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L. — G F7 AR BT R MR (AD)  TRIBR Bl AE R A2 3R 5 AD & AE I 12, ATk 5 i
FETa BT R 213 35 i ) 2545 80 O STAT T3  CH25HA 1 351 5k 25 - OHCH 411541 o

2. QOACR SRR i 5 12, HORRAEAE T, s STAT LAl 7512 %S TENER TENAZ ARt
TN

3. AR B SR LTk i 725, LR AEAE T, iR STAT LAl 71 & B4 TL -6 5R TL6 2 AR KT
TN

4 GIACRI BRI IR 52, HARFAEAE T, BT STAT LIl A1 0 il JAK LA TAK 3 1) 751 o

5. UAUK) R AR I 5 1k, FLRFEAE T, PR STAT LA R 77 2 I /D STAT LR R X 114 il
P

6. QAR B SR LTk i 5 2, AR AEAE T, iR STAT LA & B3 1 STAT L By 7k N4l
R 751 o

7 QAR BRI ) 5 2, RS IEAE T, FraR STAT LI 751 £ 14 STAT LIIRNA i ] 71 o

8 . AR R BT 1y s , HURFIEAE T, AT 25 - OHCHI i 7511 52 25 - OHCI) 1AW

9. QAR ER LT (0 3 , HARFAEAE T, AT iR 25 - OHCHII | 771 A2 3 - P ek - 3 - FH L - T — ik
A (HMG-CoA) 1A 5 BRI 771 o

10 AR R LRTIR I 72, HARAEAE T, Firick 25 - OHCH Il 2 2 e AT



CN 119488598 A ﬁ'ﬁ HH :I:; /17 i

AT PR ER RV ST A

[0001] A HH SRS A 1 h20174F05 16 [ « 55 5201880045403 . 4. & FHAIE 28
N VRIT B R 25 BRI T 2E S RN T 17 1 26 ) FR A (43 2 H TS

BARGE

[0002] R BH SR B35 M 2030 S BT 1R 7 v i P sk, 5 A2 e m I il 5 e
GG SRBIE N -1 (STATL) |, QH[AEE 25 - (L (CH25H) F125 - ALK JIH [ (25-0HC) 1)
245515 DA Mok 255504 A B AR LR Sl Fh i) i, JCH @ 1l I8 D TE A BRI R 76 7 R/
B TS 4% AN , A04G A A 22 28 s A 2B AT YRR (BB /R J TR AN At
I o

BEREA

[0003]  FifisE A VG FO 0N, Brl Z)R BRI (AD) B0y 4 BRI BBl PR 15 2 A ) (i e T
ADSEFHIICTZ I T T & P T RIHERLRE #0852 1IN & (Tanzi FlBer tram2005) o 1
B PIR AR BB IR AT B DR 2104 B H ATy E, MJcia @E i iay v s

S

[0004]  JEksFERT ARG 1 (CL NHRAPP) [ R T PARER I U M AT I FR ) BRI
FSEAD A J ) B I (Selkoe 2001) o ABSEfEAD A OB AEBT Fh i &5 1 B4l 4>
(Tkeda,Wong®:,1987;Cole,Masliah®:,1991) . NAEWDF | 3F, AR &l b i E LR D) BITE AR
1 -BHTREE 11 (APP) P21 X PRI T AR /N B 25 &0 e AR4 2,2 {2
ARAD & SR 1 ELBUR O TE R (Roher, Chaney 5, 1996 ; Morel 11, Prat,1999) . AR42[1)™
HESEAPPHIB-FIBESG Y v - PIEIR45 R (Citron 2010,De Strooper,Vassar®: A2010) iz A
VETEABAL2 Fr BFE AN b2 (R SR SR TE A B o J LI UE 4R 3R A , ABA21 P VA ME R P 2 TR
ABA2I AN SEMTE AT 520 o ABA2FAI AN 22 P TR 7 5 1S e 5 R R 2 P 25175 B A S kT
(PalopFMucke 2009) .

[0005] &% ELPH/NFRUBE R F V) I R T TR I, D037 TR A TSI ADAT oI #5580 77 T A
E KT (Wisniewski 2012) o fEARAEADEZL LV IHAER I, D80T R T 28l /Ny
B RS ST 1A MR AR Sl (Tabira 2011, HuangfMucke 2012,0zudogrufiiLippa 2012,
Delrieu,Ousset5F A2014) o RYEABE M1 Je A AEADI) /NI R eI T ARG 4528 (EL2 1)
N RIETT AR BAT PR .

[0006]  FE Rl it e sl i, B e F Bl B i AR T R e Beon R T s B
T 2 B DA M AB R B AR TS 5 R AT & NS5, 69T A KA 3 R SR ™
P R LRI AR R DO BE 7 T 9K Wi 2% (Holmes, Boche 5 A, 20084F) o freilr A5 PRI £ 14T AR
HB B e B R I TT TS th 3 A RS I AR 25 AL RO UEHE (Doody , Thomas:,2014, Salloway,
Sperling®s,2014) o Rl MV SRR FR B 4 B ADIR Ty Bk TR 7 ik
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LZAAE

[0007]  — 51, A A W@t 17 37 1505 i H 252 A 0 I STAT LI Dk 15 7 32 & 1y
B[R GBI (AD) I 12k o A5 — 300577 ZEFh, BT STAT LA L& B4 TENEK IFNSZ AR 14t
Ko A — A0 75 2, BTk STAT LI 7 A2 AT TL - 6 R TL6 2 AR HUA o 7E 55— S0t 17
e, B STAT LTI 1) & 0 TAK LRI JAK BRIl 7] o 71 X —N S0 75 ZE R, BT STAT 14 1l 741
SRV STATIRSER AV B I 7 o A5 55— A3t 5 S, TR STAT LI L2 B 1ESTAT1 Z fvdb N
NAZIIHIF AL S5 —A S5 26, AT STAT LI i 7712 S X4 STAT LARNAL 1 o

[0008] 55— 5T, A& BH A At 17 324 3 it 25278 30t R CH2 5 A Il 7 R Va7 210
BT ZR TR (AD) 5 1k o A — L5 JitE 5 e v, AT CH25HAT A 771 & STAT LAl 741 o 45 55—
AT 2, Btk CH25HA I 71 A2 STAT LI 751, Ho B TFNER TENSZAR I HT A 75—
S S, BTk CH25HA I & STAT LA ], OB SH4 TL-6 5L IL6 S AR BT - 71 75—
S5 2, i CH25HATII 71 52 STAT LA 551, FL 2 H ] TAK LRI TAK 3P il 771 o 75 55— 5t
5 5, BTk CH25HM I & STAT LA, @ Jk /D STAT L FR (X 1 1 751 o A5 55— St 5
ZErh, BT iR CH25HAT I 7712 STAT LAl 1], FL 2 B 1 STAT1 Gy (v gk N AR MAZ I il 751 o AE X —A>
ST 26, BT CH2BHA | A& STAT LA 771, R BHAS STATLRNAL A

