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RRFE -OR ™, Horp R™MRFBA eI 838 K 1 R TR R MO AR A

p Fl q A1k H 1-3 IS,

3.BUMIESK 18k 2 &, Hoh prid s (D Mt s -

i. (29)—2- & -3-(4-{4-[(2,4- =5 -1, 3- mEmpdr —5- 2% ) 2L ] R4 T KA )
PR B s L

ii. (2S)—2—- &Ik -3-(4—-{4-[ (2, 4- 4 -1, 3- WEmp e —5-3E ) FIE ] 284
IR 2R, DL

iii. (4-{4-0(2,4- =4 -1, 3—- WEmkr —5- 2% ) IS ] R T 2R3 ) SRBLE:.

4. BMEEK 3 [, Horp prid #hik B S AR 26 SRR R V3 PP R ek A .

5RAMIZ K 18 2 M i&, ik b &9 2 (25)—2- 240 %% -
-1, 3- WEMpE -5 2R ) AL ] ORASE ) KRR ) INIRFERMA AR

6. BUCF E sk 188 2 W i, b ik ik &2 (29) —2- & 2% -3-(4-{4-[(2,4- =
-1, 3- WEM -5 2k ) RIAE ] ORAEEL ) KR AIRIMA AR

7ORRESR 1 B2 AR, o TR &2 (4-{4-1(2, 4- 5 -1, 3-WEM Lt —5- 2 )
AL ] 2R T A2 ) 4%

8. WUANEL SRk 1 82 M A&, o ik &9 42 (4-{4-[ (2, 4- =5 -1, 3-WEM Lt —5- 2% )
AL ] R4 T K3 ) SRR a3k,

9. BURESR 1 g, o R s 6 B AR PDRS 18 105 14 W3- (NAFLD) « SEV RS 1 i
i TERT %6 (NASH) 41 4 AL R FRE AL

10, BURIEESR 10 g, Forb Bl JHFd 2 NAFLD B NASH.

L1 AR SR 1 %, A T8 NAFLD Fi NASH,

12 BURIELSR 1 A, F PRI H o = BB 7K P

13. A9 FH T4 Y497 NAFLD FI1 NASH (2550 1 3%, b prik ik &9k A -

i. (29)—2-F A -3-(4-{4-[ (2, 4- =& -1, 3- mEmpdr —5- 2% ) L ] R4 T K3 )
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FT38 77 BF% « Blids « ¥ PR 9+ & A0 O L& R B = 2K g
((4=LV/

ARG

[0001] AR B K - TR F 6 77 B i =X (DD (1940 &40 5 BT ik B 461 4 = 05 K 4 g s
PEFFF958 (NAFLD)  JE 75 kS M i Jo7 22k JHF 98 (NASHD « 5K 12k i 175 Pk FF 48 CASHD 5 B8 JR 973 3 % SiE 41
UK LA S i e L oo P95 I 002539 AR & T L5995 ) RN A9 5 R (P Ay e 400 )
AL o AR AR B B AR AT SRR 5 LSO i A 0 49 T 2 S AR AL L PR A | Il
AR IR K o

[0002] AR AFF TAFH A (D LG, HATEY RO B i e X LA i
.2 SR KEY BRI AT 5 R R LA AR S HL AT 253R 7 NAFLD/NASH (1)
Jithe

[0003]

(R%),

(R%)p

B

[0004]  ANURCIP ) N B30 T LA 0 00 D sk 0N A B8 T JUly 22 R 0 A BT RS I
PEJH-995 (NAFLD D, e 557 5 (1) 71 SRR A AR TRORS 0 U 14 %6 (NASHD (J Gastrointestin.
Liver. Dis., 2007, 16, 39-46). NASH [IRFAE A2 SR & 2P0 I D5 28 PE S LA BOG /N Ao
YA IRIENE 2E . H AT WA TR 2 HoIE B /2 NASH 78 R0A97 10 25 BE227 7 (New
England Journal of Medicine, 2006, 355,2297-2307),

[0005] I8 WK NASH (1) & W AL BEAR & A0 — k4T 5 Ctwo—hit) iR, HoALHE FFIE H- b =
PR B8 G — k3T ), AR5 A2 R AL R BUTR W PR I 28 1) A8 A RV ORI At B Rl -2 08 G IR 4T
e

[o006] AR IR v FEUHFAI R H iyl = BERLER, LA . (DE 2R ERA. KE
HR R I = R DAL BERIORE . s IS BIRTFAE « AN, 1R A BRI i FAE PRI R P ik i
% B S A T DAL B 1 Ok AT B TR T R (FEAD 1891 23t 028 2 I 1% g Jos BR A 1 il = 14
(RIS o (2 F JH I P IR 0 R A H it =R B Ak & i B BRI IR 7 A= 7 1 28 18 e (3D
RETIR B — AL IR R R [, (4) JH B EE B AN H i = WEE I B 25 B I IR 22 (1 (VLDLD MRT
JE R R T T P TR SR DUME S I AR A A FH ARG ) 2 i R LA K Mg D7 R A R 7
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HR A HIEAFAE <, SEUR IR k) T B FRAE NG 0o AH R Ml , 38 00 6 i i 1 2 2 S S5UTF I
J i R . M B R R B R e 4 & BE E —1e (SREBP-1¢) KIZRIS, If H.
e LB SO B K AL 5 ) N 25 TG AR 45 5 B 11 (ChREBP) , 199 3 #5 m] 38 I W 7 BR 5 1k (Wor 1d
J Gastroenterol, 2008, 14 (1), 22-28),

[0007] &P -4 NASH R o 58 kAT "I W | ) i & . e TRE8 ™ 4 NASH
() AT 20 B2 2R 220, FLALREATAIBRIETS / P T OB IRFEIR - — a (TNF—a D) ki gn
Wtk Mk CTL-8) LUK JHF IR 2 TR 401 Moo CINF— o ALK F - B (TGF-B8 ). M4k, it
CAIE B 5 HEE R IRAR EL , S84 NASH 538 ZE A T 2L 2R A TNF— a 11 mRNA 35 34 11
I, JF Bk i ik AL B AR (Current science, 2006, 90 (5), 10D,

[0008] Ut HA LM SCHR W NAFLD 5 AR &5 G Ak 5 AH O, H HA K AEREAEFRE PR A2 K
A2 NAFLD PR EZE R R 2= o 5 e ig 107 A 48 AAH L, S AR 255 fIE A NAFLD ) 8
FAT RO I S5 PE T K142 i AU (Nature Reviews Drug Discovery, 2009, 8, 361-367),
Jf H.NAFLD & 2— ZU8E PRI A0 I — D TIR A 1 o e ik 20 2 BRI FAh b, R = A
R B =PSRRI T EERE . S8 L, R R PUEARAE T49 98% Y NAFLD & . 5
T F - AR P, 6 NAFLD Va5 11 WL IALAN T 105 4123 b (e JIa oA, O BTt ik
R IE B By B= P kgD FRA 3 AN, 0/ 3G~ I P 00 0 BRI RS K A5 404 Qs LA BT FFA
& % (Expert. Opin. Emerging. Drugs. , 2008, 13, 1-14),

[0000]  H1 T ZFftJs [Al, NAFLD 30 A4 —FiRs PR IO « 1205 IR VD IAT R AR 0, (5
Je H 5 e BE VAT W AE CIEFEAE L 2— B9RE KA LR B A5 I AH OS2 IR 2 32 1 Ak T
SAZIR AU o NAFLD FR A 0490 0 T 20 1R 2 A e RS g DT R e iz 4% 32, BAL kg ik =X JH
WA REAAE T A EFE B A2 . 24 NAFLD & 3% n] BAa 2 F R sk g, IF B
55 AR EL, At ATT ) e 26 F0U 52 31 i 2 AR5 25 G AE 1000 L8 I RIE 1R 5% Wi 5 7 2 (Best
Practice&Research Clinical Gastroenterology,2004, 18,1105-1116),

[0010]  H Wi ¥ W] 6 97 HF I R 05 22 M B NASH (1) B AR 254, R AT i o 4 1 Joobl R
S/ B 2 ABURAR TR (B UK (Met formin ) At 4% 471 i (Pioglitazone). 1 %7 7 #% %1 i
(Rosiglitazone)). 5t & AR MR 7 GO M 22 (Clofibrate). i (Gemfibrozil). Bl ¥E £ th
7T (Atorvastatin). A%/ 7T (Pravastatin). fl 3 2 47 2% (Probucol ). $t B E L 571 (&
) w4t COrlistat)) LA 4l o R4 8 55 (BE IR S8 HH B2 (Ursodeoxycholic acid), UDCA) i
17 NARHE 5 ) 3 1 (Bxpert. Opin. Emerging. Drugs. 2008, 13, 1-14), Fi % 7% 41| {i 47
I AR CRER IR 4mg, 48 Ji) Sl 7 JFEI i SOERAE AR i By 2R 0 2 DA R ML 375 e % il T
B 25 G (H 2 67% )R F R E G I Jf BARE G I {84 7. 3% (Hepatology,
2003, 38, 1008-1017), {E NASH & & 487 FH kA% A B BEAT T 05 — B4 w90, Herp & R A
30mg MLAEFNET VG T7 BTk S, 3% 48 . BARAA S REA o, (LR LB RIEH 2 1A E
8 A B AR PERE I (Hepatology2004, 39, 188-196).,

[0011]  HIFEHZZA R B X HE Gl i) AR SRR 48 AL D BEAT T BE AL 22 2850 — % FEAIF 5T, b iy
A& NASH S KR35 20g BE, 35 12 4 H o (R, A PR Bedit & T B A ML P ik
AV R UL AR E B B /K (Hepatology, 2009, 50 (6), 1818-1826). AT T A& —
FXKI AP 9T CRE R 2g/ R, 35 48 JiD . AR T BT NASH 3G HEFREUN DGE 2 1A
WEFEAHR . BN, S UM A R (ER AR DU B0 o Wy i R R R Ak
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TR H A 2 B AT S B (ALT) KPR S =, (F2 15 b a7 S AR = S BRI IE I, AR Ja 2 k5%
Bk 425 (Aliment Pharmacol Ther., 2008, 29, 172-192),

[0012]  FH B 4E AR fih VT CHMG—CoA 3 Ji I 41 il 571D 1 AT i ) 22 1w PR X 38 8 7 S JIH [7] e
(chlolesterol, TC) FLE H i =[5 (TG) K P48 &, X2 Al 25 R Bon ). 1XBUF 2 &
A NASH AR / ofn I Bt AR 2 A 1 2k o (ELRS, UK B 7R HE il B AP FAR FEHE 25 (BMDD [
BE WS, F QB A] A6 (Pentoxifylline) (PDE4 #IHIFD 24T i 5 — 41D I R IR K 2
TRALTE 10 J8 S5 ALT Iy — 25 S0 e IR (GGT) Pt HLyR v BRA, T A 52 i L Ath A= 4k 2
SR, I A A B A2 O R R Ra e o H R, IR W VR 3 H v B /KR BMT (J
Gastrointestin LiverDis, 2007, 16,39-46),

[0013]  FE—A/NRIVIEIE S, A8 FHUNE I 254 BRI ) Atk (5 I D7 IR T Uy P 1
AT ISP, FERE b v = AR O R E ) B B E SR B A R (ER I
EPFEFIIR BUE I IO e 4t 2% EAS 3 (Aliment Pharmacol Ther, 2004, 20,623-628).
[0014]  NAFLD 755 38 A\ HF CHLHG Jr A S W B AR R RGO B A 2 14-30% 1 /51 &0 26, 1M
NASH IR R L0 3%, el , 7= R RIHEAT BIAT 73 2 5T 57 NAFLD [ 20 3R RF 4L
111 NAFLD/NASH #5385 3= 2 55 0 B i PR3 AL g B iSAH 5% (Expert Opinion on Emerging
Drugs2008, 13, 1-14) o 41 FTA0] B —Fh A0 A 00F BT A B =il S SE CHEJESE B R s
RRBERS) ECAEH, WK 29697 NAFLD/NASH [ IEfRIE £ . RIL T R v 167 B —Fhid BE
1254 m] 3897 NAFLD/NASH.

