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1. NEAPPIE R Jo H 31K 7= W75 1l 2% 12 Wi AT ZR 2 0 R0 1 77 i (9 B2 D, JEARRAIEAE T
EAPPRE DA ) 265 7 71 & SEQ 1D NO. LT 7~ YIDNAJF 71) , EAPP AL R (1) R 38 7 ) 4SEQ 1D NO. 2
N k=i I

2 MR BRNZLRIBTIR RN A, SRR AEAE T, B 7= S 3 4 @ L RT-PCR. SERY 2 &= PCR,
G SR I | JEAT 2R A8 BOES ks IUEAPP S (R Je LRI P2 1) 3R I8 7K T LA IS B IR 9% 5 BRI 1)
Al

3R BRI ZL R 2B IR 1 RL A, FLRRAEAE T, Birads FHRT-PCRIZ IR /R 9% 5 B9 (14 7= i &2
AL FE— X R T M EAPP R LRI 1 514 5 Fir ik F S} 5 & PCRIZ BT B] /R % g BR R 1) 72 i 22 /D
AL 45— AT BYEAPPEE R 514 s Bk FH S 9% 12 i Bl 2R 2k 0 BROm 1) 7 LR - 5
EAPPEE [ 7 5 MR 45 A I B A s BT I FH A 2% 2812 W AT R 2K 3 R0 (1) 7= i A 96 < SEAPP LA
(A% IR 17 0 2 S AR ET s BT TGS P12 BT Ra) 2R e BR s 110 77 i A4 < 88 1 85 AR RS s
Hp, A0S B SEAPPE AR R4 A P, 2 RE 7B 48 SEAPPEE R % 1R 17 3]
P IREL

4 BN ESR -3 — TR R R A, FERRAEAE T, B 7= i B8 il &

5. NEAPPJE [R] S 1A 7= WD AE il £ VR 77 Bl IR PR it B B 25 b B B2 ORI AE T
EAPPRE A ) 9657 71 & SEQ 1D NO. L 7= RIDNAJY #1) , EAPP RS R (1) 3R 38 7 ¥ SEQ 1D NO. 2
Fin LR 751

6. HRAE BRI L RSB IR () RL A, FRFAEAE T, BTk 204048 - &4 NEAPPIERI K 2540\ 465
7 NEAPP S DR 1) SR B A 32 40 M B TR 1 ) 2540« NEAPPER 1 SRR 2540
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1 MEAPPES (A SR IR ST RIS TR P /R B B e h RO R A

BR G
[0001] A W0 K A B QU , AR J2 NEAPP R PR AL R 7R P g BRI K 12 W L R 7
) 3 o

BEEA

[0002] A /RV%#FER G (Alzheimer’ s disease,AD) X FREFFARIE, & — P 8 A E
(¥ R0 22 3R AT PRI o W PR DA EAT PR ICAZ J7980E L DA SN Th R R 15 F0AT A 37 N ARAE , DA 25
A5 0 P H B AR B RS R £ 2 g 45 P2 T8 5 2R N JLRERARRE

[0003] [ HTCL A, SRR R 2 DA 3260, i H b ADEE 5 T H AR R AI50~60% 2
%2 IR R R, B BT A5 2500 75 LA BIAD 3 L 20084F 25 [ ADJ5 A At 111k
$152077,65% 2655 LA | (13%) AFESAH A 1A NADESE , BT IR ELA 11 A%k FAD, 2
ot 20 )RR 33D A L A BCHAD B, AR 9 A4 TR T ADRY B B2 2 L T
14801238 70 - /EFR [ I 1L T2 8 G vt 22 AL 7 VA MBI, £ AR AR VR R B K 2 A8 A B A AT
G 5T, 4 R, R ADIY 5 2 AL 05 7 R SRS JB T ADSE 5 X o AD A7 J60 5 bt
B, FRIIE8 ~ 104 , A IS 204F , K I &R 4F F TR 7 ADUA B R S 4 R (1 48 2% A5 A
F R MK A R AFAD L B N 2 L 0 VF 2 SR EEASAF AN DA 9 K 3, ] b SR (1 4k 2
ST FREMA AT TA N BHEH R

[0004]  FH -T-ADIF 975 KRR SR ATL I i AN BH 068, BRI ¥8 A 5 580 100 B R 159 155 3 e
I E A 3 o 5 R AT ORE YR T, 100 BRI RIS WK AD A5 S AR AR AT b i, TR 1
TBIT A EE IR , I AN BE 4 S B 100 0 1 3 R o TR b, 0 FL 8R4 L 3 2 I R0, B
W DADKSEE , TR AE 2 IS RE I A1 4H