[0009]  b— 5T, A BH SRt 1) 523 e 2527 350 11 25 - OHCHAIP I KI5 T 7 <24
(R BI] ZR IR (AD) 07 1 o 45— A5 HE 77 S v, Firad 25 - OHC T #7112 CH2 S HAT 1) 771 2%
STAT LIIF o AF Sy — DSt )7 4 v, FiraR 25 - OHCHP I 771225 - OHC I 25 UMy o 4 i — D 5t
J7ZErn, BTk 25 - OHCHP I E 3 - 2L - 3- FHEE - TR BEHIERA (HMG-CoA) 1A I B Il 71, 91 4n
AT

[0010] 5 55— 5T, AR W& 1 7] 523035 it FH 2577 280 A STAT L9 i) 751 SR T ml Ak
R AR I B R AR (AD) R AERI T 1 o AE—1 S0 5 S, BT STAT LIl A2 %S
TFNER TENSZAR TR o 2E 51— A0 7 56, TR STAT LI 7712 4 TL -6 3k TL - 652 411 Bt
R A — A S 57 S v, BT STAT LAl S5 06l TAK LRNJAK 3R il 771 o 71 5 — AN ity 56
i, TR STAT LI & /D STAT LIS R AL H il 751 o £E 55— A 900t 5 S, T iR STAT 14T i) 551
SR 1ESTATL 0t NANBAZ I I o A5 55— A5t 5 56, FIriR STAT LI il 7712 14 STAT1
MIRNAL F1

[0011] 55— 5T, AR W& 1 7] 523035 Tt FH 25774 280 1 CH2 BHT i) 751 SR T mk ik
R AZARE TP IRV (AD) [ R AR s o A — 2L 570t 5 S, T iR CH2 5HAT 1) 71 /&
STAT LI o AE— A0t 5 S, FIriR STAT LI 712 AT TENER TENSZAR I HT A 75 73—
ST Z A, AR STAT LI 72 S H 3 TL - 6 5L TL - 6 2 AR T4 o £ S — /NSty &b, vk
STAT LR R JAK L AN TAK3 Rl 7 o 75 55— A0 75 S v, BTk STAT Ll 74112 2>
STAT URSER A I 7] o 7E S —AN 5206 75 2, FriR STAT LIRS B 1 STAT 13 gk N 4 itk
(RITRIF) o £ X —AN S 7 5, BTk STAT 13001 2 41 S STAT 1RNAL 71 o

[0012] 55— 5T, AR W 17 523055 Jit FH 210 380 19 25 - OHCI A6l 711 K S B i Ak
BRI R SRR (AD) BB T 10 o AE— L5 5 26, FTidh 25 - OHCH i 771 /& CH25H
A7 B S TAT LI 7 o £F Hoth 515 5 58 b, iR 25 - OHCHI i) 791225 - OHC Y 28 A o 77 HoAth,
ST 2, BTk 25 - OHCH ) 13 3 - #2556 - 3 - FH L - TR — WAl A (HMG - CoA) 1A I ETI i) 71,
Bl e fthyT
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[0013] /£ X —/NShtE /5 v, Ak B — P B AR A A0 g T35 [ e 2 4ni fe
FiT R B DR 20 g e T 5 i IR HE AN STAT LR [A L STAT LR IR O RIR AL A7 STAT L BE IR 1Y
JA N F X3k STAT LI PH ) SH2Z5 A3l R i STAT L L PR VAT 7 321U TR B /- 5B (AD)
[R5 1 o FE— 8 S 5 2 v, BT DR 4 4t T 2 CRISPR-CAS9 R %% -

[0014]  ZF Y —J51H , A% B & —Fm s SR 0L EL R 4 gttt T ey s 22 am g2 LRk 3L (X
2H 2t T 5 SR T 3t IS4 S CH2 5 HE PR L CH2 5 HE PRI 11 20 S e DXt sk CH2 5HIL IR 1) S 2
DXk 4t CH25H2E K DLIAT T 52405 T B[R UGBk (AD) (175 725 o A — B8 S0 JE 75 Sy, Py
RFELR 41 gwfit T HJECRISPR-CAS9 R 47

[0015]  ZF Y —J5 1, A% B & —Fhm s SR L EL R 4 gttt T ey s 22 am g2 LRk 3L (X
SH 2t T FL SR 5 e s AN STAT 1 2L PR STAT 1 L PRI R B TR A1 o7 15, - STAT 1 5 PRI (1) s 21
DX 35 Bl STAT 1 FE A SH2 45 A3nl R it STAT 1 25 PR DA T ml R 37 3035 TR B 7R g BR (AD)
BAERI T 1k o AE— RS0 7y ZEvh, BTl FE DA 21 2 T 2 J& CRISPR-CAS9 22 4% -

[0016]  FF Y —J51h , A% B & —Fhm SR L EL R A gttt T ey s 22 am g2 LRk 3L (X
2 2t T 5 AR T 3t IS4 S CH2 5 H R PR L CH2 5HEE PRI 11 20 S i e DXt sk CH2 5 HIEL [AL 1) S 2
- DX 35K G CH2BHEE PR DA TR Bk e 3R 57 4535 R Bl 7 o g8 (AD) AR 15 o A — 2B 5L
Ty ZEr, BT SR 41 4t T 2 CRISPR-CAS9 R 4%t -

B &35 R

[0017]  LH ok Fg A B DK A - 2 F R RAR s S ok 42 L B 2 T, O F
PR AR B E AL R sk 2 R FR s A T SO RIS

[0018]  E1AMIIBIT A T A8 Pl /R IRF RS FE 2 HpAS I 2 R U STAT LK T o B L AZR H
TN, H B R TR H=ANADEE G- 1, s 51 - 280 451 - 3) Fl—MEERR A Cf ) 11
R0 2L PR IR AL STATL (pSTATL) ALt B 1B R 1 CRIIEG LA I pSTAT 1 (A TS,
ZIEASKIApSTAT LA N AR 22 o DU TEAE N e (B

[0019]  [&|2A-2EW 7 [ STATISENBFAI TS TP e i FEB I AR 2 7R 1 #EADF /IR
B (APP/PS1/NER) AL AT STAT LRI AD/INER, (APP/PS/STATL-/-) FRIERFEEE AR (AB) 1Y
Qa0 4G i b Fr 43 B3/ H K IGAPP/PSTARIAPP/PS1/STATL -/ ~/NERARAT o IR DA TE i 11
JRRAEE R R T HEANRIN D LA S X ARG o 1 2BYR 71k T 49 3l A3 H K IFJAPP/PS1
FIAPP/PS1/STATL -/ - /INSRARAF IS ML U] FRIABERE A [2C s T 5 &SI R Y
ARBES AR, Frik 5AE S 43 MM 3AS HKIFJAPP/PSTHIAPP/PS1/STATL -/ - /NGRAT o
2D 7R T3 BIMBAS H KIS A7 L APP/PS1AIAPP/PS1/STATL -/ - /N ARAF I I ZH 2L 1 TBS
TEHWHABA2IYEL i salll & {E - EI2E7 R 140 B34S H RO A= 21 \APP/PSTATIAPP/PS1/
STATI -/ -/NERAFI IR AL ZA ) FHER S B R [ ABA2EL i sailll EHH - % % ~PE/NT-0. 05,
[0020]  [&3AFI3BIE )k [ HFCH25HYE E N STATL NItz HAAHl, B3AE R T, H
I TR > 1. 5 HpfE<0 . 0512 S ARk FE PR O SE R ARG A , AR FhSE R U4 AN 229
A JEBBI R T M, JE R T il David B BB R 0 25 S FaR FL I T d %
G3HT o