[0015]  NASH it 5AF ALY 0 BB AHOC . 40, fih %25 55 (Tamoxifen) £E4x 5 [H
P AE LI 5L LA RECER S AR PR PR ) 28 8 R AR DU ). T2 8 T s 55, 18
=0 AR FLE R T ORI T KRB IR IR AR 1, I HE L — e LR R
fl% NASH (Internal Medicine, 2002, 41(5), 345-350),

[0016] 7T £ A7 4 A Bl i (v /O M M JRE B AN AR R 2 B8 PR BT A B g 11 52 4R
NAFLD J&E % 3 f#) (The Journal of Medicine, 2004, 62, 217). %4 FATiR, B4R HRTEAH
1697 NAFLD/NASH ) 72 259 » 65 B3 B FH T 9697 NAFLD/NASH 1 HeAth 25490 52 N T EIE
AR, 1697 NAFLD/NASH [ 75 3K - A A5 236 4L FF HS 75 28 51 H AT 2 259397 NAFLD/NASH 1 A
Sl ERARE S AHER LG

[0017] & TE = 70 2 — [P AE W RS T 0 07 1 I 58 B8 3 T kBRI 4T 4E AL 1Y KR R
(Hepatolog, 2004, 4,820-826), FH H Hi 7 b B PLET 4EAL RIS IE LY A RE I 1B IT
BT, BB AN B Ak Z A R B A 5 e K 2 B RIE H o B8 ) A 22 7% 40 e (HSCO 1)
PLET AR A 2SI N0 1A A B ISR RS . HSC 5 AP A 4 B i 5-8%,
o SR AR RAIR) 13%. BT 40 A TP B Rl 2 T 32 TR B o Sk stk A% =
HSC $I0E 1 AT T OUUSCET 4 40 Mo 32 B IR e oAk 2 BRI , Bk 48 i T 46 5% o0 A R
P R T 40 M, FCAE I v 2 WA B AT 4 R, RIS IR o TS I 23 i A2 B 1 HISC 1) 2 25
PEo WS B HSC i RIE R G2 AT didb Rk e BB IR . PR, R iBond 1K) HSC AR A FRLE
FFEF itk R AR A o I F A A Re . L b, BT IEAE VPG 10 2 20h T A R4 1677 2 X
HSC 3E PE I3 B H A =4 (] Gastroenterol, 2000, 35,665-662). T 4i4h——H 4
TEAE T2 3 PR AR SR —— ke 22 M D\ Ay A VT 22 1 MRS (R i) 1) = BRI
& 1 1657 AR 4 A5 JUPT T 4 AR BT JORE 259 Bk /D P 77 1A Rtk Bl By

6




CN 103108634 B OB B 14/23 T

RIWER, B R n] ek ER G A 259 .

[0018] Bl 5 3 A ] 43 Ay AL A SRR CA ot e o JFE 95 i 11 785735 AR 4/ ] I 9 Ak
I3 R (P R A0 ) JEE 9 75 O A 2298 7488 L T B 70 FH 77 6 HIRD , I HLHL AT i 2 T i
T An L AR FASR B S DL R B 1 A M 2 R e 7 i (R s A B AL 5 12 o s
BE AT 5| 22 R A A B 5 | B PR FF R I AE A2 53 o BN ) 40 . P i e R P
P T W IS T I , 122 T ] o ] 25 R AL AR LI B4 (The Journal of the American Medical
Association, 2002, 288, 2579-88), i 2l i J5 4y 1 ALEE & — Pl RE AR i b R, JF Bk s
(IR 3 B AN, FEmT 5 R 40 i ) RE R 1 R0 4« 0 250 B I E B 42 B R B T, S 30U
AT 5 | 0 e )y R R A R 4534 PR e BB AL 28 7= RS M PN (55 P EEEVE H M B B
C (PKCO [0S W] AR PR 3R AR (A Th RS, X SECA MU 5 FI Th eSS o ATk T B S il
AR R AL 272 )R A2 M PKC 3272 AR B ORBER o T IR SEIR 4235 4 Ak AT 5 [ AR M
IS 1T A5 P 52 40 B D B R 1 R 47, S B0 L 5 40 A RO 3 185 I 9 T 20 M O 1Y
MRS B I 3E 15 108 AR DA R S 3005 W R FE ACEAH DG IR 2R B T & o IX 242
ST W PRI RAE VR TT B H AF o

[0019] & RNE [ N RE A 1~ GE IR T~ — x B (NF—x B JBOE ) T— 4o iU A% A7~ (NFAT)
PSSR AR T -1 (AP-1)) [ B SRR TR T AN = EKE T F 2
— A E A R (INOS) DL K BR (/K A B ) R R 7= A2 e LB i 2l 7y 1 55 R A AP ()0
M7 T B R IG5 3K 3 B b T 8 3% DR T 6 A2 9 A0 i 7 A 7= 23R [ #E AR (Recent Prog.
Horm. Res. , 2001, 56, 239-263; J. Mo1. Med. , 2001, 79, 30-47 ;J. Clin. Invest, 2002, 110,
923-932:] Endocrinol, 2001, 169, 453-459;] Biol. Chem., 2000, 275, 4541-4544; ]
Endocrinol, 2001, 169, 461-464), &, v+ 55 T HEAT 2 71 L X A 9T (Medical
Hypotheses, 2008, 70, 148-155) & BH R 14 J B L 158 P9 B2 A2 K IR (VEGE) . — AL A A
R (NOSD IR 48 2E K IR (PIGE) | g T8 40 28 7= 4 ~AGE 52 /& (AGE-RAGE ) Ifil % £ il 3% 1
B PR I ACRE B L2 A (0 40 B PR 7~ 2 1) 35 DD AH 9%, TR, 22 0 S 07 32 mT A0 280 7 G O o
BEAh, TNF-a J2& T 08 JR9pE B3 rb 38 A8 MR8 PR PR AU I 995 42 (PDRD (145 384%) (J. Diab.
Comp. , 2008, 22309-316), iX 3 B PN HI i 2 H (LPS) 75 S 11 TNF- a &34 77 ¥ IR I 3T RIE 1)
HHIH,

[0020] %8 PR H AT BIIF 53K B 2 AL 2 51200 M BUR I 2, BRI AERE R 98 FF RORE
AT AT B AL R P AT B8R TR« BRIL, T BT A 2 AN S8 bR CRLARR(EAN R

BERH I J5UBE L INOSVINF- a R TL-6) (K367 B IR T ACRE AL 54, I HL 7 B0 X 28 211
HIHT I 70 1 o

[0021]  US6794401B2 AFF T X (11 WAL 54, B AR 5 MK SEAR SR 2 i R m]
i T2 HVERIE), oA —— ARFRAT L A R
[0022]

R2 n3 R4
Z

x—A~y o >:;O (Ih
R1 & N
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[0023] Y {3 0. S B NR, Horp RAGRE B ;7 £A3K 0 8L SRy« Rys RN R ATAH A BIA
[, I RIS AR R A 2% RS IS B L RIS L U0 e S sl e S A AR R B s
IR BRI B 0% 58 AR A8 5 SRR R A X AR o - AR BOE T IL o« — ]
FEEA R ABLY 1 a - ZEERRATED

[0024]  US7521465B2 A T X (11D B4L&4), HAAY) . B AR A R AR R 2
)R] 25 R AT 2 R A, o ———— ARERAT XU W AR 0 80 S 5Z 3K CRys O

g s;
7 G
RgCO._  _(CH,)n “’/R4 2 \{
b @ mNR1 (i
NR¢R, 4 =
Rs 0 R{ w

[0025]

[0026] G AR 0.SBRS R,y B EAH 1 B2 ME R 0.S BN B2+ 5 JGEL 6 JT
FEHEITIHRRGE i UK Lo Ry Ry RAN R A KFR L FRIE AR 5Tk P 22t
HUARECR BRI B ERESCGCRER (C—CoRidE (C-CoORt B EE M T o R R AIAH R EAS
7], FFARST AR HVBURBER BRI B R 2 S 05 2 A4 5 585 29 EE R COR, 25 1]
Horp R ARREAR BRI B Rt A3k 77 3k G 8 55 T 83k e R B L T e R T b
éﬁ%ﬁ/‘]%@ o Rs’fﬁi% —-OR 133?4 NR 14R15’ /E\ZEF' ngﬁ%%%:mﬁﬂkﬂﬁiﬁﬂt B/‘JIZFE. E %%\kﬁ%%w%
e DT BRI HEAN SO T R R MR 5 AT AH R BRAN ], JF Al A s AR S 1k B bt
AT L ZE A o R AR S BURBCR BRI IE B bk 07 5 idk | B 11 —CH ,COOR ]
FE s H A RACER H Bl (C—Cy) ik, R fFiEH S G —EIE K 5- JoEk 6- J6 )7 HF eIk I
BN IR/ 0] L7 B SR B SN gL SN i B

[0027]  US7781464B2 A FF T X (IV) W4k &4 K HmT 25 4k, Horp

[0028]

R1 R2

(V)