EZARE

[0005] Y FRANIA HARKIA L , A B AT 34— Fhm] BTl JR 9% 6 2R L 1A
W12 FAR S o FHEE A% Ge B 7R 9% 36 BRI 2 W D7 s, 3 2L DR AR 8 4 Sk 12 W R VR 9%
Vg BRI ) LA B PR e S PR R SR A S DA T A RS A 9 R I R R T RS 5 R R
5 ALK SR EURH IS 1) TR FHYEA 7 HE e o

[0006] T SEIL IR B, AR R TIEAR T %

[0007] A BHARAE T — P NEAPPREDR F HL3RAK 7= W7 il 2 12 Wi Bl JR 2K e BRI 1) 7= it o
IIAZER

[0008]  Hk—b, LI FTIR B S W7 Fh AL G R RT-PCR ., SER 52 B PCR . G A T Ji7 47
e AC TN R TIEAPP B[R] e Ho 1k =4 (1) 21K 7K1 LA S BT BT R 2% 3 2R 08 1 7 o

[0009] 2, Fridk FHRT-PCRIZWIBA /R K i BRI 1) 77 i 28 A 5 — 6 5 S Y EAPP B K]
(41519 ; Bividk FI SR 52 S PCRIZHT B /R 2 B 1) 77 i 2 /D48 — A e e 7 S EAPP L (R 1
5190 5 i FH G A6 U2 T B0 7 2 e R 1 7 AL 4« S EAPPER 1A 45 S 1 &5 A I 4 ; ik
FEJELE 2038 2 W7 B SR 9 ok B 05 1160 72 B A - S5 EAPPIE A [ 4% B2 7 B1) A2 AR T 5 ik s
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Frig Wil SR R B 7 ARG B A0 B RFE RS s o, BB A0S B R S5EAPPE (A 4
FEPESE A TR, FE RS AR SEAPPRE M [ A% R 17 31 2 A2 (KR

[0010]  fikth, Bk s A4 85 R

[0011] A R FRAIL 7 NEAPPIE: [RI 75 5 i 5 0 7 ~F & v 1) 2 F o B o v & 00 P AR 1)
R XA NI B DR R I8 T 1) A B2 i T AR BRI A o 3 3 6 bl e 838 AN IR A
T LR R IATE , 75 55 o A R RN DR () i 5 B DG o DTG, A il &0 P R 3R AN
EAPPZE R ) 5755 S50) JR 9K 1 R 975 A 0t J& T+ AEAPPIE K| () 38, [R) REAE 2 &k B A A5 [
ZWo

[0012] A EHILIRHE T NEAPPHE R J L3 IA F= WA il #1677 B IR 2k 3 BRI M 25 0 Y
A

[0013] 330, ik 25 W40 45 : & ABAPPIE K 1) 254 #5717 ANEAPPE R [ 3 A8 53 1 = 4
WP T2 B 2590 - NEAPPER [ B 254 B HAR B8 W (2 BEEAPP L PR I8 I 254 « AR K EH I 254
AJ LA FT b 78 VR 1 1 NEAPP R 1 () SR 2 BUAS A2, 18 I 42 = AEAPPER [ 9 3RI8 , TR YT
DA NEAPPEE [ = T BRI BAT JR 2% e R 995

[0014] A J B Pk 45 Aok DR 1) 280 A4 e A A0 L 6 1 25 st A , 4 i 85 ) 3880 B4 Jokr
RRL R T AR B 5

[0015]  FEAS & BH A TE “F 3 20 i A, 4 T A% 40 I R0 A 4 o i P ) DR A% 1 2 4R R )
5] A0 455 K B T S A B A B 55 o o P I AR 1 4 B0 s TR R A L B R A i e L 304
S o B M, 1221 32 4 A AR 4L, A CHOZH Y . COS 4 il 55

[0016] i —3, AR ZGWE 48255 Frl 2 B BUA , #8iik , X Rk ahs HHFEA
PR )« B 51 IR T 79 G 7K 25 L 3R 78 SR 0 e R I W A s R A R A AR 4 X AT AR B R & L
FEEAINER . S W b T 5 9 V10 7900 G 5 0 82 70 G BT o T 5 ARk 1 SN s MR A i 9 2 e
AW s FRAMVE PR G075 e B 5 W PR 280 A du iy 0 R SRl = Y R0 i o Tl g R 45
FEE VR 2 R4,

[0017] A 2543 N 2B A ) 75 2R LA 2 AR A BCE AR N I 7 AR 40 7 8
FLFEW & NEAPPIE A (K 25 Wyl & & 45 NEAPPEE (1 R I 254 5 N4 , BEK 40 o RS A B
e B4 PN o A4 N T S0 BB & 5 ABAPPEE R 25 ak & & 45 NEAPPEE (A 1) 25 907E