[0021]  [¥I4ARI4BS3 ) o 1 AESTAT LER AT /INGLUHH CH2 5SS « FLAME, K14A R T APP/
PS1HIAPP/PS1/STATL-/-/NER IR T CH25H mRNAZK S (14 52 i HEPOREE S KAk 3 ik
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ST SCEG I ABRE SR T 34APP/PS1RIAPP/PS1/STAT1 -/ - /NI &) 2% HACH25H STAT 1 Fllon- 15
B BT A5 2R

[0022]  [&5AFII5BIE 1k T STATIFE 45 & CH25H J 2h - » Bk, R5A L 7k T CH25HAE A ) H
JAE T R EBBI R T Rt S A 8 A e DULE (ChIP) SR 45 IR, b i STAT 14144
(TR , B2 CH25H A B F-IRIDNA Fy B AE T B o S BP AR (WT) /INERUAHE , XA 1 s e A
STATL KO(STAT1-/-) /NERAOFE D 1.

[0023]  [K|6AFN6BIE 7k T STAT k> S 8UIKH125 - OHCP&A - EL &M, KI6A L 7<APP/PS 1N
APP/PS1/STAT1-/ - /N FREN R M IEL [ B A i i 25 SR, Fh g din =3 . 6B~ At 1] 1
PG A1 JIE [T st 000 b R A IR] /INBR H 25 - OHC KPR S5 R

[0024] 7 R T A KAPPE FI/ESTATL -/ - /NFRI NI AR 2R 43 Wk /D o KoK 1 APP/PS 1T
APP/PS1/STAT1-/-/INRIINALZR A0, SRS A% e 6 5 34775 % - 45 % FRRERIRH B 2500 o UK
LRSI HITriton- 10035 F « KX 22 3 F -85 BN , I I T-APPAIAN KR ARbRIE
YFlotillinl[KJENTE.

[0025]  [X|8A-8C!H R [ 25-OHCHIALIRIE /D T AMAAPPRIIN B4 I T 41 I APP . APPI Fik (1
SH-SYS Y4B AN Al 1 1] 25 - OHCALET L [KI8A S 7~ T FHAPPHE  TWes ternEI AR 45 5 , APPSR
H il B A S TSN R 25 2O - F8BIR 7R T APPIWesternElili &5 1,
APPR [ i 1t e S 4o L o A DAt i P APP 7K ST 1 ) 25 (ORE b o BRI SC IR s 1 i o) A
25-OHCAL R 1) 41 it Fh 2 TR APPITIFACS 73 Hr 45 5K

[0026]  [K]915 7~ [ J1125-OHCALFH = AN A AB4 285 1T o FAS Rk FEE 1) 25 - OHCAL R 1) £t ity
i RIS AN A A BA2[ELTSAMI R o B0 A — T [ 5556 o #p << 0. 05,

[0027]  [&[10A-10C/& 7~ T JH125-OHCALHE = (4 it A APPSR s TR) R 38 o B LOA S/ T 2
W FITC-HIHTAMR LI KM APPIE ERAPP /3 T 1240 o RN A AN [FI R IS TR S - A T , DA
A HFE I TRIAPPI) 7371 o I LOBRIT 7 [ ZE I s A b AR % 1z B G o 1 g it e
APPIYJZEIN 157 o I LOCHT 7 [ REI 2 A R AR B 52, {il 7 1 125 - OHCAL R R At it H )
APPZ4 7

[0028]  [&[11A.11BFIL1CHE RAEAPP/PS /NG HR 7 25 - OHCAIE 32E T ABIUAH L TA o= T 4
STEM R A BN AL 2] o BER— R &R 24 HORI /N 5 25 - OHC A E A on) B R K
FEEN H R 28/ N KR DIk e, HF2EA T RIE R A 1 S e B AR SR 3R I #h K
5k 25 -OHCIY /N « B 1 IBAN L1043 7 A ER 7KK FRAN25 - OHC/INER GRS ) 4 i (B 11B) FN17RE
Pk (F110) B TS I ABBEERE

[0029]  [E12A% E12E S 7~ [ CH25H KO/NER P AR B ZE AT 12 o [ 1 2A 2 CH2 5 HA AL TP
B s gRNAT 7R R o R 12BsE 7 T P/ HE ] s gRNAFRDNAJF 4 o [ 1 2C s 1 il 4558, 3
o T AECH25HEEFR AL/ N HP CH2 SHAE PRI 2k o B 12D 43 Al J 7k T WT (534bp) HIKO (488bp)
W BEE D 3 A4k S 1 2B B R T AEWTAICH25H KO/NFHICH25H RNAZK S 1 S PCR&E
Fo

[0030]  [&[13AFN13B/E /R~ T /ECH25H KO/NERFHABBESR TR /D « [ 1 3A 7= 1 AEADI) /N
L (APP/PS1/NFR) FHCH25HER = [1JAD/NERL (APP/PS/CH25H- / -) FiE I RER AL €4 o I 11 45 B
M3 HIKIYJAPP/PSTAIAPP/PS1/CH25H-/ - /INRGRAT « R o T AR i IRIBOR A 5 T I .
AL KV B X B TE MR I Bt o R 1 3B 3C TR T 43 BIM3AS H R M/ NEUIIAPP/
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PS1FIAPP/PS1/CH25H- /ZR1F 4 ik (B 13B) ANYAE 44 (B13C) BB S50 HH I ABBE SR
8

[0031] K141 R | CH25HEE A Bk EAME T APP/PS /NN S FE ] « X APP/PST (n=
11) /NEUAIAPP/PS/CH25H-/ - (n=8) /N AT /KA B | &k o £EB RN ZR I RE R AR BB
V- B BRI TR] o x e RZ, vt/ N /KR B 5401 & AT 2R I TR

[0032]  [E15 1~ [ £E1125-OHCLA KA RIS 1 ik Je i e — HH B C R R al = (R fth 7T AL 3
(A FH APPSR 1 STER 28 45 2R o S AR AT T TR A 2801 25 - OHCHIR T 71 - SH- SY5Y 4HJffu J1125 -
OHCLA KA A IR JEAA o — LR H iR sl (R Ay T AR 24/ NI I R 4 74 g - T APPgE
FTENE