[0020]  “——" ARFAFLEIEE sV ALK CHEIN ;Y AR 0 B0 S ;WAL 0 B NR;R (& H A B
F R BUR BRI BAES BE (C-C) Bede ;X /LR R\ 0 B S P RyBAEL R 5 7 —i2
FEREH 13 24 E 0. S BN AR T 5 ek 6- 6 HEHR AT R4 ;7 103K 0.
SELE Ry LA E 1 3 2 Mk H 0. S BN 28R 71 5 JCER 6- JC 5 B IR B T5 %
45 RO R AT AH R BRAN ], FF Aoy ik B4 w0 38 RS A L U RS L &3 L COR (0.
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B ECR BRI A B E SRR (C-Cy) KEFEM (C—Cy) KR IEIFE A R, fUE -OR |, 5K
NRR: A R SR AT R LIHTE X IAZEF] R 5 RARSF R [5E X WAZER] R ACEAVBUL
B R AR T i I FE L —CH,COOR . J7 1 i B I3 1 Hob R AR H B (C,—Cy) Sk
[0030] X (IT).(IID) FCIV) Bk S @R (D A%,
[0031]

R

(R%),

(R,

[0032] REIHIT

[0033] AR H H 20 CD MG, H T TR RaTT v AR SHRE « £ 4E 40 0
B PR S R 9] 4 DR . A e i ot o P 1T 757 AR &7 J) L 80 D AT A I RAE
P PR R I 75 55 R 2205 70 L BB R R T O HID s BLE 25 TRy A X (D
AL o

[0034]  ASCI) 55— B R R BE T A TT 0 B AH DI iE 21 4 A0 R PR s I AE 91
YR I A S R e oo JPE 95 P 0025999 AR 70 FT L6899 ) ARt 789 S R0 (P Py e 400 )
WAL AR R T B AR RN T GRED (1 57 G 4E TR AR E I (DR &)
[0035] AR EIHI A —A B RRAE R (D LS, T30 97 R Kk 5 e i A
AHICITAE B PRI FF RRE SO U P s 3R (D LA TR 97 NAFLD  GIEFERS PE AR
J PR BP9 « NASH  CIESEAS M i 10 TR BT 98 BT €7 44k L BT R A R0 RS ek g s MR AT 48 3t =X
(D Ik A4, BT 387 S Co 995 « J 085995 « &1 FE A 29905 1 PR s« 400 ) i 2 9
PRZEIT A% T BE AR AT GR35 (DD Itk &4, F TR 7 SRR AREAL  FE Bk 2= | i
JE M R 2R RO AR OK 325X (D Bk &4, 1677 B8 0 Il 4 B8 I 41 4 b B 57
Wi~ 2 B2 1 5N SLERG AE AR BELPE PR R 45 s 324X (DD ALY, FH 3097 85 R 993 P A0 1Y i
WAL B A TR 0 B R T A AR B R 1 B B R (D BG4, T PRI
I 2R SRR H =8 7K PR AR I 2R A A5 M AT 53258 (D L &4, H 3] TNF-a |
IL-6. iNOS\ Z& 51 &8 25 il —2 Bl 38 IR e s it nT 25 A& LUG T Bk e sl 22
DRy s AR AR — R a] HRIE

XRAE

[0036]  AKMAJT T A (D L&, AT EY SR AR A SRR R 2
d ) KGR S R] 2 R R R] 2 FE A 0 AR T 0 B L 2 KR T B R DS
o

[0037]
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(R%),

[0038]  H.iAkh, AR BHERME T X (DD WAL &Y AT AW R 528 SRR Sk
TR 22 ) KE ) VARG T 25 L T 25 LA A B R 25, TR
FF98 S AR SIRRE « JT5995 B AR DI 9 I 9 S R RE A9 20 A I8 S R RE Bt It P o A3 i I
PP RT A JE AP ) RN A I (P PAY 5 R 10 IS 2 B0 A 2R AR L S B AR RN
JEIRD, Horp —— RRATIE IO WAL 0 80 S; Y AR NR.S 5k 0; Hrp RAREREA L BURBIR
BUARIIE H RS 3L 5735 L B TR —CHLCOR ] s Hodh R°fAF — OHL —NH , —NHOH 5§
OR'®; Hir RS gEEE ;7 402 CR°EE S;R M8 0. S5 R BB A AR e 1 8 2
ANEEH 0.S BN B2 RTINS 5 JCEL 6 T 5 BHIAERZL SR R4

[0039]  R*\ RPMI R “PhO7 HiAR R AL 1 38 L FR 2L A3 L 03k L AR IR SE L 3 ek « g AR ek B
BEaa It 5

[0040] RARFR UBV ;A UfRRE . i 25 2T VL 3% FFEFE L &5k . ~COR Bl 2 B AR,
BR B IR B 1 B B B (C—Co)BE AT (C—CORE R FEMIFE ] sRALE —OR VBl -NR PR";
Horp RYRER A B 7 80 BUR SR BUIR IR 3% B 6 2k I 5 05 36 05 e S 0 4 95 KL 11 3
S RPAN R P a7 AR 3 A B U SR BUAR 3 e 36 J 35 77 FE AL 57 FE I BE ] 5 )
H RUHN R P IR IR IR B AR T R

[0041]  VARER 2K

Pt

[0042]  RARFE -OR “;Hrp RRFRABUREAR BRI IE B e 38 I3k 057 2 57 S 2k 4%
755 SO IS, LU -NRPR HL A R R R AT AR R A B IR SR BRI i
Brdk SR T IR T FE R FE B RPN R M AR R AL —COR Ml B B R B %k B
BEIE Mgk 7 FE NS 07 FE S s 20rh RVARRBURBCR BUR I B e 38 5 38 2405 0 4
FE RIS 7 A BRI e AR TR R

[0043] p fil q 2IEH 1-3 FFEEL.

[0044]  FE—AMLIERISLHE T &, #5877 X CORL & H 1677 NAFLD/NASH 1 NAFLD/
NASH— FH I R 0, FLHE LS TR 97 ARG (D B’ &9

[0045] Sy — Sty &b, fiR T A (D B 677 NAFLD/NASH, f 3645 71597
BHREKBA D &Y.

[0046]  j— NSty &b, fiA T X (D B4LE WA TG 77 NAFLD/NASH, f 4645 71697
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A RE R D KIS

[0047] 55— ANSEHETT S ik T3 CD AL SR IR T AP LT AL RTHRE AL, BB 45 7
AT RE R D LS.

[0048]  Jj—ANSEilir S, iR T A (D AL &Y A TR 77 NAFLD/NASH AHSC S, B 45
LTI A RERA D LS.

[0040] 53— NSty G, ik T A (DD BIALE W T390 77 0o 0 491 B 2 ik ok 1 i
P FERE R L U 2R AL R o

[0050] 53— NSty G, ik T A (D BALE W T30 77 B8 IR FERAE ) i K I I
RORE IR I o JFE 9 00459 AR 97D o I 8099 ) MU I A RE (R P S AR P 22 7
PRLEIPIAL B R A AT LR o

[0051] S5 ANSEitiTs &b, $ 13 (D A SR 13677 i BAR B0 i e 44k &
ez o

[0052] 55— NSt 77 S, R4 T A (D BALE W] T 7 SRS 9 A B o

[0058] 5y —ANSEiE )y S, 4R T B TL-6 ERHIE R A INOS JE i 42 8 B 1 -2 1
TNF—a #lE R (D FE a7,

[0054] S ASsEiti 7y &, R4 T A (DD BALE W] T FRAR AL s I H ol = K P 0
1 352 AT B Ao

i =] 154 BR

[0055] & 1: 2 (A ALEWIXTIR B R AL HEAE (DI0) /NAFLD /) A B IPEH -

[0056] & 2: 2 (A HI4LEHXT NAFLD/NASH /) il A 5 ) 7E o

[0057] 3: 2 (A) KL G X NAFLD/NASH /s 5 b JHF I 2 5 (9 VE A o

[0058] 4: A (A LA Y% NAFLD/NASH /) 5L BT TG K SFEIVE

[0059] 5: 2 (A) KI4LE % NAFLD/NASH /) R, 60 3 25 8K BIVE T

[0060] & 6: 7R A3 (AD 4k & 4% NAFLD/NASH /) 53 FHF R 4 20 BE 22 VE FH 1) 20
[oo61] & 7 (7a=7h) : 2 (A) 4L S 95%F NAFLD,/NASH 5 75 o FF i 40 295 2 22 A8 4k VE R o
[o062] &1 8: 2\ (A) HI4LE X NAFLD/NASH /) AR E S I 7EH

[0063] K& 9: = (A BIALAHXT NAFLD/NASH /s B3 e 25 B8 AP FIAE F o

[0064] & 10: X (A LA W% NAFLD/NASH /]y B ALT 7K RIPE A

[0065] & 11: 3K (A Mfb-BW0%F C5TBL/6 /N il 8 78 71K £ 175 5 ¥ NAFLD/NASH H (1) JiF
PR H I = BRI EH

[oo66] & 12: X (A IAL-E R HEE FRIR X155 T 19 NAFLD/NASH /)s 5 400 e =5 v % 1
RIVER

[0067] & 13: X (A Wfb-EW%F C5TBL/6 /N il 878 71X £ 175 5 1) NAFLD/NASH H (1) JiF
R ZURR P24 (KR

[oo68] & 14: X (ADMILA YA HC-HE Ry fiH [ i — e R DAk £ Dl i i 6 Bl b H vk =
AKERITER o

[0069] [ 15: R (A) [FIALA AT HC-HF 4 fr/mmi i 4 B2 NEFA 7K I7EF o

[0070] & 16: X (A LA YA NAFLD/NASH /s R AR FE 1S I Ve H
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[0071] B 17: K (WORIMA YT NAFLD/NASH /> B 7 if 2% R A 2 IR S I H B i (ASTO I/
o

[0072] & 18: X (A) KL% NAFLD/NASH /s i M ALT KPR

[0073] 19: 2 (A K4 A% NAFLD/NASH /) 5, A B 40 i < BRBEAZ 4 T

[0074] 20: 7 (A IALA X NAFLD/NASH /I 8,7 JF A g 105 28 P (14

[0075] 21A: 3 (A B4 EWXT CoTBL/6 /I i 878 71K B 75 5 1) NAFLD/NASH H (¥ i
JIRE LR 2005 T 2 (R

[oo76] K] 22: 2 (A IALAPXT DIO /N HOMA-TR FI1EA .

[0077] B 23: R (A FIALA YN nSTZ AL ¥ K B A 7 R &5 5 19 NAFLD/NASH H 44
HERIEITER

[0078] & 24: KRy (A B4 AP nSTZ 4b B KB Hh 8 75 i 155 3 19 NAFLD/
NASH A I 25 96 T8 e (R A2 D 4 FH 40 4% o

[0079] K& 25: X (A LA YN nSTZ AbFE K B A 7 2 & 55 5 119 NAFLD/NASH A i
2= R O D A2 1D AR

[oog0]  [&] 26: X (A LA WX CHTBL/6 /B ik & 22175 T UG 41 44k mh it 20 23 21
EWER

[oo81] & 27: X (A LAY CHTBL/6 /B Tk 2 22175 T I 41 4R Ak mh it 2 23 21
SEIVE ] (HRE Je(h),

[0082] & 28: R (A) HILAYIRTIE 2 B (LPS) %% 1) NAFLD/NASH /N B TNF-a 7K F 1)
EM .