NERH L
[0018] A B 243 AT 5 HLAtL V7 B R R BRPR X 25 W0 B Y 5 22 T 2 Wb #5438 T T A
RREBNETT I

[0019] AR EHIEIREE T — P2 Wi B /R B C Fr, Brid S B FE RS R VBB A R
O s BT IR DR RS A0, 45 ] A 8 A DA A (o] e 7 [T AH B A4 1) SEAZ T BR R, Pk S5 A% IR AR
BFHE B T4 MEAPP I PR 84 S 7K S 16 At 5P EAPP 25 DR ) SEAZ HF R AR B« Tk 28 13 PES Fr A 3%
] T 285 s DA B[] 5 78 [l AH AR KT EAPP 2 1 1 e 53 PR A

[0020] g2, Firad E ERL 65 AT FH T 0 4% N EAPP I PR E A 1 22 AN BE 1R (1 2, 5] ZR
IRMEBRI A IC I 2 AN BE DR B Ak 7K o B 88 31 58S A m] F TR B KE NEAPPER (A 7E N
(1) 2 A8 i (a0 5 B /R PR B A DG 2 AN B i) [ 3RIE7KF Tl 2 AN SRR
Y BRI A A (RIS WU, AT KR8 o3 R /R 2k M BRI 12 T I v i 2

[0021] AR BRGRAL 7 — PSR 2R I B8 0 R 6 T o ) e 4 e DR s W R

4
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FIVER 11 G YA WA 7] 2 5 ks 2 DRI AS: K 7] 5 B 6 TG B APP 22 [R] % 33 K P 1930 s i
IR EE A S R A T 70 S R EAPP &2 (A O S PR A

[0022]  #E—5, Bk il AL 58 FIRT-PCR. SER 52 & PCR. 32 46 I« JFLAL Z A2 B0 Fr i
For MEAPP 2 PR a8 7K S b 2 o Bl 75 7)o D0 152 5 BTl 5 8 X EAPP 2 AT (1) 51 4 A/
SAREL AR A EAPP I R [ 4% 17 R 177 71 28 5 B vt tH AT DA AT SEAPP 2[R R I8 7K1 5 1 7 A
HET

[0023]  SEAPP:[A (WAL R IT 51 44 28 (1 4R £t 1] LA DNARNA . DNA-RNA R -4 L PNAB L & fiT
W TR ERE B SR A IR, RE S iRs eEAs 5 B B 7 IR R4 4, F
AT K JE AT LA o B 4R e I K B AT 40 2525.20 15 1388 LOMN B K 5 . [T RE , BT 38 4 1 K
JER K 460,80+ 100150 300 Hf HEAF B BE G, 1 48 #EANFL IR o FH T AN [A] I AR B BE RS 2458
MG SRR IEA AR, Frid BRE 1 B0 2 D0 1A IR X , e — AN it
SOMNIRIE NS , 5 B MIAZ R 7 71 E AN B DL 1525 N3 5 de £ o TR 3R & B & T4 5]
BT DT ANBEIE XS , DA G 52 A8 A

[0024]  j#—30, FJriAEAPPER (1 MR S PEBUA L5 B ro R Bk . 2 Sl FE Hiik . TR EAPP 2 [
(1) S PR AR FE SE B IR BUAR 2 BRI AEART A BR B2 i (2T, , #R & PidA - scFv  Fab F
(ab’ ) 2.Fv&5 . Bk Fr BEBE U (4 B SEAPPEE [ 45 468 TEN AT . T8 A FUK PRIk
(1% 1) 28 Ik AR IR AN 532 I, I HLAS A B AT AT FHARART 7 92k il 46 Brid B Ak

[0025]  7EAREHEY bR SCH, “EAPPIE A 4348 NEAPPIE R DL f N EAPPEPH (14147 D e 56
[F 1) 2 4% 12 - EAPPAE R0 FE 5 H Al [ b A A% 18 7 51 58 FEGeneBank HHEAPP AL (NC_
000014.9) DNAFFFI HA70% LA F [R5 14, H 9w hsAH [F Dy 58 25 F1 5T IDNA P 1 5

[0026] ittty , EAPPAE IR (1) 4t J37 31 045 LA R A& ——FFDNAZ F-

[0027] (1) 3R HSEQ 1D NO. 1FT7RHIDNAF 31 5

[0028]  (2) 75484644 T 51) BR 52 [FIDNAFP B 248 H 4w B5 A IF] ThEE 2 (A I DNAFE 51 5
[0029]  (3) 5 (1) 5 (2) R SEFIDNAFF HIEL A 70 % Atikth , 90 % L _E[FPEYE , H gmhd+HH o
&5 [ L IDNAS -

