR B

[0030] L& 512 7~ IS F A i B IR 5 v B e 4k S it B B A4 1) MeDIP v (ML) 3MeCG %
3MeCT ¥ [ 28 AT IR ] o

[0031]  [5Ejiti /7 (]

[0032]  “CpG 741" J& Fa i 7 41 R e e (C) FH WS (G) M\ 57 [) 37 1977 [) LA
FEAREERIT S . [RIFEHL, “CoT JEA1)” 2 Fa i 741 1 v ¢ FIRIRmERE (T) 5 11 3" 175
] LA 4842 (9 751 . T3, CpG K CpT 1Y “p” BISCFERIR C R G (B 1) Z [ 1B IR
<5

[0033]  “FAELAL CpG 741" 7 BEMEIE [ 5 £ 4 LA K CpG 741 o SNLENR FLAS 3R
[KIZH DNA 5, 765 CpG J7 41 (193587 A LW IRE 1) 5 57 4% FP S5k A5 A

[0034]  “INATIRT SR FEH IR A0 M SR AT A AR A R BE R (PR ) 4R N THbf &
A5 2 AP0 4 L, 2 A B 25 RE R 5 75 ] RE I 40 .o

[0035]  fEASULHHA5 A, 3640 DNA [ ik 2" LR L MeDTP v RIS I¥) A 2EAL DNA [F)AH %
THEREEAL DNA S L ([ F 2540 DNA & 1/ [ JEF 2540 DNA [ E &M 1) £on.
[0036]  A%J% BH ) A4S SR A2 4 ML 5— A2 —dCpdGp BT S0 2% B B 045 B B A4
A 41 A AN B R 4 B AT N M A T 7S B 4% A8 TR

[0037]  $3 T3k, Af A & B 2R AT 8 (A 1 4 « HHAZ AR AT 98 7 A6 1) B0 o [ O A4 54 ) 4% B A3t T
PR A EEAL DNA G2 T R 1) 75 iR AT Ui B

[0038] PR, IX LI 7% H AR A A AN 3R RS IR A i) % 2k A 98 1 U v
{EfI Ui Hybridoma Techniques (Y /RIESCHN S, 1980 4P ) MATMAZULSE: (I P E 5%,
H AN R40 M b2 2 G s 25 B A il 1986 4F ) Hicd, 1 AR R4k DNA Sz i B (1) 77 V2346 1
SN AR 2 SRR (AR AR AL L DL — 554 = 1 24\ L2008 4F ) HRid#

[0039] 1. ANJ&HH [ A%AS TR (1) il 4%

[0040] AR BHIZ AT T WL N —FEdl %o F9A, — M0 & 2428988 1) 4% 7RG LUR
(200K

[0041] (1) Hil#&RBEHBURK SR, ) KPR R FIP B, (3) MBS diik
PRGNSR IR (4) & SIS A A AN i A P A A B e R A R P R (B) ¥
PO A5 40 MO TN 80 40 M B AT 4N B Bl A iV R 24 28R 2D 3R (6) IR B RS SR 2% AT 1

5
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IR (T) Bt H PR R 24 AT 1P 3R K (8) bl i Ik I e IR PR 1 A AT TR 1) 2D IR

[0042] 47k, X BN HS D BT SEIF A i B .

[0043] (1) HLlAIHI %

[0044]  7EANJ B IR 22T J6 R il 2% o A6 R S e B s A FH AL 56— FR2E —dCpdGp 1P R

[0045] 075 5— HIEE —dCpdGp WP IR R B 4 1E b 2 /A 7 5- H & —dCpdGp 1)
WA 5T 5 25 T 150 5GP A5 A A G B JEUIE IR B IR 2R 43 1 IS5 0 )
HURBIT o PR F A REA TR S 1) S Bh AT

[0046]  5j4b, BRI 5- AL -dCpdGp KL G IRIE 2R E 5 2L —dCpdGp IIHZIZ «
B RS 5- FEE —dCpdGp ) DNA,

[0047] 2 T il £ AR K W IR 2 AT 96, A IE A8 F R 5 ARk —dCpdGp FHE IR 43 48 & s i
BURTVEBNE Mgl (BN, BERR e SR ) T, PR A 3 IR SE e R BN e el
) B B S5 PR A BB 701 i ) 2% ) 3 PR o

[0048] {4 ik AR 7 1, B A5 A i 5 7 ikl s A, 46 B P kAR
Gz SR ME I 4 - RA AT, A 28 ) an 2R 136 A 85 (BovineSerum Albumin :BSA) | BFYE &
(Ovalbumin :OVA) \ BefLF5 D1 W5 2% 1 (Keyhole Limpet Hemocyanin :KLH) . ‘&A1 AL
% KLH.

[0049]  EHURFEAM > TGN 5, — RS, A28 A REMN o - RN
WOk M e PRI 285 0 A FH A BRI F R 3 S B 6 I A5« A3 RDISAE I ZR-G ) 1 7 Vi
o AR W O e IR R R R A AV D R R R B AR SR DR A R P i (MBS)
A, AN TP MBS V2.

[0050]  7EA{TFH MBS YA, it ] 5 3 ~dCpdGp 19 S PO BERRAE 6 45 & Fof S 1 32
S (BT, BRIE TR 1 ~ 5 BRI ) , T B AL KLH 01T MBS ST
Ly,

[0051]  (2) HIPLIRIBNII Sz it

[0052]  Fi R EIHLIR, AT ik B LR B SR E . IRE B P R B R A S
T3 AR E A s R RT, i LS, A28 A A B OR R R SR AR SR,
G, SRS, A TR RS KR B 2L AT rR A D L

[0053] K b i (T it FH BB IR 732 S 5 I PR ST A 5 B P v B R
WA RS Z AT AT, ATz A s fe 3 S B s 4T A ml BL 1 IR BOE 4 1
Rl 1~ 5 JTR R 2 3T o 540, 1 IR Sesie A8 A b Js s AR 38 FH i s i
AN PLie s 1 2 EH 1~ 1000 1 go

[0054] P59 T HAIALE P2 IS A4 P A2 15 7 AR AT BRI B, B R AR I
85 o ALY 53 B8 W L3 5 8 ELTSA VESE R VPN SR I R NPE o 2% NP AS 78 43 1
WAL AT IR %

[0055]  (3) HLfA)™ A= 4t Mu i) 2 125

[0056] Ml ik —HF S B2 R BN I 40 M, BB A 7= A2 B BT R B ] B8 M BT R 7 A Al
Wil o BOARF= A T &, T 255 H AR « B R 9B B L SRR I 0 S (1 20 A 15 B (R AT P A
A RERIANAL, A2 A A R 40 R B B2 55 B 4 A, 40, nIAE 1R iR s e &
PEZ S5 IWERAEUIR = 252 B3040 H L, 6 J O 40

6
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[0057]  (4) “BroEsed 4 B i il

[0058] A BH 1) 21 A J8g (1) i) 26 A FH FC)-B 68 Y89 4 B TT A 23 A2 J8g 114 i) % — R b AS FH 1)
RIS B R AR B BE R 40 B T 5 5 1T 28 48 /) BRCRIE ) P3ULL X63. 653 Sp2/0,
X63-Ag8.NS—-1.MPC-11 2%, K RIFHI AGL.AG2. AG3.RCY3.210 2%, FA, ik HiidAr=4 4
YL R g 4 A2 [ e KT 8 A oA U o

[0059]  #%55% bk B BiEJR A0 MO 5 2 25 10 5, 1T 0k B 40 M o v 28 R AT T I s R 2, T
25 450 41 Dulbecco 7% Fagle 357845 (DMEM) . Iscove %% Dulbecco 3% 753 (IMDM) | [i]
RPMI-1640 S&i& & NG 4= M35 (FCS) MRsFRk,

[0060]  (5) HLfA )™ A= 4t oA il Jes 41 B 1) 40 Jf -5

[0061]  4fi M il & ] 28 ik A% FH A &5 9 55 1 7 5 TR 58 & ZBE R 77 (PEG i) il fLAd
H T CREGE ) FFMdT. PEGIERRYEFI U1 Kohler & Milstein [777% (Nature,
256 :495-497,1975) BEAT, Bl 0B 30 ~ 50% B & i (4 1E 1000 ~ 4000)
7E 30 ~ 40°C B, B HUAR = A 40 Mo F-B R 40 MOV & 1 ~ 10 23 BheRdiAT .