[0083] & 29: R (O L&MW — 4k b4t HC - HE W mmlne ()4 5L b s TG 4
[0084] 30: A (DO E PRI COAL AP B RS FR R 75 S NAFLD/NASH 1)
/I B AR B SR AR A

[0085] 31: ORI BT (O AW 4k 35 X5 875 FR &5 S NAFLD/NASH (1)
/NS T VR

[oose] K] 32: 2 (A) FIMLEWIXT CHTBL/6 /N il H 5 77 X B 15 T 119 NAFLD/NASH H i
YL B IOAE

[0087] P& 33: R (A FILEWFIE (O 1A Ak 3R 5 5 S 16 20k i H il — 5 e
/NI TG FIFEA .

[oo88]  [&] 34: X (A (B FH(C) HIALAWIRT 3T3-L1 /N BRI e 41 4 41 g+ g 1o 2 1 i 1B
o

[0089] [ 35a Fll 35h: {4 FH &% (5 EN IR AR N 28 (BRI (OO 4k B AL HSC A S JR 43
WA VP A

[o090] & 36: A (B) FCC) MLAPXT HSC HIAT I T .

[0091] &1 37: A (B) R (O MILAWIRTHT 155 T A& HSC MR .

[0092]  [&] 38: X iNOS =4k [l VE FH o

[0093] & 39: HEME ob/ob X HE/N R LTRSS TRETE T (n=5) R (A LA (50mg/
kg/ K, n=4) 10 RJFHIIME TNF-a P (pg/dL).

[0094] & 40: HEPE ob/ob J&XT RN R 28 T IRES TITEF (n=5) F1 5K (A) FI4L-A54) (50mg/
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kg/ K ,n=4) 10 KJG I IMLIE 1L-6 /K F (pg/dL).
[0095] & 41: R (A B4 ERT STZ i3-S ke R 95 K Bl rp SRAZ AR M E o

BEKiEAR
[0096]  AKRHIATT T (D L&, HATEY R AR SL R R R 2
fe ) K G E AT 25 R R 25 T AL A A ) K R 25, 1T T B Aa Y
JEE9 B AR I £ AL AURE J 0 I A AE A9 0 R ILAS O A AE o I P o JFE 9 O A 65575 1 &1
Ji 09D RS I A (1 P 8 R P JE A28 B 9 A 20 A2 S B A2 R OEHID o
[0097]

R

(R¥)q

[0098]  Hirp, —— fREFATIEM B s WAREK 0K S ;Y ARENR. S K 05

[0099]  Hirb RYREA B BUR SR BUR K% H LU R3]« ERESCSCRER (C —Cy) Bk
IR E R ENAE - SN VS IS 7N~ SN S SN~ B SN e 5 = B 1 Y B SN G SN
DT REBIANRIE RS R Tk A A B L L Na. K % ;B ~CH,COR®, Hirh Y
¢ —OH. -N,. -NHOH 8¢ —OR"*; Hrh R &t ;2 AE CR°. 0 8 S R'LH 0. S 8 5 R
WEAWR I 1802 NEA 0. S BN 2R FIIFE A 5 JoEk 6 JC 75 BRI &
G5, 5 U R L 2RI AR I ML e R

[0100]  R*\R*HHR°HTARRMIE G (1FE AL A A i 3% B et S0 31 3D 38 A2k V3
I IR | 2 U BCR B 1% B ELBE B SCRE (C-CORE3E (i & 428 N2k 57
WEVIE TR TR BT RS WEFEAH L A2 D3 Ak 4 g E R FEUR KL
FE AP (B AN E AR I R AEE . S5 PR, MO A TR E LS UK
(C,=C,) BEARSEEE A (9 i AR LA E TR AR SE L T 435

[o101]  RARGRUELV, Hrh ULk HE . iz (g S R BUD R 28 Al 2k U AR IESE
R F . —COR"EURBUR B 3% B BEAE ST HER (C—Cy) kit (Bl in %L 23 A EE . R
FEVIE T IR T I GBCT RS (IR B (C—-Co) B Ik (i 4 . 280 N T8
S5);R1ARFR -OR MEl -NR PR H A R TRR AL HUR BRI IE B LA RIEER] < (C—Co %kt
TR CFE NIE RNV IE T 28 5 T BUT J555 5 (Cy-Cyo) M50t £ 4355 TR A
B THRFESE s 53, 45 5 Ju B 14 JUl BIR UK B = IR R Wik 2L 2555 55 bk,
B2 R L A 3 IR TN R A s A% 05k, A8 5 S0 R 14 JTH IR IR B = IR R 4, 1l
W 56 DRIy kWG 256 | ML S5 WA | I A | IO WA | S A L W AR | — L g
WAL | D I | I L | PG | ik R R (WASIAR L . IR | DU S IR L SR . A

13
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WAL | DU S5 A 55 5 DAK S 1 Ay 1 A 1 BB S T

[o102] R R AT AH [F AN A, J A s AR & R BRI 2 B DU R R5ERT - B
BEBGCBERN (C—C) Feb B A 5L 56 N EE SR 2R I T3k 57 T3k VBT 248 5 (C=Cyp)
G0 AR TR 25 T HE % 07 B AR 3 2 B A s O L) TR I R R W
IR IR ik | ML (WS AR (IR WAL IO AR | S R W (W — WA | — Wk (I — WAL | T IR |
IR e PLE R e Ik PR S 2 S MG 2 2% IO IR 2k L SR T IR WAL | 2 W A - W WAL |
DRIFAL L R TFIE Tk ORI TR RO () AR AR i AR A B R
RY— e T AR MR R B DT B, 49 At Wbk | WIRIGE ik DRI L L ILE I et | SRR Tk L IELms: it
A\ = IR DY W, G DR A AR

RN .0

[0103] VAU ;/[N,R@E,Eﬁk sRIARE -OR B -NR PR
-~
Rl

[o104]  RUPTACK MG 4 (AL 21 0E B A BURBORBUR 2L B LR (¥ 5 21« 15 5 s S0t
(K1 (C,=C) BEREWI U 3 L IE TN R NSk IE T 3k 7 T2k U T 25 s ELRE B BE I
(C=Cp) MW LR MR 2E 1 IAESE D7 B B M A0 2R 6 58 507 ek () 2 P 4 O
L IRNFETE s 2% 77 FEA] QUInH e B Wy L IR L | b i WAL SRR (DR L SR
AR (VR AR | — WAL (W WAL | D WAL RS L LB L AR A T L 2 R T I
e RFFIBR ML IR WS M R TR IR | TR RN 2 IR RIS M SRR IE ML RO
IA) SR IO A RS 5 5 T B e 51 L W Na K i < Je 491 4t Ca AT
Mg; ANTRIGR I 6.8 0 o 2 BRERAC I B B — LIy — SR LR IR IE TR L REEIE L 32
CEEMEMS R T2 L HREWRIE IHAAR 2 T =4k

[0105]  R®FN R°ATRRAIE A 12k 13k B HLCOR " HURBCRBUR KL B LRI - B8
SSCHER (C=C) FEAEHI I AL L ZF IE TR RN IE T 26 7 T 2R BUT R4S LK
SCHER (Co=Cp) MW U0 @S TG JE < T R 4% 5 07 R Ao 2R 34 S 2% 07 R it
W ke | IRy 5L | PR 2 bt 56 | RIS | R A | IO A S G A W8 AR | — At (I
WS DY WL W i | ML IR L AR LR

[o106]  RYHIR AR IIE & AZEE] 2k H & BURBURBUR L H LR IR - BRI
BER (C=Cp) BEE W A AL, L6 IENEE RN AR IE T 5657 T 6 BT 5656 s BB B0
(K] (Co=C) MBI U LIGHE MR A T IR BESE 5 07 BB U R LS5 2% 07 SR AnL e i |
WFE Ry e | IR R 55 « LG P e L A 5L WA A IO AL | S R AR S (T8 I | — AR IR R RL |
VU W | e e S L IR L AR L AR T ML R 2 L SR DRI 2k L 2 JF DR M R I ML L 0
WE ML 48 T I i L R ORI i R R IR R R [R) T SR R A R A R A 5 e
EIEPA T AEL  ZR I I E NI RN AR S D7 BE R AR WK TP AR R LR R
IR s LAR 7 A IR R SR A

[0107] A HUAURT, Prd BURCE rl AR EA R T s A1k B LU B k38
(EUETNC RN NP SN T E N B N - NN R E N A N i N e N 20 8
Chydroxamate) FFBLAL  HEdk . i fUBEEE « IAUBEARIE I BERE J7 56 B da 2k L 07 R (B
BAa 2k B R AE B A (acyloxyacyl) aRIFEE D7 2k ABEAE L . e 3 2k B
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PR 25 | At T 2 | 5 AR A | BT 2 | e AR SR e B LA SR IR B AT AR 4 G o e
e S S e

[0108] p Fll q &EH 1-3 EEEL,

[0109]  ASCEEAL Y T 9097 e Il Bl PR s 9 A 0E /0 i 787 R AH SR 1) =X (DD 14k
HW), Fridif T G T D FEY .

[o110] A BHER ML T FF¥A77 NAFLD/NASH FI NARLD /NASH— AH 5% FR52 95 A 1 1 2 CID
W&, Tk Gy ARG TR ARG (D b &9

[0111] A& BIRELAE T HF¥897 NAFLD/NASH [ (D (94L&, ik Ve 7 3545 T80T
HHERA D K&,

[0112] A& BIIRERAE T HF¥877 NAFLD/NASH [ (D 194k &9, ik e 7 B 3545 T 1897
HRHERA WD K&,

[0113] S PERUIE Pk LBV FE ST, I G o7 R H ot — 156 R0 B3 0 1) 5 e m adl e i 10 A2 1 1)
B0 =2 X6t B s A= s e B 455 IR D R S I I I A I A R AL IR (ACC) | ATP #7158 222 i Il
CACL) Tl IR Tk 4 g A 2 Vi RN T 2 S IR I 1) B v 3R 0K, JF DA SR B I IG 10 AR R iy e e iy
AR 2 S S B B 45 G E -1 (SREBP-DD) T KRR 4w . BF
B 5 3 19 0 7 28 MR AN A B R R O VRS VIR U 18 I 28 (ASHD (World ] Gastroenter
012007, 13, 4974-4978),

[0114] AR BHIEHGR T T 1697 BT EF ik RS T I 0 1 T 28 CASHD AL « 40 i e
I 95 S T AR AL AR S 5 1 X (D IS4

[0115]  NAFLD 548 #t ({0 1M 45 9 K Rl 1« 22 B4 O BLER-G ik (PCOS )« S A PH 14 e R e W
5 (0SA) ZYIHH2E (Journal of Hepatology, 2008, 48, S104-S112).