[0033]  [&]16A.16B. 16CHI16D/E/R | ABDURAMZ A F T APPAR A /K-F i R APPIT 43
WA 25 7 T3 I 16AJ 7R T APP/PSTANIAPP/PS1/STATL -/ - /NI K FHAPP - mRNAZKSF 11
S PCRAE HE 45 2R« & 16B L 16 CAI16DFT s — @A 73 51 27k T Adam 10 (5]16B) \BACEL (¥]16C)
FiNicastrin (B116D) BIAPPI o BT v 53 WA SN PCRAE F 45 R « B AR 3 586
[0034]  E[17AFN17TBFHAWTANSTAT LR AL/ INGR 2 [R] 1R /NI JBT 4R RO 4k 8 152 AHELTY
17TAR R TRk BIWTESTAT LR A S/ NS I/ NI B 4u i S 5 ok —&E i & A 55 #h
JE B MM EL o , I N AE TR A% - WTFIKORS 353603 I ok H WTERKO/ N T 4R i % 7%
BB R T PRI & 4k B I L TCRE o T WTRNSTAT Lk A 28/ ISR FR SV 2 AR S
PCRII o« 17D 7R T WTFISTAT LR 75/ ING F CCR2FF) S s PCRIMI R o

[0035]  [&]18A.18B. 18CH118DfT DUl Ji& /x fEAPP/PSTFIAPP/PS1/STAT1 - /- /N4 L 11
ik 20 23 CH25H (B 18A) A A 2 A1 AR [ B 2 L iy Cyp46al (K18B) LCypT7b1 (E18C) Al
Cyp7al (K18D) [R5 iE T PCREE S o 25 S o, FLA AR [ i 22 L i Cy p46al . Cyp 7b 1 Al
CypT7al ANSZSTAT LRI 5N o

[0036] 19A- 19F g7 T STAT LGk = A5l —BNB BT « [B119A24 34 H K APP/PS1
FNAPP/PS1/STAT1-/ - /N AT, &40 53 | yn="5.&119B43 51| i 71< | APP/PS1MIAPP/P
SI/STATL-/- /NIRRT -0 G e I o RIZAR R 3% /N« 119C . 19D L 19EFTL9F I
SRPUNE 5y B R T APP/PS1AIAPP/PS1/STAT1 - /- /NS HILPL . ABCA1 - APOEFTHMGCR1) S Fif
“EHPCREY

[0037]  P420A.20B.20C 20D+ 20E 20F FI20G /7 1 0 bk Sl L A4 PR ) 20 S PR 9 75
5, 250nMIKCIANFE30min i, WTEESTATL KO/NRUK B AR ph e gittic - fos (EI20A) .
211268 (&]20B) .BDNF-1V (&|20C) \BDNF-IX (|&/20D) .Gadd45b (X120E) \Npas4 (X{20F) A/l
CH25H (1206) 15X 2 PCREE R o 28 SRR, STAT Ligh 2 SE ST AR I At 2275 2«

BRI a =R

[0038] AN IF A5 3T STAT L7 [ CH25HER K S M ] 2 2 18R (AD) A S ATLER T
A NEANTUR I« & B K I CH25H& STAT L) Py, 7 HLSTAT1 M HLHIARCH25H/E
AD & S FE R EE T ABTTUAR o AEAD S5 FRAS I 21 1 2 1 e O IR {L STAT L (pSTAT1) JEAD K
JEIA AL, PR STAT L3 PRI R T o R AB DU AR « CH2BH & — i I [ s A 4 0 25 -
OHCITIM - 25 - OHCIY U DRE < — 2 & P DA ZE R If i e (BBB) , 10k 29T LA A 4t
h E A IEAE I AR V2 2588 47 A1 BBBIZ 7 PR [ o ACHH A UEBH T CH25H 5k 25 - OHC



CN 119488598 A ﬁ'ﬁ HH :I:; 6/17 71

AD AIp AT LR 52 o CH2BHR /N FR AT 59 STAT 1B 2R INERAH 2 I AR TTURRBAR « AHSC, Bt T
25-OHC AN ABTTTAH 6

[0039] AR 1 HIT-RY7 sk iR 2 /D43 5 STAT L - CH2SHEHAH S 15 B D= AR 1
5 EERNT B, Ho =25 - OHCAE g 15 ABTTUAR A RN - o E I 285 Bk PR~ AE IR 1, STATL -
CH25HIT G M, M I S B ABTTAR I8 h - STAT1 - CH25HIE P S8 T E 2t TERFE T-: 1)
STATLRER I HE I 2) STAT1 B CH25H FE k39 1115 3) 1 2k CH2 5 HJEC 2 i JIH [T s P P 4« A
S AT RIS IO FE R AT LU AL NG T 25 AR BRRNA L SO R Ik
B DU I3 o AERRE S E T v, BB UAILAR T A R e

[0040] AL HARRML T FIH16IT 52 A i h i ABTTRE SO PR Bk D= 22 IR 1) T
AN T R B kR AR YA T AR S e A as i ek TS B - A S — e
5 FIriR i sl R A ROE 1 T DA N R 25 5 S (I STAT L - CH25HIE B 13 1 e, s A
ZBIUEASPR T TFNa  IFN-B IFN- y L IL-6 RGN A -, sl S s B AR  AEE— 22 1
SIHE ST 26, AT i DR RO F 13230 s JIE TS 2 5 5 |2 925 - OHC & B A
[0041] BRI A EIL, STAT1E 5% S AT - STAT1 35k 11 4 5k CH2SHI IS RE , I T9 P A A
BHEHI kD I ADI) A S ATLER o 25 - OHCI A 2 AUt P /D B 7R 4R P I APP o AR SRR
I7 75 U A RE e R 1T STAT 1k CH25H(F 55 5« SRak sl 1 i il 1), 481 2L 25 - OHCHE M ik
{725 - OHCRA A Il 751 o e I, A& IR B 1387 Bl R IR BRI 1 3 TR B o

[0042]  [HIt, — 51T, AR AP Ml FIAISTATL M i ARCH25H Bk 25 - 2 B A0 I ] i
(25-0HC) , 7EAZ IR T G T T v UNAD 2 2B I 5 1 o

[0043]  [AIt, — 5T, AR IHPS Ml HIISTATL M i bRCH25H Bk 25 - 2 B A0 I ] i
(25-0HC) , K TS5 sk RE R 37 15075 o Fh i UAD B ) & AR T 7

[0044]  YE 55 —TJ5 ], A& TS Sl I STATL L i ARCH2 5H ik 25 - 2 55 JIH [ i
(25-0HC) , Rl /D 2R I rh i ByEp (AB) TR 51

[0045] Y& 55— 5], A& IS Sl I STAT M ARCH2 5H Bk 25 - 2 55 JIH [ i
(25-0HC) , R THB B AER AR I N T AR (AR) IR IR SR I s

[0046]  fE— 300y S, AE 1R 5 R STAT LRIl A ik 17 32 38 it 252 3
TR JSTAT LRI

[0047]  GuACSC AT, RIE “2ik & S H8ehn, L FLahi , el A o AE AL IB 50T, i)
DUIR S L A= Wb RS I AFAE 5 15 R S 0 AR A o AR A S D0 B, PR3
SEE Wb RGP AR TR i T B S 5 AN R AL o AE AR — P &0 1 4L A]
PABE U REAEA R I IR TY 2 N e HEBRAEIRTT Z 9.