[0062] 3 A4b, HERl-A V2, 9040, 1o T A= A 40 B R 16 78 40 M IRV -G v e el L 10 ~
8OV [AZ YL HL Hs 1 ~ 20 B8 A 40 M A4 i, £ F i L 10 ~ 100 v FB K 58 S5t 1 ~
5kV/cm [y HL R B ALK PR IEAT

[0063]  (6) Z4ATIRd L PRI 77

[0064] 18 ik 48 Jfa Fl 5 15 20 1) 2% A2 J8g 1 e 8 mT 3 Tk A FH AN 2 AT 98 TT 355 B I Ik e s g d F
ATH TR . IBFERIIERERE IR 5, DUt A0 A 46 HAT (IR ZEVENS | S RIS K i I ig ) B
Haz ( IR PEMENS — HIARL AR ) RS,

[0065] 5 4, A FH & A3 HAT [y 3% 7% J5 (1) 2% AT I8 IR 0 88 1% 7 2 A0 4E 0 i 98 98 4t JHe A0
HGPRT ( /R pEMEENS B4 UEIA I PRAZ BR B A R I ) SRR A 2% B, th T A S U™ A 40 fa il
A [’ HGPRT i 453 15 #6 789 40 MM () S JE 43k HIAT 071, T8 ek 40 P -5 20 BRI 1 40 R B 0 57 HAT
Hiapub i Sh B ST BV S b D S

[0066]  (7) ZMACE I 1k

[0067] T HEUN FIR—FEsE IR I 28 AC I8 2 vh, e B8 m AL B BRI 222098 , AT Ik
[0068]  HH T ZeATHF AL BIBTAR [ 40 W A1 73 Wk, SRBEAE B FE 35 97 2k Th i U B 1K) A 98
[R)357% L3, Bk B MeDIP ¥2: f ELTSA VAV I E3E Y I AC 2 B ) 52 v B L AR 95 8 Aot
IRAFAE IS (R LAY, W] R 2 AT 9 o

[0069]  (8) Z4ACIRE ¥ vu %

[0070]  JE ik bk e 45 20 A2 B R e BE DR I 2 AC R 2 5, UEAT 1 4% AT 96 1) v
SRR TR & TS A, AR R R ALE RN L AN A ML) 5 (A IR RS ) (AR
PG IR A A 2 )5, B SRR 1 7 v i AR EASOAS 1 A B4 i) vk it
A>T 1 AN FACS Y455, A0 1 18 i PR AR

[0071] 34k, X T 5e B 42098, 15 55 S AT 0 e M v B, I BB 38U SEAR R I 2% A2
AL

[0072]  AREHN, RYE R BB ER, 7E4 M AL 5- 3L —dCpdGp HIHLIR %% 16/ B A5
I (1% AP 40 B R v 16 8 40 e P3UL Ak AL R v AT A0 e e 1T 15 B ) A AR S B
HUAS 7= A AE MeDTP ¥2: Jr 35 4 45 & iR (ELISA 322 ) Ao BRI IR 16 B0 oa [ A4 1) o

7
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[% SCR1 ~ 7.

[0073]  FAF, LR IER 1 HoRAEMSIAT BOE N PPN EARZE RN A (i BR A
R 2-5-8. T 292-0818 H A ) A £ 1 2% v I 1 PRl 5 A ik aE H H o

[0074] [% 1]

[0075]
o RIS TR A H
SCR1 NITE BP-810 200949 A 10 H
SCR2 NITE BP-805 5 200948 A 25 H
SCR3 NITE BP-811 & 200949 H 10 H
SCR6 NITE BP-812 5 200949 H 10 H

[0076] 2. A& BH (¥ 5 5 B HTARIF) ) &%

[0077] AU BH )5 pe FE BRI AR B I 2 A8 i 35 7% BIEAR 2. 7ok, AR BRI S v
LAt ] A A A B 1) % A 98 ZEAR B S5 () 3 40 1 IR A 44 0 i 453 B A K 43 31
[0078] P&, AR BH A B o0 B HU AR B S A B AR BB AT B, A& BH 1 2448 98
)3 AT ZH DNA 48 52 A 2 B F B0 T e 0 PR 1Y) T K R R B AR SE IR, K P R 5 IR 4 e 410 1
DNA Jy B34 BT Y i RIS A, A5 B 204 5 N B 80 4l M S5 AN =28 Tg SR B 48
Je, 38 Tk IR AR BH () SR SRR U, 45 B0 AR B ) SR S R Bk T

[0079]  HH T BIRIREFE BIE MM/ A8 AR B I S e B DA, BHAE MeDIP 256 HhAd
WAl . {HSE, R T 3% MeDIP 32 A0 i B 340 DNA (1 [BI e B R ik 4 6, A Bl 15 97 i ki
TR A AR 2 BH (7] B S B A, D032 4 FH 44k 1 AR i BH ) B8 s R i fk

[0080] A& BH I B va BEHUAR M Al AL 77 V1M 5, mTk B AU AR S A SN 7532, w28
H G, BT IR R B 5 o B I L WA A B WSy oy T R AN ST B A AT
JEHT BB JE T BRI e AR TR o XS ik v TR AR R SR A2 AT, B
EHEA ACEE 6) FERISEMEN,

[0081]  54b, Wl bik—FEAS B0 50 vg BT, 4 a0, W] dE it A ELTSA V256 1) 23 J i U7 12
SR Bk e 5,

[0082]  TEAR % BH (1) 5 5o B B AR AL B T e W i Bk v BO T 15 B0 S 1 B o JISFE )35
M B &, R AR FJEAL DNA (R S M 45 Gl eI i B RIRT o S S8y 1 v B, 191
0, R IE S A 1 AR R B B R A R IR e i 1 I R i 1 Tl A A B R
o

[0083] Ak BH (¥ 5 v BEHUAANT AR AL DNA AL R IR0 254 e B R 1

[0084]  [AIUL, W AEAE Ay (IS0 Bk 4 F 64K DNA 1R 5 ¥ 1) MeD TP ¥ R B HU R

[0085] 3. {f FH AR BH % B 5 FE BT /R 1) FR 54k DNA S8 i P (MeDIP ¥23)

[0086] 1 FH A & W F B0 70 B HUAA ) MeDIP 322 ( LAR, AR N “ AL B MeDIP 3£7) , il it
VE Ry bt A EEAL DNA BT AR A% A e BH IR B2 sw B B 0, AH bL DUEE BRKe Bt AR 2840 M mis e Bt 7R 554
BT R ZEAL DNA HUAARAE AN, BT 101 50K 2 1 AR 2540 DNA TR 46

8
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[0087] AT, Ko il i AX & B I MeD TP 245 21 1) A7 2546 DNA 78 FF 554k DNA ft#fr A A, i m]

W R 45 2 i K B FR 64k DNA R R iZ A O RE s

[0088] MM, AS & B 1) MeD TP 238 B FF 54K DNA fg b FAE & 1 il 4%

[0089] ANk BHIF) MeDIP yEELHE T 41 3 DB ¢ (1) A8 ME AAE S $2 B DNA Rl Ay 58 DNA

JBRD IR (2) NEBE DNA v BUASE T AR J BH 1) 52 S B B4l FR 24K DNA G5 Ui R IR D 3R

Je (3) [P 2 TR () B 264K DNA DR Y46, AR B MeDIP 244 T 4F DNA [RIf5 ff

YO A0 S ML B PP 240 DNA, FRARIEELHS (4) A0 P JE4L DNA D38

[0090] 45 1ok, X %5 20 BRAHAT SH 1 4t b U B o

[0091] (1) AP S 1¥) DNA [FI42E 3% DNA (19 5 BeAb K% I SR 1 A8 1

[0092] M HHFEAT X S A5 B [F35 R RE SR E DNA. 335 (RRE ST &, B R A8 fR T 0 % 1)

DNA FEIFE &, AR 31 B2 22, D0 2 A 5 2 [R1ZH, DNA FRORE i m A 460 4 5% 5 400 L 1l PG 0
o MENIRPRAFIIARE &, HARTT 28, R 035 IR B 40 B IR LSk 0 WAl il ik - R