[0030]  7EA % B I ELAR SE it 7y = v, T iREAPPIE IR (1) 4 AL 55 71 /& SEQ 1D NO. 1 il 7 [JDNA
JF 51

[0031]  FEA KB R SCH , EAPPEE IR 32K P B 48 NEAPPEE [ A J2 AEAPPER 1 )5 4
JIK o Fr IR EAPPER 11 R340 IR 75 A S5 80) 7R 2 o R 0 AH DR 1) D e 4o

[0032]  “EAPPZE " f04F NEAPPEE 9 LA S NEAPPEE [ () 1TAR] ShEE 25 [F) ) o i ik ThRE 25 R 4
46 NEAPPEE [ R 57 PEAR St (1 o B PR 1 B, BTG PR AT AR, S AR S L KRR
AR 5 T RS AR R AR A ™ 5 24 T B8 5 NEAPPIFIDNAZ2 2 [FIDNAFIT 4R b5 (1) 85 11 5
[0033]  fiLifeihy, EAPPEE (& B A T FI A ZE IR P HII 85 1 i

[0034] (1) HHJEFIFHSEQ 1D NO. 25777 (1) G HL B 1 B 4 R i 28 1 7

[0035]  (2) KFSEQ ID NO. 2RI ZEIR T A 4o it — A BU LA 2R B ik 1 A/ Bk
SR/ BGA N H 5 SEQ 1D NO. 2 7 i 2 2 18 7 71 2 A AH R D RE ¥ FH SEQ 1D NO. 2B () 2
SR 7 HU AT AR 0 B 5 B S S50 B AR N 1) 3 R 11 AN B0 B N 1504, Bl 1-30
A, AR =204, S AR 1104

[0036]  (3) 5SEQ ID NO.2Fm/RH) 2 BB T 5 B A 22 /080 % [Fl s 1% CUFR AP A A —1) ,

5
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LR, 5SEQ 1D NO. 2 R E LR T 51 22 724190 % £2.95 % (1 [RI Y 14, 196 % .97 %
98%6 99 %6 [FI VR PE ¥ S BL T B G i) 22 1K

[0037]  FEA AR B ARSLIE T E W, BrREAPPEE 12 B A SEQ 1D NO. 2B /R R 2L IR )T
TR 5.

[0038] 1@, CEIRIZ, —NEA P — DI E AN AR SR A B e .
AR ARN T2 AT AR AN F I ER BN A b ) 2 B BN A R 3 2 I AR
B BN B SRS A, o B 0 o R 7 AR L A A T BRI B 1 . BRI T BB AH
ACLIR) S B 1) OR < 3 0 3 A2 AN AU A SN

[0039]  JEad s 0 — A2 AL R B 2 A S B R R S AT K 2 1 5 ) 9 2 EAPPER I () @A
BT HEAPPE A A& I KB S O B A PR i, REZERr A MRS S A (R EEAPPEE
(AP ag PR T

[0040] A% BH[IEAPPES [t A03E 4 SEQ 1D NO. 2J /& 518 17 71 (K HE (R ~r i, R 5
S IABAI B 1 TATY SR BE 65 R B EAPPER [ 11X AR 235 1 R AT o 7 LR 0 B 1 b 2842 1
AR E W 210 D, Blane A /b, Bl s A E b,

[0041]  FEARKBIH LR 30, “TSWiRal IR IR BRI BE AL HE FIWT A2 2 5 O 4 A B /R
IR A EEE A2 R T A7 AE B A AT AR IR B 1 XU o

[0042]  FEAR I TR SO, YR IT TR IR I BRI A0 IR AR Lk 4, 7T ARG Ik
TR R ) SE AR T

[0043] i FBetalEWAERL (AmyToid-beta, i H 4i 5 NAB) il NZADKI BUR Y R . ABH
BB Re 708, TE R bt AB B AR B A B AR ) S SR AR R A1 4 o DR b, 0 Wy — b PR B LR A 7= )
Je 15 B VAT R R PR BRI K Th e R T DA b 4G 00 35 IR i L 3Rk 7 A A 7 LA R ABTR
ERIAE F ELA T 53 i 9 ABISAE FH LA S BLATREL W ABRY PR S B3 1t (1) 4 PR AT

[0044] 7R B (1) B AR SE it 77 U H , SR B 2 L3 s RNASK FEAT EAPP RS [F] 22 57 R 1k
(VBT 9 o AR STIE AR 52 RT 01, A7 g 4L 203 e % ke &4 i 2 o 7 280) T o 3R AT 1 B8, TR otk
1177 A EAPP S [R] 1) 238 4% 150l mT DA SR S 7 el 4 4 EAPP S [ [ 3R I8 1 400 o AR 5 AR I 1
(R 9 S SR AT e, e 3t i i 0 4R B A VL (O, 8 AEUAS R T R PR A 23380 ) i
RNASR A BIEAPP JE DA (1) & 15175 (0 35 A FH T 7 52 335 72 713 S8 AT ) JR IR B0 o