[o116] AR BIIERIA T H 11477 5 NAFLD/NASH AH I 555 151 fin 22 2 1 B9 S5 45 45 1E A RH
PPN 7 458 | Bk Rz g AR S e 1 =X (D &4

[0117] AR BHICHGR T H 307 1098 FEAH D955 491 W i 21 A AL R 4 8 15X (D 14L&
Yo

[0118] A& BHIEHGAE T H TR E W (D B’ a9,

[0119] AR BIEHEAR 7 FH T30 INF-« | IL-6. iNOS. Rl L R B AL i 4 8 2R il —2
120 CD B &4

[0120] AR BHAEHGIAR T F T B ifn 28 SR A mb - ver = i 7K ST AR i 2%+ i 28 4 7K P 1 2K
(D MLEY.

[o121]  RiE “HRL4” GFEH A —AHEA CONL 0 5 S JRFAF T RHALE M 4L 54 o
AL, BEARZE R N JRF 22— 4 S JRF B 30 2L M &4 2 B S 2
[0122]  RIE “ AR TR AR AR B2 (R 78 J5U 71 2% (R HE A1) EAS [RE 2 Ak 2% R 4544
AH TR FR) AL AR o ST A S5 A A A 58 ot e S ) A TS il S A R

[0123]  ARiE“HAS AR QAL TP h i S A Ak i s e Xtk &4 . i,
Wi — T AR SR AR

[0124]  Rif“Z @ MY)” A BA AR 4 m e E R A =S mnea9.
[0125]  RiE “H 25 HIEHIEW” WRER 71 5B REDN 51 B8 TS G Y.
[0126]  ARiE “fTEM” R (D BEW BUY) . BAZ R LA A 2 R
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V)~ KA Je FE AT 25 FH 3 B0RT 25 FH S 5006 0 i 0 il R A Ak 25k R4 AR Ak AL pe 2k
BEAl AL G — A ek 2 AN BR R AR A S

[0127] AU B e ] 24 FH R G JE 400 4 LiNa K S5 (19 £R s 58 51 i Ca Mg 551K
AW I = CRENE . o — 28 SRR WRIE W IBR  IERE 8 S EENERE B F2 S BEWRIE |
BRI EE 5 e h BRI B 2 s8R Eh 58 o il 2R30 B AR 2 BE IR #h ) fn H 2 IR L T 2 1R L e
AR PR TR N2 IR RN 2R NS . Pk shib s a2, HhiE &1 #h
FRORIR B AR 2h (IR B M AR AL VIR 2 A L) . IR AL VA TR £R L TR IR ER kA
PR &L BEHIRR Eh \ palmoates. FFTARR £ FF TR 5h K IR L K IR £ FR 2R IR 3h \ 2R T IR
R ATR L HUIR MR £ H VR £ i 1 R R A . W 2 VA ST LU K S E
B G b A IR AR ) () A

[0128]  — HHHA T ARG, 7B LR #0E FHAHF 3 o AR BCHARIE Kk &
VS

[0129] 1. (2S) —2-F A -3-(4—{4-[(2,4- & -1, 3-MEMre 5-3E ) AL ] KER )
ARHE ) NIR Pl AL

[0130] 2. (2S)—2- % J& —3-(4-{4-[(2, 4- 48 -1, 3— WEMkgr —5- L) FIZE ] 284K
i) B SR, DL

[0131] 3. (4-{4-[(2,4- =5 -1, 3- MEMpE —5- 2 ) AL | R ) KOE ) Sakidizh,
[0132]  JriAm G #h 2B (D MAEWS 1 3 10 98] S sS40 S
BYEACE BT IR SRS R A B ARSI an K L DY SRR | PR L ARLT T AR
FIR CHt ST BE « ST S5 s A2 T o) 46 1 o 0 ]S FH S ) R0V 600 » A ML G — 2T M
a = KOG R WREE bk | IERE L 72 S FEMEE B 52 SAENRIE IEAR IR # B K B 26 R
BREh, SRR H 2R TN 2R  DEZUER 1 B2 R 2 R RS 2 R R T 2 R S5l mT
Tl S R £ o PTIE MY, W AR W LR LB KV EE TN DY SR L AR
CUBESE B R I 3R 1R SRR A R B R « W IR\ ) FR ORI R« FR A IR . IR AT R IR W
RIER K MR 225 IR PUIR MR R IR  BEHTER K IR R R A R L R 5 Ak 3
KA AT EE SRR I A EE . W rl AR S Y.

[0133] T EFeHH B2, ARG Ym] &4 0] L UL AR B A/ AE 2 T, 9 H&
SRA SO R4 R B R R/ BCE SR AR L rh i — ol 2, (E2 B 8 X 3 5 e 1
AN TR 4 REIR B / BORUR R,

[0134]  Hay e A R B — 356 43 1 B ads Ak & 00 1) ST A S A A ] 20 el A A A — 0 e S A4 713X
AL BT RER I FE A il 2%, B0 70 B — T e A4 T X B A R e i 12 AT ik
RN 5 B I T VR AR R IR A e o AR DT b i e RE AR T
AR o, B RIS AR RIS A 7 VA BCE A T (0 ST XS ah AR
HATEWSE) R0 5F R (B A0 R ER A R LIRSS ) TE R HEXT ik
k.

[0135]  AKRIGEFENX (D MWEVIRIRIZ . AT 72 83 5 nl @ (ki A2
AR FEA Gt 7 i A 56 T4 A 27 A5 15 R A AR e B R A5 0 A 0 1 s e Vs PR IR AL & ol
I8 A% FH A 24 (S S PR AR R AR R AN 2 A HT

[0136] A4y iAc i B —& 70 3 =X (DD AL & 2 M 2 5 B4 ml il i ek =8 (D &
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WITEAS RIS B 45 okl o 90, A3 AN 5] B0 PSR B R S R T 45 5 s TEAN )
MRETN g s 45 S R b 22 R I A O RS DRI i 74 B4R 7 2l i v o @i
PRI TR AL B AR 5 T YA BORR VA, AT 3RS 2 ). R I [ A ERER NMR
PEVETE S IR 1L by B I ZE n I R AL R R X- S ATH BB AR 2 £
R R TRATAE o

[0137] R eA R B —3B 40 12X (DD AL A0 50 nT 25 BSR40 m] i ok 07 32080 ok =X
(DA VIR TRFB K PR L TR GBI WA | / K 82 Bt / K.
N, N= = FIE R EERE / K5 (L Ry KD A IR0 FH 22 7 45 b AR il 4% o

[0138] AR BHILIRME T2 HAEGY, HEF R Z M L@ (D W&, Hardk
V)R AR S MR AR SRR 2 @ KRG AR rT R R 5 25
BR RS T LI ] 25 PV G4, BT ik 5 AL &9 ml L Fia a7 R/ B s 49
NASH/NAFLD .\ 41 4E Ak R4 g 107 1A 58 S5 MR DG 5 491 4o XL 7872 05 22 B P BN L 252
A AE R B P R T 5 A SR e e 9 A RS S5 5 DL RN B 95 I R A9 G A PR v P AR
P J5 A R PR 2k B Rk A 2 A B PR T 1 Y B A

[0139]  Jradk 24 FH G40 mT DA 3 i A6 FH PR TR A0 a3 < e 3 o 70 B 2850 L v oo v
2, FURT AR IS A [ S SO A AR BRR B ) B AR A B A RS A R AR B
AV DAY BTV S B o P IE I ARSI A S 7 v & TR A A . TR &)
TE LAY R AN 70 T % RXMHEWREESA 1 EE % P 25 EE S Lk 1-15 &
&= O BIEHEAL G, TR 4G4 B H AR 4 o mT 25 A8 R R R L ARl BRI 7). TS A
A 247 FH A8 P, (] 285 T 7 50 Bl T 3 LA % T B R 7K P Y R B L L

[0140]  — R UL, 7EVATT LG M I i s 50 B30 3 R PR BRAE (o (R Rt oy, FH TR 97 AR
rh LA 1O 1) 24 B T AR S M e s s o PR . — ki, RIS A RN R, 45 T
£90. 01mg/kg A H| 1000mg/ kg A ¥ H & Z1E A 1. BFrid HFfIE 7] LA F)ZS T 8057
S 75| - u P d ot = 11 BT NI 1 A N A N i 1 = w3 A N I i o)/ A

T FRY 250 ) ot S AR B 20 0. 2-500mg (195K T HITEMEAL S A / B A 25005 1 0
HEEF G

[0141]  BARAK B AL & m] LR SO 35 M 2550025 7, (ER ol ml 45— Fial 2
AR AL G s Hofh b T M ] . S ah 545 T I, R P v 5] il Bl 7] I 45 5 5
FEA I )45 1 70 B LS4, B BTk 67 e 1 — R a4 ¥ o

[o142] AR “VRIT AR BUAT R FE 1R 21 IS T B FARIA R4 640 T R 2K
PG Ty K PP , a2 LAHEAT 0 b Brid A 280677 13K (D b S 8K (D AL &1
REDE.

[0143]  ASCHARE“SHY)” BEOIEIAM I, THRA . A Pridshid e & 2
W7 IR BB o AR TT 132K R 03 100 32 AR ) R BR8P ik 1 s g
DU B AL BT PR BAR 3 CD B G4 BT e FEB6 (0 45 2507 S 4 TR 45 7 7
A&, BT A A PSR, AUSE AN 53 n] 75 5y M 52 BT Pk 4611

[0144]  ASCHRTE “HFR” FEFRATFIEI RAE o A SCH AT “ R A2 17 A2 1 AT40 g
i i T =R AR R o ASCR R “ R MRS I R 3 B S AT 2 BN R I
Jiggatipiiog
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[0145]  ASCHORTE “ JHA0 MO BRFEAR 7 J2 18 55 R ) a2 70 03 11 JFF 48 mb 2 00 ) 400 i g fi A
HEORAH IR BRI SR T 2R 4 A 12k o

[0146]  ARTE“BE R FFAE” ALFE(H AN R T K M08 I RS AU, 8 JhE , 0 Kbk R
(PRI RERE ) 185 % 1R

[0147] R “.Oo I ﬁ 7 SR O IERIGER R S8 o

[0148]  RGE “IHP;” BBk A FRBH BT IR 5 , BT BT 9505 1R R R AN A o
[0149]  ARiBE“VRYT”/ “ALPR” 2 HXUH FL B 5 ARV TT , HASE - () I,
e k% 5 I ACRER BT R s R0/ B (h) e BT i s » B BT b s PRIEEARI0R

[0150]  AILHARE“HT —— KHLEY” s FARKEE—MEZ M (D G5 H
7, (4B T7%, (3D fEIRTT PR, (O §il 1 T6TT / R A 59 /
iR R, B (OO BEES T E M2 167 A S TR TS AL S RG T / AP/
iR / pksz / EIEI T

[0151] AR FaR R, AU EE AN 02 AT 5 Sy MR 78 AS % W I ZE AR AR, 3 BLAEAN I =5
ARSI TS SR ATE FE B 4510 AT A W3R4T 22 MO pE el LASE HL3E & 2 Bl A5
.