GIRTEEN TRt S AR

[0093]  AAVEPARHF: i (1) DNA [ $& AT I8 ik AR AU AR N 52 28 B 34T o ol an, wl o

W ALFEPTAE 40 M S / B 2R RT A R SR T s PR CHRERAN | T R BEmi R A 55 ) I AL PV

RV AAKRE SR A 2 I, SEFEDERACEE (HFE IS ) 1 09 R A5 1) DNA 37 25 31 95

PSR R HL DNA

[0094]  tH AT A7 B ) DNA, 3B L 23 K0 7 72 9 ek b3 A9 v 300 43 5 T (e e L35,

B BV R/ SRR A . T A, MTE MRS S 16 DNA 3R R alidk o m] 43 F i 65
A& AT

[0095] 2 ok, ¥4A3 EI/ DNA Fr Bk i 4 B, 4, 200 ~ 1000bp 2

[0096]  DNA [}y B Ak W] T8 ek 68 75 dp Ab B L g Ak 3R | Il Ak T S5O 3R AT o 9, WIS FH AR AL
BT RRAL I , ] DNA FV s IS AL B I 2 2R LR 31 0. 1 ~ 1 ON, i@k T 10 ~
40°CHRE 5 ~ 15 HBhokefs DNA Jr B Ak, Si4h, AT B AL A, mT A3 FH PR o FR Sl i nT
T DNA [P P 411 B e B, w8 A A9 1 Mse D B BamHT 45,

[0097]  #RJ5, ¥ an bR —FEAF B DNA v BUIMAAEME 2 J5, 18 ok S04 210 55, 1)
i, A DKL DNA B BEIA R T 94 ~ 96°C Nk 5 ~ 156 8Pz J5, S8 2 ~4°C, 1]
187 DNA Jv B RiA R4

[0098]  {ELL T pl BRI B IR, BT ) A FE R4S 211 585 DNA 1 BE SR In A
B B g BB, DU 2V S B U B b 8 5 A FH I S v i MR o AT, T )
T 110 ¥ V0 TV 58 I Tk & -6 PR 2800 T 3 1o e 2 28, e A Rs S M 5 5 BN AR I B TR
SEHHATERAREE (LUR, FRZ N “ FUERR AL ) o IXFERIPUIRLS A AR R BT 5 16 1

Fo X BURr e b 25 G i AR BIRT, il 28 M s 1 A (B8 G) B Ipl R 55 .

[0099]  (2) FAJEAL DNA 45 i s

[0100]  FFJEAk DNA [ G 3 30 B i iok ) B 455 B DNA R B 09 VRO 2 I AX & B 1R B s e
A, itk 20 23 Bh~ 24 /N RAE U FIPUIR R N 2SS, InPTAR s A BRI, TRl 20 43
B~ 3 /NIRRT

[0101] AR B SR sd BEPUARIGEAS N (ZRIZ ) 1E A AN TELHE 5% DNA 1 BE IR T
(1ug/ml) fZ0.01 ~ 1001 g/ml [ . F3 45, 7 H A & B 16 B ve B BT A3k AT A 564k DNA
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(1) G 28 T B I, T 78 S PR BE 4 ~ 50°C ik 2 4 ~ 37°C 13 T

[0102] 5341, A ZEAL DNA [ 6 i B b ml ok ) L3 1y L6 5055 DNA i B9 8 1) Bt
el & FEUATIUE S 6 AR R B os B BUA R 2 AWk AT

[0103]  (3) FIZE4L DNA [ [RIk

[0104]  J@ i B0 40 B S R IR BT IR 45 A FH 2, 6 & B 38 e F G2 i ek
IR, A% FH O B B G20, B 256 BB AR 45 A PR B A e B 1) 508 v B P AR 4 47
PEI F LAk DNA 25 H iy (e 0

[0105] 33 FF 254k DNA o ] 3 ik 2Ry / ST B ST U RS W AR AU AR N L A %0
(1) 775 B R B SRk Al A

[o106]  (4) FFZEEAK DNA FRIfS

[0107] & T 5 ml i b ok () f 2 OB S 1 i [ e AP 544 DNA, W] JE ik PCR V58 &
PCR V25« VAt B S 0 I 2 2 1) 2 Jan 1 PR 24 DNA RS 77 VR i

[0108] (i) FH PCRVEBE & PCR VA4

[0109]  JEiL PCR yE 52 & PCR yAAS I FF 2640 DNA I, — 8 imu & t ] 4 F AT 75 21 1%) PCR H
ol e & PCR AT &, 7341, 46 PCR yEA, n] i ik FH 35 IR B H vk v A 3 7= ) (R A7 A5 KA
TR 354K DNA.

[0110] 438 1) e 45 A ] e AT B AN AR PR 3 1) DX S B2 e 41) B 1 1 A 5%
T B E

[0111] 546, § 54 FH 5 192, A FAEAE A3 PR i R 40 i B 2R 55 v, X FR AL B A 1Y
FEEPT RS R ) B Rt AR 2R R 750 095 14 (RS )
RAA]

[0112] (11) EH]]ZFL R A A

[0113] Bl WhHIRA JF?/HNBIJ FAEEAL DNA I, 238 i MeDTP v2: A ) DNA Fi WP
A hAbTE,

[0114] PR BREER AL R F s AR FR AR N 2k B0 2 45 36 R b 2 (O IR IR &L 2h (PR
FRELERL ) IS MIAN N E) DNA W, 141 DNA Hh A 48 [ Al FF AL M msme () dd it M sl 54k
S AR B oy PRIEIE (U) OALEE, 55— 5T, AR IR SR AN 5 FR AL e meme V5, AN & 2B 40
B —FE IR AR B AT, DNA (1) FF S5 AR PR A 11 22 S5 200 dod SV 1 A e A 8 17 20 6 Ay i
P ZESR (C K& U).

[0115]  id ik obb I st 8 & 25 A B T DNA PP () 3 F B S5 40 s gt A3 48 Ay JR W g, ] 3 it 1%
DNA [0 7T » S0 I 5 B AR PRI 3 7 41 1R 2 S, AN AP 64k DA

[0116] 41k, ik St 91 13 41 1 i BH A S B, AHUAR 2 BH AN 52 3 48 (0 S A1) 1 PR E o

[C5EH]

[0117] LSt 1 - ZeAT IR i 4% ]

[o118] 1. HifyE FHUE K BLISA 2= fi ok F BT 1) i) 4%

[0119] [ FIRMI (1) FiRK, 5- F&E —dCpdGp i ik MBS JEAZ B GE A VE Mk 454
KA 57 — (65— FIZE -27 - WA M -3 — IR ) 27 - A L1 37 — IR —3- 3FL A IS
(BN, RN “5- FI2E —dCpdGpC3HESH” ) FIAE A #E A KLH fe il & S s .
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01201 [4k 2]
[0121]

H:C
B
N/KC!
=HO
© a
» MH
RS Pt
O=T—0 N N/ NH-
O
e}
0
1
o= P
lW$H
(II)

[0122] Y 4b, %% 5- A% —dCpdGpC3HESH FT BSA 18 ik MBS J:AZ B 45 4, 4% H ELISA 3511

ik PR -

[0123] ¥ BRI SHHHUR 100 w g FIIRCTEaAF) (FCA) 100 v 1 JBA T FLAL, #il £ FCA

PURI . T340, B S U 100 v g FFE AN 5e 65 (FTA) 100 1 1 VR4 FL4k, 4 FIA

LR o

[0124] 2. [a)/NERUI iz

[0125] 4 FCA i)y 100 1w 1 2] 9 Fwd MM Balb/c /DR, ( H A Charles River ¥E

Kokl ) BN (WIIRSEE) « G, 8 2 JH 6 R FIA BRI 100w 1 5 A i
(1B ) .