[0045] A% I AL 2 FA 25 R -

[0046] AN HH B IR R BR T EAPP R [R] 3R 38 S5R0 JR % i BRI AH 5% , T8k K I 52 30 3 1t v
EAPPI{) 1% , ] DL A 52 138 2 75 SEAT A ZR O BRI B 4 W 32 2 2 15 A7 AE A BT R
PRI I AL 5 AT 45 5 1 PRI T 45 52 X3 S L TR 5 SREF 09T T & o

[0047]  AREAKRIN T — P 2 FhRICY-EAPPIEA , A L AL St (A6 I T BL, F R 2 I 5
Sy HERE S B R, BE 8 SEILRRT R PR I B 1) S 2 W, AT FEEATCRA 2R g B 1R AR T

B 15 BA

[0048] P& 1 7~ ) FH QPCRAG: IEAPP L (K 75 BA] 7R P e A 95 MLV HH 1) R IA A O 5
[0049] & 2 55 7~ F) FH QPCRAG IEAPP L [K 3k R I8 B 1B 0 5

[0050] 33 ZNEAPP I K] 2 34 X ABFUHPZE 40 U8 1 1K) 521 5

6
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[0051] P4 5 7R EAPPAE [K ik o ABEUAZE SEHT AR T 1) MM o

[0052]  EL4ApsLi /=

[0053] "IN T &5 A B RN S it 91 % A R BHAE 3 — 20 PR A %) 1 BH o DA S 4914 T i BH 4R
R BRI AS TR ] A i BH R Y o St 91] P AR VA B B AR A5 ) SRS V2, B R AR
4, a1 Sambrook 2 N , 73 5 F% : 5236 = F M (New York:Cold Spring HarborlLaboratory
Press, 1989) 1 ik (1) 54 , B RE il | /i Prd iU 2644

[0054] sl e 5 RAl R O BA o AH O ) R R AR )

[0055] 1. /b JE LA AT AR

[0056]  ADZEFE K H L R{301 &R , L6041, F-14453-84 % , Bir G Wi il 4% 12 Wi MAD , HiZWikr
12 I S5 [ RS A POR 2 B G i T 0 38 = RS 1T AR . X AR S50 41, 38 1 b 5T B i A
R NEE A N S HER M I AU SR 5200 , A 860-82% T W 7 0 RIFZEE T X ik
TR E ) R 24, 9F ARt 7 40 fn AT 2L R A ks .

[0057] 2. I i S RNASREX

[0058] i1 Al 1A Z o ML VAR RNA SR ER A 7716 AT LIV RNAFK] $R X

[0059] (1) HX4=1f250u] (5R0.25g) ERNase-Freeid JEAE T, 13000rpm &5 0250 5f , i 8 F
W, TINO . 75mI ZLAEMRLS .

[0060]  (2) ¥ 5) M RE R R ZUE IR 5], 7E15-30°C 44 R B b 0 4t LS & A ik e 44
fitt o

[0061]  (3) ATk DB 4'CHYZEAF T 12,000rpm &0 1073 B, /N0 BB I5 % N — AN BT
RNABF I BS CoE Hh

[0062]  (4) BFImI RLSHNO.2mI& A1« o5 SR S0 05, BIZUHR Y 15 IS HAEEIB T &3
DA

[0063]  (5) T-4°C12,000rpmES L2 10434, 24y =2« T2 A WA, FIa) 280 BJE0k
7K AH , RNAEAE T 7K AH A o ZKAH JZ I 25 2K 208 BT IIRLSAR AR 60 %% , 47K AH #4642 21 3 &
W, AT N A .

[0064]  (6) I LFEARTNTO % £ 1% , AR VR &) (LhR 7] B8 2 tHBLPITE) 43 21 ¥4 ¥R A ] &8
PUVE— R HE N AERAT (% A BRI ) &

[0065]  (7) 10,000rpm & L245HD , FF LR , 4 W B A3 7B 22 Il UAC AR A8 o

[0066]  (8) iN500mT %5 FAVRRE, 12,000rpm By L2458 , 75 45 VK o

[0067]  (9) IIATOORTELEEIRW , 12,000 pm 5 Lr604D , F¢ 458 VK o

[0068]  (10) INA500uTEEEERRW, 12,000rpmES L2607 , F5 51 KWK -

[0069]  (11) M B AERATE] S YSC AR A T, 12,000 pmBs 0 243 4, BB 25 TR R, DA S0 2
Vel iR B8 B I RS

[0070]  (12) HUHH MR BH AERA , TN — A TERNARG I 25 00 vp , AR 5 FIUHARNA ™ & 75 % Bt JE
o ) 5 57 IN50-801 T FTERNAR I 7K , = 35 JBCE 2434k, 12, 000rpm 25 001 43 B, WAL 82 5 i VLo
[0071]  3.QPCR¥y 3

[00721 (1) 51¥¥it

[0073]  HE#EGenbankHHEAPPJE: PR FIGAPDHEE K] (1) 4 h5 7 1 % 1 QPCRY™ 34 514, B g4 T
V) TREEARIRS AR A B A i ARSI 7 7 E

7
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[0074]  EAPPJE[A .