[0048]  fr—MLslji j5 S, STAT LA LS B 8 2 AT Rt T PR (Blanib &4 Ik 4
PRI R BeliAZIR) 2 b T2 RIE I 549 o

[0049]  “WEJEFN L “HAR” Lo b AT B2 ORI AN | “ 2o b AT B I AR sl ARG
SEFE— Mk 2 PiE 5 AR I S ek B 5 1 H s A AR A TR R AT sz (M il s 447
FE B e IS TAT LI 415 ek il A B s Al 4k i A i B A 3

[0050] S -STATIHRHFIARTE “o A3  “ARGHER" Se a2 LA S [REITEEN 2F
B A FEAITIE T 3208 (B0 FRABTTTAR s oADMY 43 - sl 4l 2 Bkl AR AR 400
SR AT AT ARSI U8 T B SGE RO STAT LI A 1 o A 880, a0 T A\ 2609697 &,
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RIDASE— H PN SR sl S 1 25 /1057 B R S TAT LA 571, At T DAAE — BSES TR) P 431
W1 2.3 4 KA TR EI—4EN, LG E TG 2.

[0051]  ARAEASCER B AN AT N A, 09T A 3R A E S8 AR ARG E R D11 BE
JEIEIN A1, 7697 A7 380 s i T LA S MR SN s 7= 0 HRAl 1 o B8 n, mT DAAE
SR FR A A 280 v DA B FIT RE IR BE BT« e 2845 B AT T~ BEAE AR A e X A A
ENESEErili=

[0052] AR i 1 o3 (25 R P e AR AN S iR Bk S I s Fh OB 252705 T80k
HAE o INIXLE R SNFIAH 5% 7700 28 T LA S S 5 s AR O B T Tl — A5 T A
(1) 5 o Fradk 711 AT DAAR B i SR R SRR BT SR TR 26 20 i AR A » LRI 45 2o i
A E AT LA A I ITAR S B AR R 2 B

[00531 1] &t AR R T DA B 15 22 Jd DA S sl 3t i A= 274 R O TS 14 B 23 R LR K-
(B M RS B MEC) o AR IMEC AT BT AS IR, AH AT DAAR 5 AR NS dE A T 1 B o ik BIMEC
FIT 75 1O 75 R T AN AR A RN 2538428 AN 7 PT T 2R 45 250K B - 45 25100
T BR YT B AE ™ B PR R N 4, P DABIR 5 22 IR 45 25, 69T I AR T DARRSE0R
TR e B IR R IR A 1 28R S TS i e B T anFi g
FY ISR I R T VA 2577 DA M T 2ol e i

[0054]  f3ild, /£ —2E 56 /5 ZEFh , STAT LIl ) 25547 35m A A A AR 290 . 02mg/
kg/ RZE#J0.03mg/kg/ K, I Him 2 2)2mg/kg/ KZE23mg/kg/ K. H: 2 A —LL e )5 %,
b ABTTUAR AR TS B ™ B, A %0 P DA T 3mg/kg/ K o AE A St 75 2, 5 IS TAT 1451 51
TRTT IS AT 3380 P ARG A FHSTAT LA il T80y sl RE AR ABTTURR A A EINT 1 350 o B 1o

[0055]  fF—LESE Ty SEHh, SR IS 255 Z6h A B T-RETE T I A2l I e 1) o A
SRS N e B ] RE T 5 2 BISTAT LIS 71K 5 , DRI M T ek SR g v
ANPGRS D0 T, FEse Lo ME JE A TR XS STAT LRy SE UK,
b, AR AT RRR /N O HL4 25 A il gekl S e B K.

[0056] 1L 5 ZEHh, Jite AT de A8 P LA I BIAB TR 2 MR T 46 o 72 H AL 557t
05 &b e AT DLEEAS T BIABT TR 2 i & BIADFATARTING AR 2 BT 48  AF HoAth 526 )7 %
i, AT RAAE AT WADI I AEAR G T 9845 29 - AR e 15 00 1, mTLAB SRR 45 25 T nT A2 2

IR, A LR D N 09234 SERG KGR o 1] LAFE IR A A A IR BB 22 A T
EQ/ TR

[0057] A AL ST GErh, 45 25 77 SRR AT LSRR - 14, T AAEE BIADIIG RAEIR 2
AR TF AR 2R — Kk &5 25 I TR], B3k & 257 T A/N T RT AR BUADI IR REIR 2 55—
R &5 2GRt o ST, IS 20, BIAnEE 12/ N — IR, B R 25 2510 7 AT LL/N T AN
ZINEEE LG, dnfg24/ N — K

[0058]  fEASCATTIIIGTT /7 ik s Ay 2 A0 IS TAT LI , # 4n “C0HT™ < 98977
YT WOEE 2 JEARTEE R STAT LRI, AR B AR IR 228 SCik Pk
Bt FA TS I AR RN BRSNS 25 2 SO F AR R S AR AR A e b i 1
T IR ER T T B (D) BUATY FRAE SUEIRAT 2 PRI s 2 il s (2) AR
KW IR T7 PR IR AR SO R AT P /K Bl B8O A5 2 TS U5 5 (3) ik
PRI FEECEIR HL R R, BB PR AEIR A ™ AL Bl (4) AT i S — ] A

9
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(IS o ATART XA P P BE T R0 T 1, (9 AdRr 8 22 /D3 — BN TR), 9114024 1 2 24N,
R BIANZI1.2.3.4.5.6 8K 7K ; sk F G ] DUER B0, F7£:£98.9.10,11,12, 13,1415,
16.17.18.19.20.21.22.24.26.28.35.42.49 .56 % 60 K ak B[], 5k AVESGE 7677 1]
TR PR ECRE TR A T R e PR AT B AE PR ™ F 2, 911, 2 /D Rl 4 2 53 el SR 1)
KNS AR e B I STAT LH AT 2 AL , AT REIR 291 - 247N £92- 107Kk, ly
2-30 KB KA1 -54F (AL, S E PO EAALL , anoRk A BRI IS IE , i S TAT L4 i) 771 sk gk
TIRIT I 2 S BRI B S HUE AL TR IR, B an S8R - sk A i A -4 i
M AN A B R - e BRER AR TS AR A 5 STAT LI 175 T 18
AT B AR RHE S5 PR - kB 7K sl M 4 A M Bl /K S B AT MR O 7
STATUIRIHIFIIIATT T FF RE IR 5l B 5 RER I AR & AE , s sk R e i 474
(IR JE FEIREO T AE e R , sk BT IHBRE i R BT ACHE , I AIADHHAB
TR