[0126] 3. JJ5 400 Ff R 168 70 400 M 1) & JH 75

[0127] M Ja BB 14 Ka, WA BB . SR )5, /£ RPMI-1640 R A&

MR 3 25 B o 1) Ik 25 0 07 100 LA PR 55 28 NS R 2 0 » W MR 1 9 i FH S D09, A

JEL TP 0 L B B R R Bk b o KT B ) 40 M AE 5 IR IR R A B S AR T AN I 1T A

JU O 40 P ) AR o

[0128] W19 3 (¥ A 40 i (1< 10° 40t ) /> BB 56 98 41 Jiie P3UL (2 X 107 40 jiL ) VR4

i FH FEL & 26 & SSH- 2( Sy E AT ) AT ARG . TR, LA R A2 1 R 41 i A

B 98 20 O [ VRS VROE FR AT L R (40V) 10 #8h 2 5, DN B (2. 3kV/em. Tk BT 40 1
) kAT

[0129] 4. %l:scﬁ 3 7+

[0130] WG AACHRI BT T4 HAT RE 7R3 (ALHE 1 X 107M R EEPERS (4 X 10 M ZZEMEns |

1. 5X 107°M i fitmng K2 20 % FCS (1] RPMI-1640 $5755E ) 2K F 1. 2X 10° 40 g /m1, [7] 96 fL

11
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B (Nunc A #)H LU, BRz AR 7R AR ) I FLER 2R E] 12X 10° 41 / fL. Feds %
FAMRAE 37°C 5% CO, ITEIRAE N &, TG A AT IR 95 . 3597 10 FRMAE H IR A4 AT 9 1) 2
W AT 7 B e B DU ) AT IR IR I

[0131] 5. [ ELISA ¥E 24T 98 [ i ik

[0132] [ RPRZEME (140mM NaCl.2. 7mM KC1.10mM Na,HPO, % 1.8mM KH,PO, (pH 7.4) ;
CLR, B2 4 PBS) Fisim bak 1. Al & i i it B R 18 22K FE 5 1 g/ml, il £ & 2 H
PURE R 4 Il 2 PR EE 50 1 1 333 96 FLIY SR 2K 4 S0 e AR 25 FL 4 (LA
T R PR E EN) o BPURE ER T ACHE W 5, &L PBS (200 1/ fL) &
Peo WEUEST PR [ E AR A5 FLLL 200 v 1/ FLES I BLOCK ACE ( K HASHI 2k & 40) %
TS E 1D 5, B LS 0. 05% Tween20 [ PBS (LAF, tHFR A “PBS-T7;
2001 1/ 4L ) 15k

[0133] T2k, MG 2 AR 1925 FL R AR BB i 2 S e i B 7% B3, 1) B Ji ] s A ) 45 £L
FEM 50w 1, TEESEE 1 /AN BB, 15 FLAH PBS-T (2001 1/ fL ) ¥6¥E 2 k. TH5E
Jii s T DR ] AR AL AN D 100 w1 BRI A4 g (HRP) Arid i/ 1g 2 wfEdifk
(Cappel 2AHIH]) , TEWRM 1/ o KM JE, & FLH PBS-T (2001 1/ £L) V& 2 k. &
BeJa s LA AL 100 v 1 LG 1R A HRP [ IE 2R iz (OPDA) ¥4 (10mg/25ml )
OPDA+2 1 1 [¥] 30% H,0,/25m1 [RIAT AR BRVS VR ) » 4 LR ] s AR B i Ad T =i & 20 73 8h
ARG A FLINAS 100 1 1 A48 2N H,S0, 1R 5o SAS 3 2 > K5 FL AR 1 s 98, A8 FH A A
(Model 3550 :Bio—Rad A=)l ) & 490nm R AE

[0134] 6. [ MeDIP IR Z%AT 83 1) i 1

[0135] 4 ML 40 H R MCET $2EUZE R ZH DNA (4 1 g) FFRHIE Msel (NEB A7) ) +
3T°C RN, v BEALRK 300 ~ 1000bp . 2T 2K, ¢ NS ¥ DNA v BT 95°C k10 4349
AR, T 4°C 204 HN A By B DNA F B, W19 311K B DNA BRI e 6 R A R LT
Wil FE (Upstate biotechnology 2vw] ) H bt ais -, A &8 T il e W50 s i ke
HZ R . )5, S INER A G BIEREER (GEHEALTHCARE A W] ) , T 4°Clig#% 30 73 8hmit
ITPGERRALBE . AR5, B0 20 B8 5, B RIS i 35 20 v B A, /4 MeDIP FH AR IR (5 K
HEFH A DU o

[0136] 4 Lk (r)48 A ELTSA VA IR0 e 7= van IR B2 IR A8 J i 35 97 I s N 31 MeDIP
FHARINRE 5, 5 1E 3 /MR TG Pk (SantaCruz AT TR INERE AR IIRE H o 4R, KX e
T A CHER — W SN S5, 73 s I 8 G 3EEEER (GE HEALTHCARE AH] ), 548 T 4°C
JEHE 1 /NI T S ol . B, B IR R R L E AR PUAR DNA (R 544
BFE A G HIRPERRIM FC. #2520, K RIS 2R By 65 S e e Wl 2 157 & (Upstate 2
H) ) PG VEH SR E R 5, ¥ BRI E A ) DNA T E IR R vt 2 i i g
o SRJG, M H Y DNA 5E AR K RNVZ )5, fFH Qiagquick PCR 44X & (QTAGEN 24
H) ) 4tk

[0137] A, LR EEVE A H A 5 T 2538500 S 48 FH U0 I K e 28T

[0138] % Nk, i T HAAIE I FIR i MeDIP 32, 245 A 4 S ot b A e 54k, DNA, 3#E4T PCR
MR H vk

[0139] (i) PCR & M I il 2%

12
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[0140] K NIRMIRFNR A, Hl& 25 1 1 1 SN
[0141]

2 X FastStart Universal SYBR Green Master (Rox) (ROCHE /A & ) 12.5u 1
Em (F) 51495 (101 M) lul
I (R) 5195 (10w M) lul
EEEI lul
dH,0 9.5u1

[0142]  AEHMSITHMT .

[0143] {24 I AEAK DNA K00 FH 5 140 41, A8 FH T T4 38 MCET 48 i vp O %0 B PR S AR A1 1)
GSTP1 ZERI A 3 F X B 5 4. BLF 7R GSTPL 51741 .

[0144] F:5' —GAGGCCTTCGCTGGAGTT-3' (SEQ ID NO:1)

[0145] R :5' —-GTACTCACTGGTGGCGAAGA-3' (SEQ ID NO :2)

[0146]  534b, V5 Ry AE R IEAL DNA RS I A 5 144, 456 L T4 BA4E IR0 28 14 etk h A7 AE,
Tt CpG JE A A FEEAAS IR X 38 (BLF, BR A CGF-1 X 380) 15144 . AT 7R CGF-1
DI o

[0147]  <CGF-1 X1 >

[0148] GGAGGAGTCA AGAGAAGTTG GAAGCCAACT

[0149]  GAGAGAGAGG GAAGGCTTGA AGTGGTCAGG ACAGTGAACA

[0150]  CCTAAGAGAC ATCCACTGAA TTTGCCCACT AGGAAGCCAT

[0151]  TAGTGACTTC AATAGGAACA TCTTCAGTGC ATCATGAAGG

[0152]  CCAAAGATTG CCATGAAAGA GAGGAATGGA AATGGAGTGT

[0153] GGG (SEQ ID NO :10)

[0154]  554b, LA 7R CGF-1 51911741

[0155] F:5' —GGAGGAGTCAAGAGAAGTTGGAAGC-3' (SEQ ID NO :3)

[0156] R :5' —CCCACACTCCATTTCCATTCCTC-3’ (SEQ ID NO :4)

[0157]  (ii)PCR f¥) Je 3 41

[0158]  AFH FIRE RN, 75 F R4 R 1E4T PCR.

[0159]  T-95°C 10 738 1 AMEER .

[0160] - 95°C 30 #%h. T 66°C 15 #p8h Jz T+ 72°C 30 Fhohfry 45 NMIEER .

[0161]1 T 95°C 1 43%h. T 66°C 30 #b2h Jz T+ 95°C 30 Fbohfr) 1 MEEF.

[o162]  (iii) BUJRHEHLIK

[0163] K¢ FIR (¥4 PCR =48 H 2% S IRpE e I AT FRIK, BT B = AEfE. R
HERERR GSTPL JEPR (9 = o6 £, I H. CGF—1 IR 14 10 7= 5/ 1 5 SR 1 95 0
(R 98

[0164] 7. Z%ACIRII oo b

[0165] Rk PR A AC s il I A H 22 A8 i e IR 7~ (IGEN A ) ) B FRMBEZE el . 5T

13
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A 10 K, H 5 FR 48 A ELTSA V10 28 A8 98 IR0 0k [T R 74, sl = AR LAk 1K AT 98
(PUARF= A FAT )

[0166] 8. Hi3a4+&f &N a P 42 Z4 A0 1k

[0167] & LU NIMLAY 1 A 2 &3 (M) , i e+ 95°CHsb B 10 438 Ji5, 76
VKA HL 2 53 %8h,

[0168] 4L&W) 1 :5- % —dCpdGpC3HESH

[0169]  AL&4 2 :NNNCGNNN ( “N” /RAF A% 18 )

[0170]  [n) PBS Hifs e FaR ) 1. Aol & i o e FH HLR 208 B 29K FE 5 1 g/ml, il £ [F &
BRI K [ FHPUR AR 50 1 1 AN I3 96 £L ) 58 8 £ 0 il i 72 i iy %L ( BA
T MR APURE EN ) o EHURRBER T 4ACHE M2 5, &L PBS (2001 1/ FL)
TEVE. TEVERS, PR 2 A& FLEL 200 1 1/ FLEA I BLOCK ACE (K H A HIZkk 44t ) ,
BAZAR T WA E 1 /DI HE, ¥ &L PBS-T (200 1/ 4L ) V5.