[0075]  1E[ 51485 —~CTCTGAGGATGAAGTGGAT-3" (SEQ ID NO.3) ;
[0076] S [4] 51445 —CGGTAAGACATTCTCTGATG-3" (SEQ 1D NO.4) .
[0077]  GAPDHZE:MA .

[0078]  1E[A| 51445 —~TTTAACTCTGGTAAAGTGGATAT-3" (SEQ ID NO.5) ;
[0079] S [4] 51445 —GGTGGAATCATATTGGAACA-3" (SEQ ID NO.6) o
[0080]  (2) F&HEF I BCHIPCRI WAL 2R«

[0081]  Hr,SYBR GreenZ Al #E U MAK RIWH InvitrogenA &l
[0082] 1 PCR%Mifk R

[0083]

A AR
1E[ 514 1nl

A 514 1l

SYBR Greenf A Hist U Bithk R 12.5u1
BAR 2u1

EE K Fh 2501

[0084]  (3) PCR/x M 4kA:95°C10min, (95°C15s,60°C60s) *45 M EFF . LASYBR GreenfE A
WAL, fELight CycleréJtE EPCRIX AT PCRI N, 88 1ak i i il 4 4 A AR Uk
FEEREE, A ACTEHITHMN E &,

[0085] 4.4tk

[0086] sz B6 AR 4 HE T R SVUCOR 58 T » 45 SR B AT A2 DA P MM &= i 2210 7 2Ok R
K HISPSS13. 040 tH B AR BEAT Su vt - A, P 2 R 1 22 5 R FH UREB6:, TA D 24 P<0 . 05 B
HaihEE Lo

[0087]  5.455

[0088] 5 R UnE 1 FN, 5 IR ANBEAEEL , B /R 9k it B0 A LG 5 A I EAPP R R R ik &
BERRAR, Z R BA G R E X (P<0.05) .

[0089]  sjfafsi2 EAPPIEDE F ik Bk i a2

[0090] 1 ¥ A KHEZ 40k SH-SYSY , PA-& 10 % /N L5 (K DMEM (k) 15553 7E37°C .5 %
COa~ FHXTIE B 90 %6 [R5 372 58 5 97 0 2-3 R M LIk, A3 FHO . 25 % JR 8 (I 8 FLIH T A% AR
[0091]  2.EAPPIE A it ik

[0092] 2.1 BAPPIE[RIRIAFRAKN # 7

[0093]  HRHEEAPPIE K (1) 4 A 55 31 (WISEQ 1D NO. LFfzR) Weit-3m 38514, 5194 5540 K « 1E
[ 5l % N5 -ATGAACCGGCTTCCGGAT-3" (SEQ ID NO.7), A 5 A5 -
TTAGGAATGGCTTGCTAAAAC-3" (SEQ 1D NO.8) « M AN HI cDNASCJE (cTontech A H], B 5
638831) Fh 3 4K (P EAPPEE KK 4 7> 1, 13 cDNA 7> 71 28 PR fill P A D0 BamHT F1Xho T XX
Al U1 i e N 31 22 B i e P DT BamH T AT X ho TXSURRHT (1) B 7% 40 B R A % Ak pc DNA3 . 1 1, T 4%
FRAG(K) F L AR pcDNAS . | -EAPP F T 5 4525 .

[0094] 2.2 #Gi

[0095] W41 a4 I PRLE, 43 Sl Ry BB 2H (5% YepceDNAS . 1 23 #iAK)  FIEAPPIS ik 4 (4 e
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DCDNAS. 1-EAPP) . 18 FH 6 B 1A 20008 4T 35 4 1 8 e, LA e 2 4 L DA ) B3 0 4 R AT
pcDNA3. 175 34K MIpcDNA3 . 1 -EAPPH T AR 4 40 . 5ug/m1

[0096] 2.3 QPCRIG M

[0097]  HA&IDR[F L1 o

[0098]  3.4¢1l2E 051k

[0099] 51T o 44 T BYCOR S MU, 45 B A AP Bl 2200 7 ROR R
R HISPSS13. 0Ge TR K BEAT Ge vt 3 Wiy, W3 2 0] 9 22 53R FT eA 562, WA A 29P<0 . 05 H
Agit 25 o

[0100] 4.4 %

[0101] NI 207, 5% GepeDNAS . 14 BRI 40 B AHEL , %% JepcDNA3 . 1-EAPPH 48 g
EAPPFImRNAZK - 2 F i, 2253 B Geit27 5 3L (P<0.05) .