[0152] ik "I 3 S it 5] itk A i WY, e 36 6) S i A5) A T B B R, AS R4 AR A PR
A S B RG] o RE AR STIREE AN 52 110 5 58 1710 2 L ER) 28 A A 5038 T A 20 N A B V) T R
EVR

[0153] & 1 ffit TR AR BIVEH N RIALEY) .

[0154] % 1

[0155]

A (A) #9ieed X (B) #9fedd4h

O H
uwc‘(pg.:;:t ,O?j'LQ HOOL,, ;Tﬂﬁgam ﬁ},
o o3

289 -2-RHE~-3-(4-4-1(2, 4-— 4 29 -1-8E-3-(4—-{4-[ (2, &—— 4,

=1, 3~ n i ~5- ) %Ha] EEA) =1, 3-wked B -5-45) A ] X AR}
X ARTESSARE R ABRMEARE
A (C) a@@ﬁ% A (C) ibsdh—4k

"}-_ e

Nl %J“

| L+ ]
(4- {4-E{2 4-=F -1, 3K -5- (4-{4-[ (2, 4~ —§~1, 3~Eed by -5~ 1)

LFAETEIE TN SN W&]%M} ) LE# B
[0156] Wit US6794401B2.US7521465B2 %n US7781464B2 A AT 1ty 77 v 26 28 (1D Al
(A - (O WGP dith.
[0157] A=)~
[0158] 1. NAFLD/NASH
[0159] AT (AD L (B) (O AL A4 S Hi b X NAFLD/NASH (1) S BRRAE 4R FH , A8 FH
18
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BIRRAE R R FARZ B (LPS) BN AH KM B AY

[o160]  SiZjtdsl] —1: 3K CAD HIAL-AYIRT DIO/NAFLD /)N iR (/B H

[o161] I8 it /ool M i 0 Jfl) e A RS N NAFLD () 22 b 45 11E 1) 68 727 95 £ ke 322 7 1k 1A 30
W) BB JHE S T NAFLD AR, $22 1 F 5 QAR PRI SRy ik A% FH 6-8 JA % /A 8 16-22¢ 119 30
H CH7BL/6 HEME /N RUEAT I 5T B ooy i 2 Ao H—41 (n=8, Hrh n BZIRZNPEED
H 7 ¥l (chow feed) (Nutri Lab® Rodent, Tetragon Chemie Pvt.Ltd.,Bangalore)
TRIWE A Sy 1E 6 R, 4 41 (n=20) FH 60Kcal% i 15 7 ik fr (HFD) Ciff 5% FH 1 1% £, New
Brunswick, NJ, Cat#D12492 HA W (A4 BDMINE, #7482 90 Ko st THAAEIFATIERE. H
IEF AR VB4 (n=8)1E g 1E 5 X B (BB 1 48D, F HFD 1AW 3049 73 M PR 28 :D10/NAFLD
TR (5 1T 40D (n=10) FH 100mg/kg 20 (A KA EWIAL B EE 11T 4 (n=9), FF4E 28 K.
Z T, H IR R ERIR TR

[o162]  sjffsl] —2: 3 (A FIALAY0%T NAFLD/NASH /) RE A

[0163] 1 ik 4] i e % il ¥ NAFLD/NASH (1] 22 R i (1) 68 157 77 108 8 ST 14 311499 NAFLD/
NASH #E8 , NPX SO AT W T b2 . A H 6-8 JEe AR 16-36g 1] 50 H C57BL/6 HEME
INRIFAT RS G35 R 2 4. F—4H (n=10) AR (Nutri Lab® Rodent, Tetragon
Chemie Pvt. Ltd.,Bangalore)MEAE Ky [E X HE, 58 — 41 (n=40) FH 60Kcal%HFD 5T H )
K fr, New Brunswick, NJ, Cat#D12492 HA WG LED F1 40% = Kb (HFL) FRluE , Fe4k 60
Ko 45 K, AFEK B 515 TR0 IEH O B4 b iy X sl 047 2 200 B 26 I DL A
WA NAFLD/NASH ()53 o«  FH IE 5 A& VR IR sh A o IEH R HE GRS T 4D, A HFD 1 HFL 7R]HE
Iz 53 H 3 2H (n=6-8) :NAFLD/NASH X} H (28 1T 4D 43 W48 T IRZE T 100mg/kg 3K (A) 11
1A WF 350mg/ kg — FIXUIK CRedk 28 RO MIEE 11T ZUF05 1V 4. 56 28 K, K ahy)ssfr 12
NS B 29 DRI 40 38 I FH TR RS IR FE e BT o ARG TS BT iR s b o, B
SR IERRE . KR TAA IR EE 7387 H i = BE VPAl A2 23005 B A2AG I o 00
PAYHI T DAL, %) P i AR O o

fo164]  SZEfs] —3: X (A FI4L-E4% NAFLD/NASH /)N U4

[0165] 44 SEH ] -2 HP 5 & K520 (A L& W 5 HAb U R m AL & k47 EL s
(& -8-13).

[ote6]  Sijlds] —4: 2 (A FALA YA mE A EE — = 0 CHC-HF ) AR & i (1) 6 B Ve
[o167] 18 i<t /7o) M e % SR N I B I B AR I 1K 25 A SRR VR CLO%) BB S R B LB
ST R B o AT I BB AR AT W R b B, A 14-16 JA % 7K 100-160g 1) 30 H %
% M (Golden Syrian hamster) FEATIZMIFT. W 2 4. 5—4 (n=7) HHEl
(Nutri Lab® Rodent, Tetragon Chemie Pvt.Ltd.,Bangalore) falFEAE K 1FE T SR, 58 —
4H (n=23) H HC-HF X (] Cin—house made)) FAlWE, FriRk 40447 &7 £ KM 11. 50%.
BB 11. 50% JIH [ B 0. 50%. IHEERN 0. 25% LA & Nutri Lab®mEL 76. 25%, I H A FTidzh
PRV K R4 10% FWE. 14 KJF, WHTRSh ) B A T PR A5 A4k 2 2 28 R0 H i =
B (TG b JIH [ B2 (TCO Fi%e] 25 0% LAHfR 2 i 5 5o 25 T Tl LB WA 2 S 4000 3 ) v 4.
FHIEH R BT R34 (n=TO/E A AL G T 40D, A3 SERE M C10%) I8 78 72 Ik B g iy
WA 3 A RPN CGE TT 4D (n=T). 43 M4 LIRSS T 30mg/kg 1 100mg/kg X (AD )
AWy Rl 28 FOIMHE 11T 41 (n=8) R4 IV 4 (n=8). ZidFerh, & Hid Z3ikE., 4
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T 16 KRG 28 FOK TR S A 4 /NI IR EUAL, 43 85 1 A0 s H T A=Ak 2 2 A B
TG TC. ML % 4 A FE B AL i 107 R (NEFAD .

[ot68]  SEifs] —5: =X (A HIHL-AWRF C57BL/6 />l NAFLD/NASH FI 51 & & M.

[0169] & 55 jtaf] —2 PriAH R 1¥) /7 S8 3. NAFLD/NASH #7075 ¢ Jil A 45 R, 4.3
WIHEAT U0 R 3 20 5 158 T RMAIVE A B4 (n=9) 18 4 TE 5 6 R (B8 1 41, 4 ] HFD A1 HFL /]
W 53 A 4 2H (n=9-12) :NAFLD/NASH XJ #& (58 11 41, 58 111 4156 TV 4LR1%E V 4555
22 O ARZE T 10mg/kg.30mg/ kg Fl1 100mg/ kg X (A HIMLEY) (8 28 K. 4bHH 28 K, ¥
FIEE R 12 /NN U A T A2V o BUILS, ¥ sh WAL sE, UL IR RRE. T
HR T B YR EE M7« TG VPl RN ZH 23905 BE2AAG I o FF 00000 AT HIR BT D0 P O 9 FELR I o
[o170]  SEjfs] —6: X (A LAV R B R RIIERE (CB7BL/6) /> B Hb Jige & iy = 1058
CITT) [5m

[0171] T8 ek /Gl W T S A PR AE A B B 0 R 1) 22 B e A 1) 60K cal % 7y i 107 AR B 3 57
HA PR RN R S 2P s R A, XX SRR e AT W M AL . [ 6-8 JEI 1A E
16-22g [f] 30 H C57BL/6 HEVE/ WAEAT I 5. KW 2 4. S5 —4 (n=10) )k}
(Nutri Lab® Rodent, Tetragon Chemie Pvt.Ltd.,Bangalore) 1alMELE A 1F 5 X, 58 —
#H (n=25)H] 60Kcal% f=ifig Uik £ (HFD) (5T FH IR £, New Brunswick, NJ, Cat#D12492 H
AR OREDR, F74: 120 Ko &3 RGN G2 TR S Zhitht£e30), H T 5 891
HIE S RS TV SR 8 1E 5 X B G T 41, A HFD BIRE 304 73 Ry 2 4 (n=6-7) :DI0
XTHE GRS TT 4D 30mg/kg 2N (A LG WAL BE (Rpak 28 O IR 11T 4. fEdbid i, &
HadseREMARHE AN . 28 28 K, ¥ sh WAk & 12 /A IFUEAT ITT. [HFE 3 KRG, B3
YIESEr 12 /NI VUL 30 38 0 0 i A T A= AL 22 0 0

[0172]  sjitifsl] =7 2 CAO AL EPAT B BENRV: B 3 (nSTZO AL B/ S R B i 3
[¥) NAFLD/NASH )31 £ [ M