[0171] R 2K, PR [l e B & L% BN 50 u 1 Bl A8 a5 9% B3 & bk
LAY L IS, T2kt 1 /e Bidk s, B FLA PBS-T (200 1 1/ 4L ) JH¥E 2 K.
TEVEJE, ¥ HRP FRiC P/ B Tg £ B Pifk (Cappel 2 7)) LA 100w 1 5% fL, T
BN 1. RNV JE, &L PBS-T (2001 1/ 4L ) ¥R 2 . 1E¥EE, % FiRH
& OPDA IRV LS 100 w1 A0 21255 L, 1ol ] e AR e T =i & 20 738h. 285,
PALHE 2N H,S0, I R NAT IR LA 100 1 1 B &AL 5, A5 25 FL A R S SR, A8 FH bR A
(Model 3550 :Bio—Rad A=)l ) & 490nm R AE

[0172]  FHULHEAIA, ERPUAS 2SR = BRI A &0 1 A ZE RN 74, A3k
EW 1 RET A AL A 2 IR R AR BT AR 28 AR P AR PR I AL S
2 MAZZE RN . SETIRLE S8R, P AW | PoRAEZE RN, (B &) 2 P RRALZE
ALk R ENEE7 R E Naa P/

[01738]  XFT-IAT 2 Ik LI v B f 5 4 6 PR B0 B B (1) 2% A8 98, B adEAT IR i
MeDIP V& IIZAT T Tk, 19 7 AT % (SCRL~ 7)o

[0174]  FA, WK 1 Fi78, SCR2 JE7E 2009 4F 8 H 25 H LA 5 NITEBP-805 5, SCR1.3
K 6 AE 2009 4E 9 F 10 H 20 B LM 5 NITEBP-810 5 {5 ‘5 NITE BP-811 5 K fiiEk 5
NITE BP-812 ‘S{ESATEUE NG PP BOARTE BN (T BOR BT E S8k 2 2-5-8,
T 292-0818. H A< ) {55

[0175]  [SEZitEf 2 « i MeDTP v (1) 5 50 B HUAAR HI U S 25 ]

[0176] 1. H1 MeDIP y5 [ F3E4k DNA ()[R

[0177]  HEAT STt | i 6. [FIRERIERAE, I MCF7 $2HUHIAE R 41 DNA (4 1 @) , il & 5%
DNA J B PRI R VR, s S B VR T Bk A B, 15 MeD TP FH AR AR (it xR A IR s o
[0178] 4 EakR[#) SCR1 ~ 7 (135 7% B35 1765 BIPt 5540 B me we B i bt P 2840 e Fr i
B A E] MeDIP FIAFIUARE S, B 1E 5 /N B 186 Hifk (SantaCruz AH] ) VIEF % 1eG Hifk
(SantaCruz A ) KAE_E@ A8 A ELTSA V5% H i AN BIPT A= 28 BE I 24 A0 I8 1 85 5%
FiE (BIEATI 2 B3 ) & B2 AR o SRS, I IX 28 T 4°C e fe — Wi f Bt
ERIPUR RN 2Z 5, M BN INEE B G IEIEREER (GE HEALTHCARE 7] ), f5 T 4°Clie#% 1 /)
IS HEAT S0 TR o SRS, HEAT 5 St 1| A 6. [RIREAERAE, MR A ZR v HY DNA, g Hal

14
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1t o
[0179] T3, LA N IR 2 A I E TR 1 o2 5%,
[o180] [ 2]

[0181]

G Pk = T
Calbiochem Pt 5 HI R E /I Bl mAb 16233D3 VR
abcam 5— H LMy 33D3 ZNER
Eurogentec 5 FEME By FE 7R
Aviva System Biology 5 FE L g 33D3 /N ER
Novus Biologicals famsne (5- H L) % il *
Diagenode 5- H Ly L 7IN B

[0182] 2. 5E & PCR %

[0183]  # Fok, I TG AL Bl F MeD TP v2:45 3 1y FF JE Ak DNA 1R [RDfC & Rk 4 %, AT 58
& PCR .

[0184] (i) PCR VR i) 4%

[0185] ¥ NIRKIAFNES, H4 250 1 RPN A, X F LR MCE7 $2E 5 A
ZH DNA fOHRE 5241 (0. 1.1. 0,10 J2 100ng/ 1 1) o [RIREHL 5 S W, K5 3 6Pk by bRt il 2%

il B FHAE i o

[0186]
2 X FastStart Universal SYBR Green Master (Rox) (ROCHE 2] ) 12.5n 1
F 514 (101 M) 1ul
REI14 (101 M) 1ul
[ F) DNA 1ul
a0 9,511

[0187]  5I4WAEH iR GSTP1 514 (SEQ 1D NO :1 J% 2) LA& CGF-1 514 (SEQ ID NO :
3 KA.

[0188] X Lads 1) s S, A FH Mx3005P (Stratagene 2~ )il ) , 76 N IR 1 e Y. 4cF T 3k
17 72 & PCR.

[0189]  (ii) %& & PCR [ 41F

[0190]  T-95°C 10 3B | AMEER.

[0191] T2 95°C 30 #%h. T 66°C 15 #4h & T+ 72°C 30 #4 45 MEHR.

15
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[0192]  F 95°C 1 438k, T 66°C 30 #b%h A T 95°C 30 FhERK) 1 DMEIR.

[0193] 3. £

[0194] & 1 J% 2 i@t 4d B & AR MeDIP v2:45 31 1) AR 240 DNA i [Bl e 8 Sk 4 . &
LS/ SCRL ~ 7 (AT I 97 13I8 B A 45 DA i i MeDIP vZ: RIS i) AR 244 DNA
JAE AL DNA [ & AR E . B 2 J2 /R8T SCR1 ~ 7 I AT I 9% LI & A &
Profa i MeDIP v [FIC IR A 2540 DNA R4 28 I AT IR 1

[0195] MK 1 % 2 %, i SCR1 ~ 7 ({3557 b3 B9 R 40 DNA 1 [RDfc & A ik 4 =, AHEG T
Ehiik, R EHE.

[o196] {5 dur, AN 1 %0, A% ] SCRL ~ 7 HIZ% A9 135 7% BIE, WIAH B 2% Flvid & Bk,
MeDIP % [ LA DNA 1 [R5 5 o s . SH HARTI &, AH L AE T S di A 2 iR i 2 19
[0z & ) Novus 23 7) FIFLAA, SCR1 718 45. 9 %, SCR2 718 136. 4 1% SCR3 715 109. 3 % SCR4 7
54 f% . SCR5 7% 56. 6 &%+ SCR6 71~ 78. 1 f&. SCR7 7~ 132. 8 f5 i Iml i iE . 45 Lo, A & W
(R 2 AT TR 7 AR B P, AHEC & R i B B ik, ) 240 DNA (454 BEEE .