[0102]  SZjfafi]3 EAPPZEELR 1A X ABEU AL 41 B AT 1 (K 45 A

[0103] 1 41 ffg 5 e - 412 H8 S5 1 49 210 T V4 365 390 £ 40 L PR R2L 1 # 4T pc DNAB . 1 -EAPP A1
pcDNAS. 1%L,

[0104] 2 ¥ YL24h 5, g MR 4H L ARR2L 1 T 96FLAR 85 57 , 40 % 224905 X 1O 4 ffd /AL«
S5 MLS F9 B0 T LA

[0108] i 4L HYepcDNAS. L AN 20uM AB42;

[0106] B PEXFHELL (pcDNA3. 1+ABA2) + k5 YepcDNAS. 1[I 535 3 i A 20uM AB42;
[0107]  BAPPELIHIE #4541 (peDNA3. 1-EAPPABA2) : #54epcDNAS . 1-EAPP, [Fl i £ 35 5 b i
N20uM AB42;

[0108)  ARLLULE =5 AL E3T CHF F 2005, SR IIAMTT, 557 & b o A I AL, 37 CH
% 751 2h , 600nmAth 13 B 5 4B o ol 32 AR 5 , 26 I 40 A7 T BB 2

[0109] 3.4 %

[0110] 25 AN 3F % » 15 4 V5 UL L e Chyy (L, 4 4L S 55 BE R 49100 %) . B
PEXSHEAL (peDNA3 . 1-+ABA2) 156 B HE {4359 , EAPPIEIAI IS 3441 (peDNAS . 1-EAPP+ABA2)
(156 35 BE R T5 % » 22 SV St 2235 L (PCO..05) o L3R SERG 3 W] EAPPEE [K 1f 6 1A B8 4
FUABA2PPZ EEVEAIME H

[0111]  SEBG414 EAPPIEDR 635 0 ABBUIES SRS AS MK 15 B4

[0112] 1M Ra 5 2 e TAEAPP L DR (0 A M bk 5 W M7 15 4T

[0118) 2 46 52 % 0 [0 0 22 00 ML PR SH-SYBY T 249U AR b 35 3%, 40 MR 2 B 0.5 X
10°celTs/ L, E3RIEDMEM A AN LOUM all-trans retinoic acid,37 CIFRTR . Z Gk
2 W 5y Ry =2

(01141 REFLL AR E HYepcDNAS. L A LM AB42;

[0115] BRI PEXT AL (pcDNA3. 1+AB42) A E FeUpcDNAS. 1, [R5 SR L PO UM ABA2;
[0116]  EAPPIL[H3E #1541 (peDNA3 . 1-EAPP+ABAR) : a5 5 YepcDNAS . | -BAPP , [ 95 2
NN LM AB42;

[0117]  ARHRE =B L AE3TCREO R LR FEE, SR G IIAN4% 2 52 F 1% 8 2 40 . ]
HiBeta-tubul indufk , HEATH ML M e 5 2045 55 T 1B, T B AT L SR T

[0118]  3.4%
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[0119] £ R 4FTR, 5REFALLE CHr(BLLE, 1 R 155 40 5 40 B S AL P 3 K
BRN100%) , BAMEXS FEZH (peDNA3. 1+AB42) (140 e S8 AL K 5 30 % , EAPPAE [ 1 R 1A 4H
(pcDNA3. 1-EAPP+ABA42) ¥ 41 il S K 1 NT78% , 2= R HA G it L (P<0.05) o FIASEEy
4 R R BHEAPP EE DR R IR B A FLABA2 5 S I A 48 TR AR PEAE FH

[0120] | syt ] () 1t B R P TR A AR R B I 7 vk B iz 0 S8R RS Fa L, X TR
U B AN R UL, 7EA I AR I R BRI RT3 T, 38 W DA AR & B AT o
FMEI , 1 L8 5 3k AAS A0 75 N A B BRI SR I R4 Y8 7Y o

10
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[0001]

SEQUENCE LISTING
<110>  JLEEUREYE BAHARA A A
<120> K2l EAPP F [RIAK 5 BRI 1210 B 2R 2 i B o 1 R H
<160> 8
<170> Patentln version 3.5
<210> 1
211> 858
<212> DNA