[0059]  “YR” \ “Welt” | “HEE” R R sl E Bk D DB v & AR AT I PG
i S HSCGE BN TR IR, B E D 292% 5% 10% 15 % <20 % 25 % 30 % 40 % «
50% 60% 70% 75% 80 % +85% 90 % 95 % 98 % + 100 % 5k AT~ Lot rh R A~
B8] o S5 A HISTATLHIHIFAIATY 10 32 UEAHEL , AEIR T 10 52 Bl i i a2 B s sl 2z
Fr ARG 1A 3 AT sl A & R AR S B e EIR S o I SIRAE VIR K
D 2 BUI0GE PT VAR Wk & A , 19140, 20 1 L F oA S e I PR IR A= e oAy
I T A T M A ek, O RE D AT e A R O AE ) R TR IR O
HE R EE AR BB A5y F s 4 RO/ sl G HE RIS Y e (— ek 2 ) |, skl <23
FNINANIITRE  5G5 PT DU R BT I E R B A, B P GRS AESTAT LAl ] 52
IR B S 1 — BT AR AR I TR PN, slAE ARSI ke 5 | 22 Sk R e sl
fth 5 A e e BN, AR S B S STAT LIRS IO /N N, sl 15 293.6.941 H
o B[]

[0060]  “YAFS” , BIAIFEREIR o3 T KV B AR Ve A R 35 A s 55 v, A2 R4
JD 7K Bl P S AT AS U B i D o S5 A IS TAT LI VAT 1O 32 B AL, FE ARG TY
(152 AT sl E S D ARIR S AR e EIR S, 75187 TR 32 0 T LAWER 215X
T Nl f D « XA B ek D AT DU & D 2)2% ,5% ,10% ,15% ,20% ,25% ,30% ,
40% ,50% ,60% ,70% ,75% ,80 % , 85 % FEX LEAR R AEAT PR 2 [RI FATAT YO FEL Y, 249
90% ,95% ,98% ,100% ,150% ,200% ,250% ,300% ,400% ,500 % , 1000 % 5k 5K . 5 7]
A= ek 2 WA A, B A0 o A2 1 B EA , 1 I RIS A v PA sl i R4 7 125 2
AN Bl e, O B A 3% 0T e A B -~ i Bl A2 R PN I R ) 7K Bl
PEMIE S I o A5 AT LU BN 1R ER R B R AT, 5 AT LALERF STAT LAl )t ] 152
T A B 2 5 — B AT AR AR I AT PN, 2 T A SC IR 5 5 | 228 Sk v ik il
TR T R B T 2D LN Y sl AR 52 S e STAT LI A 2936 .9
ol BRI TR] 25 sl At FHSTAT LA Il 741

[0061]  FEARN WA S, BN, AEAT] 25 H S IR 22k, 38 NP
IR — DR E 4 BRSPS LAY R B 1 AR R St
Sk BRI IR & AL A I T 7 X BB S S-S Ik T Tk F IR
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SEAL 5y B R O R R B R A | IS R 4~ B Rl ol R A A - AR P 55 4 A
P ARAE “EEE” Ll LB AR B R B HE R R S S, AT
“CE” o u PR A Yk TN, I Be A TeIE sk AR IR 40 & Wk s T
DAL AN — Bk 22 hH 73 ok 28 B8 UM, “HR 25y slsCE B A0 A O R 25T I A & ek
TSR BN, EAT A g ek o B R OB D25y s B I BRI IR EE 4 5 Wk,
Jrike

[0062] LI d [, STAT LG A DS BT TP R ek, OB TP 2 2 B STAT LA
AR TP &= AW DR B E B D STAT 1 0 « T 38 &= Sk g — /Nl 1 2
Fontolizumab (PH ML A FRNHUZAF) , & — T2 v IR B TR R
AR E HOPARTE P 15 R AT R, B PAARSTBE R G RT DA & APt T4k
KPR, IR T R I E

[0063]  fE—LE5 00 1, STAT LIRS F AT LU TP = sz kb, RO T 232 40
BOESTAT LR AT, I BT 2SR IR BEL L Bk kD STAT LI 3G  TH RS2k Pif
H— B f&Ani frolumab, —FR#EE THIF-H 2 (TFN) AR A R ve ST o T3 25 A
TEPUARTE B AU AT TR RIS, BT ARSI AR 51T LA 25 AR T4 3T
P, FE e FON T 2 S AR E ]

[0064]  YEHEECIE LR STAT I FI AT AL PTIL6 BT, IR N TL6 2 I0E STAT L Flr A5 11
T4 R AR FH L B D STAT LS o IL -6 PRI — A0l f- /2 S1 1 tuximab, &g —Hf
EFRTL -6t A B e BT (F AFIZINERVER BT o A A=A E Bpis P 5 22
AT FI , B AAS SIS AN GOA] DA 28 AU T TL - 6, I s HEX TL - 611
JRHIE o

[0065] /R HLEEIEAL N, STAT LI T e 2 FH R IL-652 4k (IL-6R) fHtik, Koy T4 &2
PR s STAT LT WAFS I, T TL - 652 AR (1R il 4 BH 1 sl STAT L 3 o« TL- 652 R B4
— M52 Tocilizuma, — PR AT ZROSARI AR SO DT PR P AR E A
VR TS R AU A R, B ARSI AR DT DA 2 AP B A TL - 6RIPTA, I
2 FON TL-6RIHRHIE ] o

[0066] At G AL N, STAT LRI AT DS AP JAKL 2l JAK3[¥ il 551, AR JAK 1A TAK 352 35K
I STAT(E 5% AT LRI _E s il o P JAK LA JAK 3[R 1 5510 ] L2 /Ny, 90 an  E
TAKLARIFIAER S (Filgotinib) , fE N JAKSIIHIFIFEIE e .

[0067]  FEFAtE AL B, STAT LI P DASE /D STAT LR AL IR il 71 o 1L 2R FATRS TAT LK
PRI AT DAE SR rT I STAT IR (L FLLL32 .

[0068] At AL N, STAT LI W PASE B 1ESTAT L By v gk N AHIAZ 1 il 51 o B 11 STAT1
GNEE NAHAZ A LS T BB it Mealesfii i 25 I PAIV.

[0069]  FECAWISEHL N, STAT LI FFE 1R STATIRNAL 7Y o X FRNA 7 F] LLE $E ] STATL
IfFTSiRNA, f3l i ThermoSisher Scientificlir7 k105153 A STAT 1K H fhsiRNAF A]
DA ARSI AR DAl 25, Al E R E R s IRNAI 5 e ARSI A R o

[0070]  YEHAWIEOUT ,MENIATT S5 sk B AD & AER 7572, AT LA FHEE DA 41 i T 5
[ B ANSTATL BE R L STAT 1 3L R MR (o7 i STAT 1L A 1 Je 2h X ek #2841 s R STAT L
SLASH2 85793k o BE R 20 4 T v DUE AT LR A g i T 1, L ml DU 48 )

11
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STAT 1R R FE R X3 I AT DA% 226 ) H PRI ED AT o XL PR 4 g 1 FL i — 12
Ran, & A\ FTiiR [)JCRISPR-CAS9 A 4t o fili T A5 4 BK Pl Cas O b A T M PN JE IR 40 g i, C HL AR
(2015) o X PRI 2 it T HLI1) 53— MBI J2CRISPR-Cpf 1 R4t , WZetsche S AT, Cpfl
JE2J5CRISPR-Cas R Ze M FERNAS | AZER N DI , (41Jif) (2015) .