[0197] PR35 %01, 8 FH SCRL ~ 7 (M 24 AC IR (R RE 7 1375 119 MeD TP ¥23, AH bE AR JE4k DNA f [m] g i
(I3 N, JLF-JeHE B AL DNA 1 [EIfcE 93 i R, H AR & B I 2% A8 98 7 A b A4
AR EES AP T B oA, () FEAL DNA RRe e 1 5 7

[0198] Y3 4bh, M 2 %0, AH LL & AT B Bk, B SCR1 ~ 7 = AE FIHTAAR R 1 MeDIP ¥4 ) FF
FEA DNA RGeS BRI &, X0 T4 36, AHEC A AN, SCR1 7% 67 % SCR2 7R 124 £
SCR3 7% 97 £+ SCR4 7 57 % SCR5 71s 84 % SCR6 71 108 %+ SCR7 7% 99 {5 I 4A K o
[0199]  F33%, AHLL AT & Bk s i e IR 46 %18 Diagenode 22 w) BT, SCRL 7 3. 3
£%.SCR2 7 6. 1 {5 SCR3 75k 4. 8 £ SCR4 7 2. 8 1% SCR5 71~ 4. 1 £ SCR6 7% 5. 3 % SCR7 7R
4.9 RIS

[0200] &5 R$EIR, AR B 22098 7 AL B, AHEL B Ph i & Po Ak, 1o 2540 DNA [r)%r
e

[0201]  [SCifs] 3 : /K IV B s R Bo Ak 2l 4L ]

[0202] 1. JEE/KIHI2%

[0203] |} 5 M Balb/c #5 (6 FIRS MEME : HA Charles River ¥Rl tt) MG IS 2
FRZAC I8 SCR2 (L X 107 4 M / H ) o BRI 1 JE S5, o112/ BUE N2l SCR2 (1 X 107 41 ffd /
H) o MWIBINEERD 2 J8 J5 , MAZ/S SRS FH I S s R B K

[0204] 2. FPREZERHT

[0205] [ fSFIHIAE/K 17, 5ml &b 8Nk 50 % A & (5. 1g) MR IR, v HIE TRk
FRBNPTVE « Tk, IO TTNE , FH PBS AR VE W SRJG , BRI N E T, AL
(%) PBS iZE#T 12 Ko NG, B N IS 0. 45 um B2 8, 19 2040 10 5 s FE ik
(279mg) »

[0206] 534k, A8 FH /N B AR v BE B UAR [RI A 20 IR & (Serotec 4 H] ) K 2rqa 211 5. 50
BEDLAR R R 45 R 1g62a(x ) o

[0207]  FELAFHISEHAs) 4 A8 it SCR2 75 21 1) 2 s FE BT A

[0208]  [SKjitifh] 4 « B v HLAA R R M A 7 ]

[0209]  1.MeDIP ¥
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[0210]  FEATHSCHER] 1 1 6. [FIAERIERAE, I MCFT $2EUFIZE A2 DNA (4 1 g) , il 2% FR4E
DNA F BEFIRG R, X LU R R VRIEAT TS IR AL HE, 15 MeDTP FH AR I AR ot A ok R R AR A2
[0211] K M\ IR ) SCR2 15 B 8o 50 B BT 1A \Diagenode /A 7 HIHT A AL B PLIA S B
T2 MeDTP A JIAE &, B 1E 5 7N, TeG HUfk (SantaCruz 207 ) & I 2% B A IR &
R IR EAE T 4°C—H T 4°C L/MRE 3R 1/ ET 37°C 1 /N4 T e i i
PURFIPLIR RN 2 S5, 745 B INER [ G I AEHE R (GE HEALTHCARE 23 %) ) , TH4F &85 e i
L /NI T BT R UL SRJE, AT S SEHEH) 111 6. [RIFERIERAE, ARSI BRV H DNA, 4
Haitk,

[0212] 2. %E& PCR V%

[0213] % Rk, R TR AT IE I IR i MeDIP 515 31 (1) A1 Ak DNA (¢ [l 2 S ik 4 5%, 34T
5E & PCR V%,

[0214] (i) PCR [ MV I il 4%

[0215]  H NIRFIRFNR S, Hl45 25 0 1 RN T, AT B 1) 1 MCFT 425 55 [
21 DNA %6 RE 2241 (0. 1.1, 0410 2 100ng/ 1 1) , 1 [RIFEH 14 S N, 3 64 Ay b il 2%

il FH A o

[0216]
2xFastStart Universal SYBR Green Master (Rox) ( ROCHE 24 | 12.5ul
)
F 3|4 (10uM) 1pl
R3[4 (10uM) 1pl
) #k 49 DNA Tul
dH,0 9.5ul

/
[0217]  {F % F 2E4k DNA K50 H 51 41, 48 H A T4 185 FBRS JE Al J% REXO1L1 LK1 514)
Mo FA, RRFNFIN, BIXLL 5 PAT 1S B BT MCET 4 b AL B (-
IE =D

[0218] 4k, VE S EE R ZE4L DNA A I A 5149, A6 H Lk %) CGR-1 544 .

[0219]  DLUR7R FBRS 54940 % REXOLLL 5|97 41,

[0220] @ FBRS 5|44

[0221]  F:5' —GAGAAGTAGTTGGAAGGAGAGG-3' (SEQ ID NO :5)

[0222] R :5' —CCCTACACTAACTACAATAATTTAATATCC-3' (SEQ ID NO :6)

[0223] @ REXOIL1 5|¥)4

[0224] F:5' -GTAGGATGGTTTGGATTTGGGGTAA-3' (SEQ ID NO :7)

[0225] R :5' —-CAACTACTCCTAACTCTATAAACTACCAA-3' (SEQ ID NO :8)

[0226] X+ L 1) s S, A A Mx3005P (Stratagene 2~ )il ) , 76 N IR 1 e Y. 4cF T 3k
17 72 & PCR.

[0227]  (ii) 7&& PCR [ Y 444

[0228] T 95°C 10 4340 | MEH

[0220] - 95°C 30 #b4h. T 66°C 15 Fb8h & T+ 72°C 30 #h8hit) 45 MEER.

[0230]  T-95°C 1 43%h. T 66°C 30 #08h & T 95°C 30 #8hi) 1 MEER.

17



ON 102574927 A WO P 16/20 TT

[0231]  {HJ2, X8 FH FBRS 5194 [ S, 76 N iR 454 N AT 2 & PCR.

[0232]  T-95°C 10 3B | AMEER .

[0233] - 95°C 30 #p4h. T- 63°C 15 Fb8h & T 72°C 30 #4845 MEER.

[0234] T2 95°C 1 43%h. T 63°C 30 #08h & T 95°C 30 8P 1 MEER.

[0235] 3. i

[0236] &3 M 4 7~, % 44F N RITEE MeDIP 15 2 1) 354k DNA [ [ & Sk 4i %, K
3 ETNTESS RV AA T 11, 18 k8 A B SCR2 15 211 58 v BEPUIA K i & B AR 1) MeDIP v [H[1y
) RS54k DNA Bz Al FR 3540 DNA (Y ERIFEIRIE . B 4 RORAE S N AE N, I8l 43 A i1 SCR2
FSF A B 0 B BTAR S T B BRI MeD TP v [RIe i B 340 DNA AR 46 R AR B

[0237] A 3 %0, HH SCR2 15 2 ¥ B8 e BEHUAA, EAFRAT IR SN 2 F T, B MeDIP V(1) A 5EAL
DNA F 1R & o 53400, B SCR2 43 21 I 5 v FEHUAR , FEARAT I S N4, JL-F G FH MeDIP
VAR AR R4 DNA [ [T 3G e BRI R, B SCR2 15 2 (1) B0 e B B A, 7555 .45
T A ) RS DNA [ R 45 A e SR S

[0238] &, IR 4 %, H SCR2 43 21 [ 53 e BEDUAA , ZEAFAT IR SN 454 5 H MeDIP V1)
IS4 DNA IRk 4 3 s . PRI 7, B SCR2 753 B BR SE R B, 768 RNV AR, A 1) B 2%
1k DNA 1 S R S Pk o

[0239] M _EIRIZE G, AAELE MeDIP v+ 4°C AT — R 09 SN, (B4 FH A % B 1) B
SLEHUA, MITTLEF 4°C 1/ T 538 LN B 37°C LB 2 AT 9 454 N 1547 MeDIP
%o

[0240]  [Z25 : HH WP B BR A SR I0 P v ¥ FR 2540 DNA (1460

[0241] 38 I P At PR A Eh I v A 2 bl S Jitds] 4 HAdt K FBRS 25 K] & REXO1L1 ZE R [1) 51
WL 18 (1 X AR AE MCFT 40 e Al R S A0 A5 1

[0242] 1. MEBREREERALIHIT DNA ¥ 11 il 4%

[0243] ¥ F5 MCF7 4l f$2 BX S RIZH DNA (2 n @) fE 190 | 7K RRe, il 1o 1
6N S ALK AT T AT U B 0. 3N, T 37°CHRE 15 48 As 1k .

[0244] 4Nk, [ 3R DNA SR BN 120 w13, 6M WARFR A 4N /0. 6M SRR 2 ) » LA
T 95°C 30 8 & T 50°C 15 702 L AMEH, B L EE 16 NMAFS, B TR RE .
IR WAL PR IS Wizard (VPRI AR )DNA Clean—up System(Promega 24w] ) Ji#h,
TE TE i 50 w1 Fhgs e, 15 BI04 3 E B A0 i g 745 6 kg PR IE (1) DNA Y59 o

[0245] ] LI DNA VWA N 5 1 3N S B AL KWL T =W E 5 2%z &,
Qiaquick PCR 4iifkik#& (QIAGEN /4] ) 4lifk,, 133 DNA %5 .