<213> AU

<400> 1

atgaaccgge ttceggatga ctacgaccee tacgeggttg aagagecetag cgacgaggag 60
ccggctttga geagetetga geatgaagte gatgtectit tacatggaac feetgaccaa 120
aaacgaaaac tcatcagaga atgtettace ggagaaagtg aatcatctag tgaagatgaa 180
tttgaaaagg agatggaage tgaattaaat tetaccatga aaacaatgga ggacaagita 240
tectetetgg gaactggate ttectcagga aatggaaaag tigcaacage teegacaagg 300
tactacgatg atatatattt tgattetgat tccgaggate aagacagage agtacaggte 360
accaagaaad aadagaagaa acaacacaag aticcaacaa atgacgaatt actgtatgat 420
cctgaaaaag ataacagaga tcaggecetgg gttgatgeac agagaaggeg ttaccatggt 480
ttgggaccac agagatcacg tcaacaacag cetgticcaa atagigatge tgtctigaat 540
tgteetgect geatgaccac actttgectt gattgecaaa ggeatgaate dtacaaaact 600
caatatagag caatgtttgt aatgaatigt tctattaaca aagaggaggt tctaagatat 660
aaageclcag apgaacaggaa gaaaagpegg gtecataaga agatpagpte taacegggaa 720

11
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[0002]

gatgotgececg agaaggcaga gacagatety gaagaaatet atcacceagt catgtgcact 780
gaatgticca ctgaagtgge aglctacgac aaggatgaag tctitcattt titcaatgtt 840
ttagcaagcec attectaa 858
<210> 2

<211> 285

<212> PRT

213> A&

<400> 2

Met Asn Arg Leu Pro Asp Asp Tyr Asp Pro Tyr Ala Val Glu Glu Pro

1 5 10 15

Scr Asp Glu Glu Pro Ala Leu Ser Ser Scr Glu Asp Glu Val Asp Val

20 25 30
Leu Leu His Gly Thr Pro Asp Gln Lys Arg Lys Leu Ile Arg Glu Cys
35 40 45
Leu Thr Gly Glu Ser Glu Ser Ser Ser Glu Asp Glu Phe Glu Lys Glu
50 55 60

Met Glu Ala Glu Leu Asn Ser Thr Met Lys Thr Met Glu Asp Lys Leu

65 70 75 80

Ser Ser Leu Gly Thr Gly Ser Ser Ser Gly Asn Gly Lys Val Ala Thr

85 90 95

Ala Pro Thr Arg Tyr Tyr Asp Asp Ile Tyr Phe Asp Ser Asp Ser Glu
100 105 110

Asp Glu Asp Arg Ala Val Gln Val Thr Lys Lys Lys Lys Lys Lys Gln

115 120 125

12
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[0003]

His Lys lle Pro Thr Asn Asp Glu Leu Leu Tyr Asp Pro Glu Lys Asp
130 135 140
Asn Arg Asp Gln Ala Trp Val Asp Ala Gln Arg:Arg Gly Tyr His Gly
145 150 155 160
Leu Gly Pro Gln Arg Ser Arg Gln Gln Gln Pro Val Pro Asn Ser Asp
165 170 175
Ala Val Leu Asn Cys Pro Ala Cys Met Thr Thr Leu Cys Leu Asp Cys
180 185 190
Gln Arg His Glu Ser Tyr Lys Thr Gln Tyr Arg Ala Met Phe Val Met
195 200 205
Asn Cys Ser Ile Asn Lys Glu Glu Val Leu Arg Tyr Lys Ala Ser Glu
210 215 220
Asn Arg Lys Lys Arg Arg Val His Lys Lys Met Arg Ser Asn Arg Glu
225 230 235 240
Asp Ala Ala Glu Lys Ala Glu Thr Asp Val Glu Glu Ite Tyr His Pro
245 250 255
Val Met Cys Thr Glu Cys Ser Thr Glu Val Ala Val Tyr Asp Lys Asp
260 265 270
Glu Val Phe His Phe Phe Asn Val Leu Ala Ser His Ser
275 280 285
<210> 3
211> 19
<212> DNA

Q13> ALY

13
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[0004]

<400>

ctctgaggat gaagtggat

<210>
<211>
212>
<213>

<400>

cggtaagaca ttctetgalg

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

<400>

tttaactctg gtaaagtgga tat

<210>
211>
<212>
<213>

<400>

ggtggaatea tattggaaca

<210>

211>

<212>

<213>

-

2

4

20

DNA
NTLIF5

4

¢
23
DNA
NLFH

5

6
20
DNA
N LFES]

6

7
18
DNA

ANLF3

14

19

23
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<400> 7
atgaaccgge tteeggat 18
<210> 8
211> 21
[0005]
<212> DNA
213> AL
<400> 8

ttaggaatgg citgetaaaa ¢ 21

15
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H
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3
3
3
3
3
3
3
3
3
3
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