[0071]  ZF HAth st 5 2, DA b 2 Fhos CH2 SHE 3 S 18 1 1) 324 35 e 257 3
(1 CH25HAT I 741 o 71— L8 5Tt Ty S H, CH2BHA IS STAT LRI, A STAT 130 CH25H
FLSTAT 13 S8 STAT L BRI S CH25H » STAT LTI F1 7] DL E A F 3 i AN T[4 STAT
R o

[0072] At STty ZErh M E 0 TR T TR sk B3R AD A AR IR 5 7, BE R Al 4 T ]
FT- MR #E A~ CH25HAE P L CH2 5HA PRI 1 21 S R e DX 3 sl P ik J5 Bl 1~ DX S sl b 22 4 v 14
CH25HEE A o FE A 2 4 T 2 A DIURARAT S R Al gt T 5L, 88 a] DL 38 m) CH2 5HAE [A]
4R RE X3 AT DA %36 21 F AR B AT o ax i PR 41 g it T L — 81 f- & Ran, FEE A
FIFi AR [ICRISPR-CASO R %k , i JH AT A5 BR R Cas O TR PN FL K 4H 4, I AR) (2015) o 1XFh
AN G TR 5 — A1 ZCRISPR-Cpf 1 R4, UZetsche®F APk, Cpf 12226
CRISPR-Cas R Gt HRNAS | S IAZIR N VI, 4111t (2015) .

[0073]  ZEEfthsziiE e, R 5 i ot 25 - OHCHR i) 1 5 1) 3248 3% Jite T 250 35
(1125 - OHCH 71 o

[0074]  fp HEEBiE AL N, 25- OHCHP I AT LA 2 CH25HA i) 771 sl STAT 1Tl 1], DX 2A CH2 5H A
STAT14E25-0HCH |35%, H H.CH25HEL STAT 1 )4l 2 S 2L CH25H G 1 77 42 25 - OHC o 71 HAth 1
&L 1, 25 - OHCHR 771 7T A2 25 - OHCIR AU o A HAB T AL 1, 25 - OHCH sl 771 mT A& 3 - F2 Ak -
3-HHEL - TR B AHEA (HMG - CoA) 18 B BT i 751 « IMG - CoATR B FE4TR il 751 1 — MBI &~ At
s

[0075] a8, AR B 2% A ] LALATE AR U T o B 2 A, YA 2
RSO T 7 RIS, AN SRR A A BHYE R AN RISEFR G R b , AZ A K
TEEIHIA TS BARATT TR Al BRI VB FE LA AZ e N 1 28 BUE - 45140, SYEFEI L
FN6HFHAR R A BT T LRI AL R4 AT EI5 N2 814 2516 N3 BI655E 1175
BB, DLRAZTE I N B BN, 01 < 2344 516 o 13¢5 7 Bl (M B TG 2

[0076] N YRR, i AT DL, 75 2% 1 S I SO R AR A A B 1) R STt v
DAL AN S5 FR 415l T o AR B, DR e I, £ B ST AR 1) SO HR AR R A A HH TR %
TR AT LR ol DA ART S 1) 1 41 il A A A I AT A At i AR 1) S8 451 -5 i
H AT o A5 28 A STt B 1) SCAS HR AR 11 BB R IEAS B 3 A A 2 P STt BT AN EERFIE ,
ARk = BREe B 22 S0t T S JCTERAE

[0077] R AZFEAR , A& AN T AR 0 P LA R T 7 5 ZE R o AR il
RGBS TR R S piny B 1, I HICE TR EIACZ BHTE .

[0078] R AT UK S HEBIAE B 11 A o AR R (B B R FIATBCR 25K, A TH ) 8
(AL  H R AIC SR 1 2 W1 o S5 A SR 1) 5 T A R AR A 2 55 35 T
PEARERT T S 2 i T 328 IRAE R o B R 5 T AR B o

[0079] =14

[0080]  Jyik

12
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[00811 /il

[0082]  APP/PS1 5XFAD/NGUE I Jackson 9256 % , [ STAT RS/ N iDaved Levyf2fit,
Wt erisper/cas9 )y 4 CH25H KO/NR o 2T (ZhouZs:, 2014) E iR T HT-381kCas9t
F1HJpST1374-Cas9-N-NLS-flag-linkeriif7 (Addgene 1D44758) .Ch25hEE Al 74152 MUCSC
Genome Browserpil (http://genome.ucsc.edu/) PN#E & sgRNAEAZ TR , B
K ZpUCHT - sgRNAZE#E o ANl (Zhou®s, 2014) Pra B4 T PR INFL 5% . KfCas9 mRNAMsgRNATE
S EICHTBLE/ T 51 o APP/PST/NFL 5 CH25H -/ /N S B P AR JE AR, i 2 517 APP/PS 1
BE PR MICH25HIW T B KOS5 37 JE D] B APP /PS 1/NEL 5 STAT L - / - /NER AL HE P2 A T AR A 1R
P57 APP/PSTIL N DA K STATIWT sl KOS (v BN o Fir A /NS4 H AT CHTBL/ 6 1t (4 1 53¢, AT
IOz [l 37 R4 T Je R e iR R AR 254 N o T S8 3976 3 - 44 H ORI/ INER Bk AT, FF3k
P DN Sy R AT A S B BRIl T2 G2 (I AEHE (Tnstitutional Animal Care and
Use Committee of NUS) .

[0083] £ S S ) il S R AE A

[0084] b /INFRUKAR EE AR O AR TBS H 2008 AT 2 [ A AE4°C FEA1000g /001557
Bl Bt FIE A E AL G By A% G Doy /I 5 % - 45 % [ RERRE S H , JFAE4°C LA
147,000g Z.0 167N o ZL0 i, % 20 M E 2] N & HUm] R Tri tonfs IRV DAk
20, 1% (M i ZR BE VAR IRIB OIS 1 BTl T -8 B ER b o At o

[0085]  ANIAAHI il 7

[0086]  °Rfid ek ANAPPHUSH-SYSY LML T £ 75 10 9% FBSHIDMEMHT o SN AR 6 1T — K, 5
B A 23 I DMEM,, DAsE 50 75 AL i 75 SN A o SEH 5 7 28 5 24/ NI, B 5 4, I T A
20081 H B 067 PIUATTIE TV AN o R e an iR 3 Ar 4 °Codt—28 LA 100, 000g 5.0
Lh, FREr A AN TUTE VAR AER IPAZE R

(00871  fRl1 o3 #it

[0088] ffi H{iMolecular GenomicsfefiaffymetrixfilEy 24 (Affymetrix) AT
FES AT « HGeneSpr ing XA TEE 3 AT o 8 FH R 2500 28 A M BRI B, R 22 3k
L[N By ADavid Functional Annotation Clusteringul (http://
david.abcc.nciferf.gov/home. jsp) - S8 254k Wi mr R DR o

[0089] 4121250 HT

[0090] 20 2R TE 114 %6 22 5 R DK 2@ T LA 0 B D (Bum) TR AR AT
21 (H&E) Getry, LIPAL JEATEAS b T o et (TF) sl e H4Ub - (THO) , 3410 H /K
I HPTABI)—HT (Cell Signaling) Hefa, X5 52 GBI — 4t (Invitrogen) JF & o X
TIHZLOFe e KN A E Tissue Tek (FLF- B Rk W, I 4E-80°C 8% U 1 10um
JER) A, I A, 07K, SR A AETMEL0 T AER R (0.3 % JHZL0 (Sigma) 5160 % I BEH)
HIFE A The 2 Ji, R 7560 % s N FH DR P 5 32, BLEI B v B3 N SR I A2
TR 1k B E BB FK e i AR 2 4.