[0246] 2. I FfRHT

[0247]  DATSEI(%) DNA 58 AE AR, A8 L& 1) FBRS JE K K2 REXOLLL ZE A (1) 5 | ) 24T
PCR V2%,

[0248] (i) PCR S My I il 4%

[0249] i NIRHIRFNRS #4150 1 VI

[0250]

10x Ex Taq(VEMTRIHR ) 2l ( AR SA) 12.5u1

18
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dNTP mix (2. 5mM) 1.2u1l
F3l# (10uM) 0.6u1
RZIH (101 M) 0.6u1
DNA ¥ lul

Ex Taq(VEMFPR ) HEH (AR S4) 0.12u1
dH,0 9.98u 1

[0251] A1 IR S N, 78 Bl R 4541 T~ 14T PCR,

[0252]  (ii) %& & PCR [ M 41

[0253]  F95°C 4 438 30 FHBhT 1 MG

[0254] - 95°C 30 #Bh. T 66°C 15 #Bh Je T+ 72°C 30 FHEH 40 PMEER

[0255] T 4°CHE .

[0256]  {HZ, % T8 F FBRS 5M2H I [ S, 75 Rl (1) 4541 T 12547 72 & PCR.

[0257]  F 95°C 4 78 30 FHBRET | AMEFR.

[0258] T+ 95°C 30 #Bh. T 60°C 15 #8p J T 72°C 30 Fh8P 40 NMEIF

[0259] T 4°CHE.

[0260] 43 21 % PCR /) %4 2 TA 3 G & (Invitrogen 24w ) ¥ pCR (0 i
Fr ) 2. 1 24K, [AIROX L8 TR, 48 M1U3Rv 5 |34 7 00 B AT

[0261]  FA, LR 7 MI3Ry S1KF41 .6

[0262] 5’ -CAGGAAACAGCTATGAC-3’ (SEQ ID NO :9)

[0263]  ZE T-U/745 2R, 4 3 7R 7E FBRS ZE K] J2 REXO1L1 ZE R 4 B4 X Ik A7 7E 1) CpG 7471
(KR SEARES o AEER T, CpG P H1 AT /s BB 2 S SE BRI K B X ) 67 K s i HH
RGLFEL ) CoG o9 'S« @K R FIEAL CpG JP41) . O R RAEF FEAL CpG 7741

[0264] [ 3)FBRS

[0265]

CpG FHI[ 1 2 3 4 5 6 7 8 9 o] ] 12 13] 14

b 1 O| @ @ o o o o L o ® o ®| O| @

TofE 2 o 6| 6| 6| 6| 6 6 6 6 6| O| 6 O o

JolE 3 ® o O o O o L o o o o ® o O

R 4 [ ] o O o o o o o o ® O ® O| @

o fE 5 o O O o o ® o ® o ® ® o © ®
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o 6 o 6 O o ® o L o ® ® ® | & O

[0266] PEXOI1L1

[0267]
CoG 31 1 2 3 4 5 6 7 8 9 0] 11 12| 13| 14} 15] 18| 17| 18] 19| 20| 21| 22| 23| 24| 25| 26| 27
w1 el o o/ | o/ o| o| o| O| o] o| o] O| o] O| o| ©o| ©o| ©o| ©o| | | O| o| ©o| | ©
Tk 2 | | | o| o/ o) | o ©o| o) o ©| o) ©o| ©o| o ©| ©| ©| 6| | | O| O| O O] ©
k3 o | o/ | o/ o| ©o| o o| o) o| ©| o) ©| ©o| | ©| ©| ©| o | | 6| O O| O] O

[0268] 413K 3 fir7w, 7E MCF7 4 MdH, FBRS f REXO1L1 ZE A 4 34 iy X S h A7 AE 1Y CpG [P
F) LT 4 B AL R ey

[0269] M\, L3R5 1420 m] AE i ik MeD TP vZ: (Rl ¥y MCR7 48 i 1) B 564k BE DR 4 DNA () 58
= PCR " id E A H

[0270]  LSKTtA) 5 < A% A B ) 5 v B BT AR A IR 2R A (R A 5 D

[0271]  HEAE R EHE FIE1L CpG M BEZAF IR 1K 3MeCG FIE A4 ALHE F IS4 CoT B S FH R 1T
3MeCT VA HLIEAE FH L K B A% 2 BH 1) 5 S B TR A R 3R 47

[0272]  1.MeDIP ¥

[0273]  GEAT S SCHEH] 1 19 6. [FIAERIERAE, I MCFT $2EXIZE A2 DNA (4 1 g) , il 4% FR 4%
DNA F BERIRGRE . B2 1ok, AT IEA B AT TS PR AL 2, 79 2 DNA FE . AR5, 1S 31K
DNA F£ SR ES I FSE T 95°C ik 10 3B 22 1, 3 4°C 204 1Y) 3MeCG, 754 3MeCG £l
o A, LU 7R 3MeCG )74

[0274]  <3MeCG>

[0275] 5’ —CGAGGTCGACGGTATTGATMSCGAGTATCGATAGTmSC

[0276]  GATATCGATATCGATATm5cGATATACAACGTCGTGACTGG-3'

[0277]  (SEQ ID NO:11)

[0278]  (JFHIH “mbe” Fon 5— R MUmEnE, )

[0279] 7 Lk 1) 3MeCG A5 MATE (1) il 25, B 1A 3MeCG, AT 3MeCT LAAM (UEAT [RIFEHE
PRAETI 628 3MeCT FrlIFE M. T, LU 7R 3MeCT (/741

[0280]  <3MeCT>

[0281] 5’ —CGAGGTCGACGGTATTGATMSCTAGTATCGATAGTmSC

[0282]  TATATCGATATCGATATmScTATATACAACGTCGTGACTGG-3'

[0283]  (SEQ ID NO:12)

[0284]  H4 iR SCR2 & SCR3 15 3 (1) 5 va B Hi 4k LA & Diagenode 23 H) [0 AR JEAL o £F
PR BN INE] 3MeCG FRIIAFE S K 3MeCTo AR5 » BHIXLERF AL S T 4°C ek — i fF B ik
FPUR RN . HJF, W25 BES IS A G BERREER (GE HEALTHCARE 2w ) , BRAT 5 SEHtf 1 (1)
6. [RIFERIHAE, RIS ZRES H DNA, #g 4t

[0285] 2. 7Ef& PCR %

[0286] 2 T2k, A TH & iR K ik MeDIP 45 3111 B A DNA (1) [0] i &, 9847 52 & PCR
%o

[0287] (i) PCR [ MR I il %%
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[0288]  Hil#& 251 1 S SLjds] 2 A [RIFE I R AR

[0289]  FE A FZEAk DNA K0 FH 5 1440, A LA %) SEQ 1D NO =12 &% SEQ ID NO :13 fi7w
5140, Bes|mdln] fe 7 by B8 IR 3MeCG J 3MeCT,

[0200] F:5' —CGAGGTCGACGGTAT-3' (SEQ ID NO :13)

[0201] R :5' —CCAGTCACGACGTTGTA-3’ (SEQ ID NO :14)

[0202] X T B 1) R MV, 48 Mx3005P (Stratagene 2w il ) , 76 i 1) R N 454 i
17 2 & PCR.

[0293]  (ii) 7& & PCR M M 444

[0294]  T-95°C 10 Z3Bhi | AMEER .

[0295] - 95°C 30 #b4h. T° 55°C 15 FbBh & T 72°C 30 #h8Pi) 45 MEER.

[0296] T 95°C 1 43%h. T 55°C 30 FbBh & T 95°C 30 #h8Pi) 1 MEER.

[0207] A T il ekrdE 4%, )25 3MeCG A2 3MeCT 145 H IR R 4. ARG, A T IX e idf 4T
JE £ PCR M il plehraE M. kT obhraEth 2k, H IR i MeDIP 35545 AT %5 DNA, MG I 52
& PCRIETF R Ct {5 H#5 DIEL AR AL DNA ([l (5 00) .

[0208]  534b, %F T EIR [ MeDIP 25 Hh A% FH ¥ S e UL B AT 1K) 3MeCG A AT i A2 3MeCT 5 il
FE ST 2 2 PCR, TSR Ct {E 5t #5 DUEL F FLAE A% N DNA [ [Rlica (#501) . W
HH G R AL DNA fR el (#5 D1) B N DNA R IeDici: (#2001 ARIE LRl (1) & H e
WeR (B0 /$00).