[0173] @ IEXS nSTZ Ab 2 %K ] LB 785 577 T £ S ST Mg U4 30 4) NAFLD/NASH A58, 18570
LN NAFLD/NASH ) Z Bl fiE o 4 1 ROKI Wistar KRGS JEEPD 100mg/ ke #E
FR A B 2 B AR R R K LR R R S e . A0 21 K, ¥ STZ ARSI oy A 2 A FE
Tk B 60Keal% i DB A2 40% FOB% B FH 7K aug: 3 A~ H BL5 S NAFLD/NASH. #h
KA s T R R . 155 45 KA 60 K Ja, WK SAhEL 1 Rshhbae, 3
AT AL 2R P2 2= A5 I LA 72 NAFLD/NASH 115 % o 3553 90 K, 4 3h4) 73 b T ik4l - Al
TRVEVE R SR I 5T GE T 4, n=9) 1 nSTZ XM G 11 4, n=7). KRR E
S5y Ay 4 41 :NAFLD/NASH %R (58 111 41, n=9), /3 W4 O HREE T 1mg/kg 1A 3mg/kg 14
N 10mg/keg A K, (A RIS WALIE 48 R IV (n=7).% V 41 (n=8) F1%5 VI 4
(n=9), BEANSLI R, & HdRAAE YR ANKEEAN 55 31 KA 48 K4 zhi Lk
12 /NI, 55 32 AN 49 REUM I 73 B i 28 H T A A RS VIR FE 73 . 28 49 R, BX
M )JEE A TE . REREF AR E IR E . BATHLH LA IR 1 TG VRS LK
N 2EART I AR AE 7 BT o TS0 PATHE 7] AL P8 P A 5 AR O

[0174]  sZjiffs] -8 =X CAORIAL B 5T C5TBL/6 /s F P 1R 85 2575 5 I i £ 4k 19 7 ) (T
IRED)

[0175]  ZMHF 54T FHMENE C57BL/6 /N o JE THAREM S A 4 Ao HiBF R4,
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[REZRLL 0. 10/ 3 (R 50ul) &8 W4 T8 1T A BRI V5 TTT 400055 1V
H, 5% THOEFEXN D NG TAEBEEK, fERERE RG24 AT 7 RIS RIFZ J5H 14 K
INFR) P, B sk B R PR A TTT 4RSS TV 20304 W) OB AT A] 66 ( 20mg/ kg 20 11 IRES
) F12 A BIALE Y (100mg/ kg 28 IRES T ALBE, 58 1 2 AR 8 R 026 11
N2 IRIEHR] (vehicle)o ORARTE ARIAFAASEN , LLEIET -3, HEFTEE A, M3
WYIEI F K 10 3 A A7 TR UKEE (=80°C) Fh H T MM S50 . AR5, s abae,
AR AL RR . WA Il 2L A7 T BRI UKAR (=80°C) /h F TR IS 5 Rl 25Dk JE 43
Mo JBIE RIS HIK A2 Bl AEAE JR T AR CLO% ) HP [ 52 , 4R S5 8 R N FHARAZAEAE R T AR (10%)
o TR B AP

[0176]  SEjAs) —9: 3K (AD Ik E4XF NAFLD/NASH /) B A s 2 8% (LPS) 15 S TNF-a /K
S [ 5% M)

[0177]  ARHE S5 htifs] -2 vh Pk AH R ¢ 77 42 5257, NAFLD/NASH #4735 3 ), F s an v
4. FIEE KBRS (n=10) V54 1E % X G T 40D, A HED Fi HFL 4RRE (1K) 304 73
H 24 PRI G TT 4D (n=10) FIALHEA] G 11T 4D (n=9), AbPREFLERTE] N 28 K.
TESCIIA], 58 T 4RI 1T A shWBese /KR M IER], 48 11T AshPH 2 CRkS: 7 17) 100mg/
kg 2 A B EWAEEL . 5 27 KBS 12 /N 538 28 R, A2 60 738 i 18 ok g i
IR LPS (500 1 g/ ZhD BLR . LPS & 90 4380 5, BEAT Iy 0 4. « 43 55 I il
M35, H¥ A7 T -80 CHEEARIE VKA, T8 Mr. MRS, B3R IE , SREERT
I I 077 S e R J B 2 g J7s PR B

[o178]  SZjlifs] —10: X (C) LA —Bh Eh7E HC-HF AR & An i1y 6 5 4 9 4/E A

[0179]  fkHESEiEM] 4 H ATIR 0 T S M PR FRASAR RS . 14 KJ5, Mahr B A 1 vFAS
AL S E U S RIS S . BRME B3I AT IE R mEMAR K )4 (n=6)
VRN TE I G T 4D 3 SUBE (10%) [P E IR N B9 70y 3 4 s o) i
T4 (n=7) 2 HILAZ IRZS T 10mg/kg F1 30mg/kg X, (O AW — Al Eh b PR (Rl 28
RO M 1T A (n=7) FI5E 1V A (n=7), ZdFEF, FHICKYAKE, 5 14 K 28 K,
AR 4 /NI IFEUAL, 43 88 M5 RN I35 I T A4 25 50 M o

[o180]  SEZjffsl] —11: 2 (A FIAL SR (O LA WIHI —8h R XF /s Bl NAFLD/NASH f 1
H

[o181]  ff ] S5 jtifs] —2 vh P AR [R] ) /7 28 3837, NAFLD/NASH #5735 5 J 4f T, K 3
Yoy AN B KRR 3 (n=8) /E A I XTI (5 T 49>, A1 HFD 1 HFL 4] W2 (1) 5))
WpiE—0 7 3 2H (n=9) :NAFLD/NASH X 8 (58 T1 20D 28 111 4LRIZE IV 40 32 O RG T
100mg/kg 3K (AD AL B H0F1 30mg/ kg X (OO LS AN EE, BF4 28 K. 4 28 K, {514
AR 12 /N HRAESS 29 R ME, 70 & K H T A =T &R E . g
BI5GB st. RELHF IR E. ¥HF4LUH T80 B2 FEU IR 7] W
(3 FEF A 9 L D o

[o182]  SEEf) —12: 2 COMLADA R (OLEWR —ah bl NP EAS S 2tk
I = 5 I E ) E

[0183]  fii HH] 6-8 JHl %\ fA T 22-28g ) C57BL/6 MEME /N WIFAT IZI I 3 or 4 4
(n=8), M 1E % Ak} (Nutri Lab® Rodent, Tetragon Chemie Pvt. Ltd.,Bangalore)#l
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TR o 28 T 4URIEE 1T 20804 AR 158 X BRI T AL B i X . 28 11T 41 (n=8)A!
5 IV 4 (n=8) 373 il 22 1 IREE T 100mg/kg 3K (A HI4LE4FN 30mg/kg 3K (O (AW
R B 7 R BT R G THEW L AN E, A DRSS 711 40% B (10m1/kg A4
WORERS 1T 2055 TIT AR5 TV A3 . WUR 18 /NN JE, INshArh B, FF53 & i 3¢
THEDEESE G T o

[o184] ML 2ESL

[o185] A A i 85 1k 77 & 0 5= i 3R 2 £ 49 o ] 25 BB L ALT. AST. TC. TG (Il PR AL 2% 43
B A% Erba XL300). Jif & 2 (Linco ® - CA, 7= i % 5 :EZRMI-13K). fil TNFa (GE
Healthcare, Amersham, UK. 7 ¥ %% 5 :RPN2718), JH T & NEFA C ik #) &G & %
5 1279-75401, Wako pure chemical industries ltd, Japan) Jll & M35 4 % NEFA,

[0o186]  AFHE M =8 k¥ Folch 22 (Journal of Biological Chemistry, 1957, 497 )N
Purushotham A 2§ (Journal of Lipid Research, 2007, 45,444-452) Frik i) 77 V42 B IE
BB, s ARt i B 2 v AL TG

[0187]  JHFHEAL LR B~ -

[0188]  HEHFHEAEAF 10% 4 /R ARE 2 FF A T A A . U8 5um MU B AR
FUA AT (HE) 4yt . S 43T 2 48 (NTKON, ECLIPSE-E200, Japan) A& i - fF 20 2R % ( Carson
FL., 1996),

[o189]  HI = (A 4k & W4k 35 1) B W) 0 7 HH A o gk e 22 I of 3 o AL R Ok g Dy 7%
VR o A A P X SO REAE VR F B T At R AR A S 4 49 = TR UG 4 A S10TT
(Vildagliptin) 1% PG 41

[0190] =X CADFIAL AN 2R COAL A4 I ) Ab 2 1 13 o0 A 7Y (7R HE X NAFLD/NASH ¢
BRI B o R, 5 R A TR A S T BRAH EE, /S RS AR (18] 1.2.8.16
1 23) A2 HE (B 5 A1 9), AST (& 17). ALT (J&] 10 F1 18), TNF-a (|8 28) 7K F ¢ F %,
HOMA-TR 38 (P& 220 K BT 2HL 2R 995 2 CRFRE R s A2 1D 1 et (1 6.7.12.13.19.,.20,
21,24.25.30.31 F1 32>, A (A FLEWFIX (O LA 80 Eh A BE I M IR RS 6 i
7R TG AT NEFA & /0 (B 14,15 F1 290, fEHRE R B S RILT4ELh, X (D 1 &M
AbFE BT T AR TE R (B 26 1 27D 3 (A LA PIFI R (O (AW —Ah Eh AbF
B 9 1 20hE R I = ER /D BB R TG B D (B 33) . AL BT e A 48
UF T HoAh bR AL A P9 T — B SUNIR 4% 5] 7T 0 27 T 470 i

[0191] Sz, Bk L Ath G B i A1) 4 L PREEE & MR 5% 3% ok ol T s A0 0 41 4 AL 1 5% T 4
A AL A Bs X NAFLD/NASH [ BB bR iE—— PR IR i A2t B2 6 . %4k
AR A NAFLD/NASH Y& TT I 20254

[0192]  HEATHT

[0193]  HUHER RN VPIME + FrvEiR 2 ] GraphPad Prism® G 4 OAE KR fE
It K50 BRI 52 5 22 43 A1 S Dunnett 25 JE A58 BOWR 22 7 2253 i S R 9 B B 21 JE A 5
AT 5007 24 PO, 05 BF A 45 3L .