[0091]  SCHFPCR

[0092] AR il r B W 45, HTrizo 117 (Invitrogen) MAHME FRHi2 HUELRNA .
Superscriptii%E 5l (Invitrogen) 5% H #FDNA (cDNA) o 1fi 1t {4 HSYBR qPCR &
(KAPA) [1J7500 521 PCR Z24¢ (Applied Biosystems) gL #k - Actib.GapdhiERn18S [

13
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PENEBN B o 519 1] B R B

[0093]  ELISA

(00941 ARffs il i F W 13 , £ FHELTSATR A & (Mi11ipore) XFAB42HES ToE et

[0095]  uta Jii s DUUE N E

[0096] 442K H APP/PS1ukAPP/PS1/STATL -/~ /INGUT— I BRAEI L5 AR TBS FRh &) % DL
SRIFIN I AN INZIR 1 % I HIEE , SI61043 81, AR e T H BRI K TURB 2R P A
S SR IG TIAZ SR G i A PR LR IO €6 JoT o a1 8 P e e € J51 , 7 IProtein GAER
TSI RS, SRIEAE4°C N FPISTATLIHUA (Santa Cruz) sk 9 1g6 (Santa Cruz) JLIED
VAP, £E65°C NI B 8/ NN SR S A K % o AT ATk , e B FRODNAZLi AL, I 1]
X CH25H A B A R PR 5 3EA TRT - PCRAT AT

[0097] it

[0098] g F it Sl HGraphPad Prism 6.01[¢Student’ s t IS A E -
{E<0. 058 A H 2 B 25 11 o I R M pfE 2 i i B A )5 22 2 7E 53 A (ANOVA) 2547 25 IR B e i
T BRAE S A U, 75 AR A SHE A A ROPRIE 5 25 CF32ME £ SEM) FoRo

[0099]  SHI1 - hStat g/ N A FEARIIAR AN

[0100]  FRATUERA T AEADSR B STAT L FR K i T2 AR VEEC N Fepa 491 (B LARITLB) o AEIE 1A
H G BRI R R 2 R AL U STAT L (pSTATL) 38  AHR , Wifm]— [ LART 7~ A 1BHp
I 191 - LI R R TR TBOR PR A = B L ) A — i, pSTATL N e #2152

[0101] T RSTAT LB 2 (M B A AD ACHA (1 )i AL, 38 S ADE SR AR 285 SR, TR %
STAT1-/-/INR 5 APP/PST/NR 2432 PAF=A: BATSTATL - /- 35 S IIAD/INER o B APP/PS1/
STAT1-/-/INER M HAPP/PSTEE PRI [ 3 6 PR 7R3 -4 1, AR SEDAIEA TABTT R 4 244
o P BRI, FATTE IS tat 1- /- /NS ABES R DA MAB b #R R TR B /D (I 2A%0
2B) o 4T TEETBS kBRI il B AR 42 , AR E2 BIAHLI 45 R (BI2CHN2D) o AN, ABITY
FEARAN A FH T APPER IR /KT AR e 43 WA D FAPP 5 S 1Y) (I 16AFITL6B) .

[0102]  SZjEHI2: Statl -KO/NGUHH AL P i HEARCH2 5T J Dty SR AR TR ik

[0103]  FRAIOFEIAAI L 4 e HHAEADJTRE R, CH25HAE STAT 1 5 [ 35 ] (EI3AFI3B) - it
AN, T Tl SN PCR £ H B BB ANCh TIP3 A ik 55 1 STAT LA CH25HIP 15 7 T (K14A 4B
5AFI5B) o UHAI4A (JRZR SN PCRES SR Frow , £ESTAT 1P/ NS HHCH25H  mRNAR ik i B
WEI4BRT R [ SR 45 5, FeHHAESTAT LR B L/ INE FR CH2 5HAER, [ /K- i 2 P AT 1
SAFISBHHChIP /AT I &5 SRAA FeHH , AESTAT Lk /NG H , BE/D IR STAT1 55 CH26HEE R jH 21
T A& o STAT LR/ N FR 25 - OHCZK P IRBRARR , 1E—2 S FF 1 STAT1 - CH25HA 7 i Kl 25 -
OHC/K-FI M (E16A-6B) o

[0104]  SJEAI3STAT 1 - CH25HA 1511 25 - OHCEZ N SN A A HEE AP 43

[0105] 3 b JREAH A6 0 2 o3 B /INERUI A0 28 LAAS EE APP & IO A E v« T8I T 5 2, A
5XFADHISXFAD/STATL -/ - /N 2 [A], APPIR A A AR, B 7 AT se i 6 BE TR ANIA AR
Flotillinl P& 5T - STATL-/ - /INRAE L 2oy HRIAPP & i i ey (B T)

[0106] &AMt JTJAPP 1 SRIK [P SH-SYSY4HJ F Kt A 25 SNIAAAPPI) 22 7 A 15 U A T
25-0HC o JTIANAI 57 2125 - OHCALBRAN I , M 7R B Hh S S A it 24l AN S ib 4k - 25 - OHC
IR EH S AR A G I APP , [FIIN ek /D AN APP (EI8ARISB) « ANIEISAFT I, Fifi 4525 - OHC
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FE RN, 7E NI o3 v & BB /DI APP o A 2, 56 7525 -OHCF R 1 0, 7 4t S
Koy H AR Z (AP .

[0107] K IAIAPPIHFACS /3 HT A fik o1~ 25 - OHCES i1 1 4 ity = 171 APPY) & (J&I8C) . 25- OHCALHT
J& , A PR APPA I 1 2 1A I 1) B 20 [ APP

[0108] b, FRAT A B 25 -OHCAL R i , SN PR R (I AR4 238 il o W ER AN IR FEE 11925 - OHC Ak
PR ARt il ELTSAIIE Mz s i R I SN R I AB42 . AnEI9FT 7~ , 71 1]
B SR 25 - OHCAN R = TR 4 15 7 2 FRAS I B ABA2 X 34 N o 54 AR SR = AT (1 556
[0109]  SCJitEf54 25-OHCHE N 1 APPAEA ) PR BN ]
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