[0209] [ [opfice (#8501 /42 00) ] = [ 34k DNA [ [olic i (#200) 1/ %\ DNA ([l
2 (.. O

[0300] 3. i

[0301] K 1 KK 5 7x1@id i1 SCR2 & SCR3 753 2 1) # we B fifs . LL AT H Diagenode 23 w]
({1350 P AL MO P MeDIP 5 11) 3MeCG B 3MeCT (¥R K

[0302] [k 4]

[0303]

ik EDCE (F/#R)
Diagenode 0.01

3MeCG SCR2 13
SCR3 8
Diagenode 0.03

3MeCT SCR2 0.04
SCR3 0.05

[0304] 43k 1 Kl 5 7w, f/ T Diagenode 24 =) 5T EAL ML H T4
[0305] @i MeDIP ¥, 7F 3MeCG 1 3MeCT [[A i 22 [A], oK WL &35 1122
[0306] 55— 7 %N, 7EAEH 73 A AN SCR2 f& SCR3 13 B (1) 52 5w FE BT AR 1) MeDIP v, AHLL
3MeCT [ R e, 3MeCG (1) [H] i 2 5 25 Hl 5 i 5 ELAA T 5 60, HH SCR2 43 1 1) 55 g FE B 14
LL 3MeCT [y 325 f5 A1 3MeCG. 73 M1, B SCR3 15 2 1) 5 5w FE BT AR LL 3MeCT [ 160 £ 9]
3MeCG .,
[0307]  [Flk7, Hi SCR2 K& SCR3 15 2 58 vw B P A4 F EEAL CoG J7 FIAE A RAL R
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[0308]  AHIE S 2009 4F 9 H 28 H HiE A H A E &) F i & 2009-222893 5 & 2009
£ 12 H 28 HHIER H AR LR B e IR 2009-298213 5 AH K, K1 L [ LR BRI EE 5K L 13
5 B B R i A b im i 5 | IR A AR A,
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1/5 T

[0001]

<110>
<120>
<130>

<150>
<151>

<150>
<151>

<160>
<170>
<210>
<211>
212>

<213>

<220>
<223>

<400>

FEAER
Sysmex Corporation
P AT B DNAFTAAR (19 2% A2 J8F Ko A A
TM5453PC

Jp2009-222893
20C%-09-28

Jp2009-298213
2005-12-28

14

PatentIn version 3.5
1

18

DNA

NT 5

514

1

gaggccttcg ctggagtt

<210>
<211>
<212>
<213>

<220>
<223>

<400>

2

20

DNA

NT P4

EE7]

2

gtactcactg gtggcgaaga

<210>
<211>
<212>
<213>

<220>
<223>

<400>

3

25

DNA
NIF3)

514

3

ggaggagtca agagaagttyg gaagc

[0002]

23

18

20

25
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<210> 4
<211> 23

<212> ©DNA
<213> A3

<220>
<223> Sy

<400> 4
cccacactcc atttccatte cte 23

<210> 5
<211> 22

<212> TLNA
<213> AT

<220>
<223> [

<4100> 5
gagaagtagt tggaaggaga gg 22

<210> 6
<211> 30

<212> TDNA
213> AT

<220>
<223> Bl

<400> 6
ccctacacta actacaataa tttaatatcce 30

<210> 7
<211> 25

<212> DNA
<213> ANTLF%]

<220>
223> Bl

<400> 7

gtaggatggt ttggatttgg ggtaa 25

<210> 8

<211> 29

<212> L[NA
<213> AT JF%)

[0003]

24
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3/5 BT

<220>
<223>

<400>

519

8

caactactcce taactctata aactaccaa

<210>
<211>
<212>
<213>

<220>
<223>

<400>

9

19

DNA
N5

514

9

ggaaacagct atgaccatg

<210>
<211>
<212>
<213>

<400>

10

193

DNA

N (Horo sapiens)

10

ggaggagtca agagaagttyg gaagccaact gagagagagg gaaggcttga ag-gg-cagg

acagtgaaca cctaagagac atccactgaa tttgcccact aggaagccat tag-gacttc

aataggaaca tcttcagtgc atcatgaagg ccaaagattg ccatgaaaga gaggaawgga

aatggagtgt ggg

<210>
<211>
<212>
<213>

<220>
<223>

<220>
221>
<222>
<223>

<220>
<221>
<222>
<223>

[0004]

11

13

DNA
NTFP%]

HA

rodified base
(20) ..(20)
juise!

rodified oase
(31) .. (31)
m5c

25

29

19

50

120

180

193
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<220>
<221> modified base
<222>  (52)..(52)

<223> mbc

<£00> 11

cgaggtcgac ggtattgatc gag-Zatcgat agtcgazatc gatatcgata tcgatataca 60
acgtcgtgac tgg 73
<210> 12

<211> 73

<212> DNA

<213> ANT %)

<220>
<223>  FEARZTTR

>

b

<220>

<221> modified base
<222>  (20C)..(20)
<223> mbc

<220>

<221> modified base
<222>  (34)..(3%)
<223> mbc

<220>
<221> modified base
<222>  (52)..(52)

<223> mbc

<L00> 12

cgaggtcgac ggtattgatc Zag-Zatcgat agtctazatc gatatcgata tctatataca 60
acgtcgtgac tgg 73
<210> 13

<211> 15

<212> DNA

<213> ANLFH

<220>
<223> [
<£00> 13
cgaggtcgac ggtat 15
<210> 14
[0005]

26



CN 102574927 A

F

¢l

R

5/5 1T

<211>
<212>
<213>

<220>
<223>

<400>

17

DNA
NTIF4
Elk Y]

14

ccagtcacga cgttgta

27
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1. ZRAT P8, HoRE DL 5 NITE BP-810 5 (SCR1) f£# ‘5 NITE BP-805 ‘5 (SCR2) . {3k
5 NITE BP-811 5 (SCR3) B f#jl 5 NITE BP-812 5 (SCR6) FEM /AT BEENHI A PFHi AR
SERLAT UG DRI 24 AT 98 o

2. BfEHLiA, K

HHRBO A4 ™ 2= 40 R0 By 1 988 40 AT 40 M A1 45 21 ) 22 A8 15 21, Pl B i A= 41
MM 57 —(5- 3L -2 - AT -3 - B8 ) -2 - T4 31T 37 - BEIR PR s
Kz, H

T AL FEAL CoG 741

3. BURESK 2 Pk iy g b g, Hh prd b A5 57 -(6- 2k -2 - s
=37 - IR ) -2 - A ST 37 - BRI IR

4. BURESK 3 Prad () 5 v B P, o rh BT i A% R A DNA

5. BMEIR 2 ~ 4 ZAF— W Tk () e P i, o dtJa s 57— (5- 2 -2 - %
M -37 - B ) -2 - AR 1 37 — BRI -3 SNEE AR,

6. MR 2 ~ b5 ZAF—TPTIR () S e B, Kb Piie & 8k 5 1.

7. BURIELSK 6 Frd () S seBE Ak, Sorh Pk 8otk o v 2 AL DM 25 1 (Keyhole
Limpet Hemocyanin :KLH) .

8. BURNEESK 2 ~ 7 ZAF— Tl (1) 55 v BB A, I rp o g A8 AR P I s B iR &
13 BN KR AEAT

9. BURIESK 8 BTk ¥ 5 va BB fd, Forb BT il i B ) a2 o 1R 58 50 3 [RAS 58 2 A2 )
AR

10. AUMELSK 2 ~ 9 ZAF— Tk () 5 e B DL, o shd 2/ i

L1, UMK 2 ~ 10 ZAF— Tl (1) 58 v B i A4, He b 24098 2 LA ORj ‘5 NITE BP-810
5 (SCR1) \f&j8 5 NITE BP-805 ‘5 (SCR2) \f&j& 5 NITE BP-811 ‘5 (SCR3) BRfRj& 5 NITE
BP-812 5 (SCR6) EAMSIAT BUE N il it VPA He A ZE BTG PRI K 24 A9 o

12. ¥ AL DNA Sz T BRI 7325, HoAw 4 -

A5 IR RE SLEREUA DNA B A B8% DNA F BED 0%

MEREE DNA B AR EE SR 2 ~ 11 2 AT — T BT (19 5 s B o fAcfs AR 2540 DNA 4 9%
DU IR DL K

[P G 35 T e 1) FR 24 DNA [P B
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