[0194] X (A AL S IE A& R MEH ML 149 1 TNF- o @2 4EH, BRI W 697
VRS 905 PRI o

[0195]  SEjAsl] —13: 20 CAD (B (O IALAMAT 3T3-L1 /I SR AF 4 40 Mo mh g J 7 R 1)
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TEH

[0196] % 3T3-L1 BT 4E4iMu Ll 10, 000 4 f / FLAIR BEFAN T 24 FLA LG TP I B
PRFR ImL (52 10% I 2F I3 )3 7R A b 0 RBP4 JR B 75 45 (DMEM #5773 b, 7E CO,15 57
Frh 37 CiE L RUE, FIRIER (0. 01%DMS0) 2 Pk A (1u M 10 1w M) ASFREE
(D RAAEY (Lo M 10 MO B AP (1u M 10w MO FI (O A (1u M,
10 1w MOACFR BT IR 40 g DL I g 1 72 e i M oo A R 2 S » B B 1) 5% 2 R0 25 4 6
BT B R IR o 2O RS 7 Ko AbFE 7 KJG, 48 40°C ] 10% 48 /R By Mk 40 i [ 52 1
/NI, FHTAT O VSR 44 10 43831 1 X PBS vhsk 6 Yk ARt B ge k) o 4 Bk b T4
I H Nikon E200 G448 40X 4% M%<, HI Nikon DXM1200C ERSARMNLFAME . TR WA 34.
[0197] 1w M B 101 M B PHk% 41 i A (1 240 i Aol 2 31 (2060 5 2 Tl 20 0 et () 4
o IS 5, HARR Gk (B 34, Lu M A 10w M ZPIKFIED . 52Tk 5 HIASE, 1w M
g 10 M X (A (B FCC) KL A MAEALEE 7 KJGARAE 3T3-L1 B ET4E 40 fe 55 S g 1 &
Ji (B 34, 20 CAD L (B FCO KL &9 5 ZVakg /IR LD « BRIl 12 E0R B (D (B
(O WL AYARFE S 3T3-L1 BT 440 i (I 7 T o

[0198] S —14: 2 (B) A (O AL G0 I AT 2 4B (HSCO H 1 AY R Jet 43 94
4 H

[0199]  FIZ5W)AbHE HSC 40 M IFIF B i 0. A4 4 A 5 7R R BUH JF T TCA- TR B J7 242 B4y
WAV EE 1 o OB BT 4t e ] T B BB E A3 T, FF AEAR NN 1%SDS . A% 1:500 FREI
1 R JEL i 22 SR B4 (Abcam; AB292) A 1: 1000 FRE 1) 55 BRI S8 AL AL R 28 4 1 L=
Ptk 1gG (Bangalore GENEDAGINEL . 48 F A TMB/H0, {8 Bk EPE & (. A8 B — UL
B R R EEE IR IEAKCEAE R LR I

[0200] X (B) I (CO) WIALA WAL S5 , P 1 T A 22 0 40 B o Jse it 73 il 328 25 ik 2>

[0201] A BH (A0 A4 LA UE BH S0 30 i R ST 40 B rb i 1 R R i (] 35a 1 35b) .
ZAE 55 AH TR B 1Rk & 4 Ol P T A Y o [RIL, BTl &4 oA BLer 4 e vk, Jf
A T VRTT I AT AR Ath 2T AR A0 52995 » FL mp I I 5205 1R 3 20 % e I 5 IR R 08 P i A
Bl S EF YEAb B AT 4EAL O AT AL Rl R 55D

[0202]  SEjds] —15: FHAE 2 40 B - 4 M T2 i 3 (LX2)

[0203] AL TAMECPD EEARMELE RE ) 2 H T = 40 Mg 72 (Bur.
J. Pharmacol. , 2003, 473, 117-125 ;Br. J. Pharmacol. , 2009, 158, 1720-1734), H & 7%
(DMSO) .+ FF 8 0. 1ndMD 2 (B) k&4 (21 M) 2 (O RItb&4 (21 M) AbFE LX2 41
W 8 /NET, AR 5 AL T e (PTD AR BE 10 408h. 2RJ)5, F PBS B4l bk 2 RIS BR AR 454
({) PT, 3 R 2 SRR B 30 TXT1 A0 DPT1 AHMLEREZE e o TB Bk A e (PT O
R T4 M, FFUPAL T LT B T 40 M T 43 2. AR TR SR AT PLORH 1 4 2
A MBI FobR 2 PR T4 M 7 2

[0204] L5 AL 3 [k BRI FE 50 6 FEAR L, FTid b &9 0] B35S L2 g AT, %
Fos T x HIE A (DMSO) AH B, R4 -5 4 (B) k&4 (C) 4k PRH HSC 1 - 1§
(P<O.01)o 21 M ALEY) (B) ALFEINS, W45 6 0. 40% IR MRIE T . MALAH (O ALFRIT,
7.530. 64% ¥ LX2 40 MU T X L84 2% TR (DMSO) A R IKT 41 i T i35 3 B E T
ZSEE T, OB A IR T TR AR (staw) BoR H LX2 L2 23% T
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BRI, 20T 9T e s 2 (BOIALS AR (ORI & 4E HSC HiFs 40T, 4510,
K 36.

[0205]  sEjtafsl] —16: FFAEETE40H (LX2) F4n e T (s B A S

[0206] R EdlsCHEs] -7 HAHFR 7. S5 R ILE 37,

[0207]  JEGEWALTAIRE (P G s il 8 T 40 M, FEA5vH AR B b T 40 M i i o0 2. 28R
o, FEALEY (B) Fb-&4 (OO AP RFIEATE40 M (LX2) JAT -3, {H52, * SIEHR
(DMSO) AHLEL, 7E5X (B) 14 & FK (O B G ALEE T , AP B2 4H i (ECV304) M7 ik
LRI 23 8 1) N R AT 4 40 B sk ATF A0 i (HepG2) A WL 1 &2 (1A T~ (P<0. 01D,
[0208] 5 A< AL FE T HE SR T FAD6E AR L, BT Ak &4 7 BT U 22 70 400 R 1) 40 P T 1
BEFES. HRE, SWIEFNE (OMS0) AL, 3 (B) 83X (O LAY AL BRI RT40 i . A JZ
JHR 35 2 2RI T 2 B T N T A 4 L P9 B A R SR Y A B R T BRI RS
Hn Bon X (B F1 (O B4k G X] 40 M I8 T 1 5% i A2 HSC JEFEPE 1.

[0209]  BEPEMES S TN A 2 0 40 M 08 T n] Rk B B e DU SR T A 4R T o R
Ut iR A G e it T e R T R R TR 40 B R TR T R B

[0210] 2. Kl PRIE FF RAE

[0211]  BEBE L SR B - 4 K B PR T B IR IR B . PO DAL & R / SR FE )
3000 1 g/ml fiff (J Enzyme Inhib. 1993, 7, 249-256 ;Biol. Pharm. Bull. 1994, 17, 4568-459)Fi
0. 2mM NADPH 7E pH6. 2 (R ZZ iy T 25°CHF & 15 738h. 18t A 10mM DL H yhEE &
DRI N FF RSN E 20 3 Bh. L4 OB TN E R 421 NADPH &, 7E 10 M Fiikibs
Yo T ASFERCIR Z (RS PTG 2R AL, B DA R R 5 B R AnviES L&
Y2t Bz 2 (Quercitin), FRRELE AR 2 IR FE T A A LASRAS 564+ i 26, 7]t ok 5

1C,, (3 2),
[0212] & 2 & HH I IR B ¥
[0213]
éﬁ% ’pﬁ/ﬁ\%ﬁ IC50( u M)
1 A 4,07
2 B 4. 92
3 C 1. 43
4 Wi = 0. 35

[0214]  FETRAMIHFTATIFIOEE 3L, T A3 AL 54 AL B AT C #1524 I I 11038 P A 2l
Hl5). 1C,HSRILB/R (Sorbinil) (21 M) A4, 2 BH B B34 J5U Bt LA K 3677 B PR
H RIS IEAR P IS ME, (Biochemical Pharmacology, 1986, 35, 2955-2959),

[0215]  iNOS #Iifi) :

[0216] S (D MAEWEE TIRK FIEINFE 1 /M, R JEH 1w g/mL LPS 3K 6 /N
52 S5 A0, BT iNOS BT Ak U 240 v =42

[0217] =X CAD [ALG Py n] 703X Lo 40 i A F il iNOS 7= A= (1] 38D JE T 45 R, w4 H :{
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(A IALA Y2 INOS {158 F 5], JC3E 2k T AR R A (30 » MO PERS Al . i T 5%
PRI I RRE I B A 5 K iNOS, 1] BATIA 28 CAD B4 S mT £E iNOS Tt i 5 B0 B 18 T ik
RAESEARYPEH

[0218] | LPS 15 511 TNF-« FAXF 1L-6 [RIA py 3] -

[0219]  AHFFIAE/N L 10-11 JEREET AT o 58 0 K, Wi/ AR E IR 04 2 41 (g4l 6
FO, DS BB 4R . & H EAF 9:30 FI110:30 2 (A28 [1IRZS T Bk /s BB TE 5]
(FBFAK 14D 8 (DD L&) (50mg/kg 45 2 41, 4L 10 K. fEMFFLRIEE 3.7 Fi1 10
KoL TIER S Y2 ariEAE, 5 10 K, @ EEN % T/ 400 v g/kg 1) LPS,
L /B 28 D Res TIRTEFR B (A MG, TR 90 4385, i ALk & S AL FE /)
B o B o 2 S OB IV, FEEAT AR PR DRI IMTE o K BTk M A7 4E —80°CF A T & ik
S HF INF-a F1 1L-6 40 jeE -+

[0220]  IfLyE TNF-a HRE5E .

[0221]  {#H Quantikine /N[ TNF-a Gzl s 3500 S AR/ BN E 3 TNF- a 3R,
WA i R 4 R Uk B B AT I E o H MU FRIAL IR ZH R0 =X CAD (A0S P A BRALIR /) B I
TEFEARLEAHERBEE P UL 1:20 Wk HEBFR AT 450nm A AEFLIRWOE AL (B 39D
[0222] [ TL-6 Sz illsE -

[0223]  {# ] Quantikine />, 116 Fo38 il e 355 S0 B2 /)N BRI 52 1 3E 116 9B . KPR
3 P PR AL AU R AT I 52 o IR T AL FEZH /) ST PR A AEASYEERG RV P LA 1:200
Mie o A4 b FRZE IR /) B VS FE A AR HER R LA 12100 #ke o FHBBFRIXAE 450nm TS
WAL R (B 40D

[0224]  BEMRVE B2 (STZ) J5 1Y T AURE JRIPGBL A b GORAZ AR MR 1R Y 2403

[0225] 3@k ) Ui fu Ak — TEH B (Sprague Dawley rat) T STZ FFORHF 10 & LLS AR
PRI I RIER TR o ], B0 IR R ok 2, 08 Pk b 7= AE R DR FIOBE SR I
iE 1) 22 FRE AL, JX LEAREAE B R ST RE o X SR AESEAT W0 R AL 3. {8 6-8 A
14 VIR 150-190g [ 40 HE fuak — R REATIZI 9T B s o 2 . B—24 (n=10)
TEST A FE ER KA 4 B X IR, 26 40 (n=30) FH STZ (50mg/kg, Ff ki 5f) (Sigma. USA) 4k
P, e A E, & 3 Mo &1 (Contour TS, Bayer Healthcare Ltd. ) id3¢f,
I3 FERGT DAL P ) P i e AR A o B R G155 10 1 5 55 T 0L 968 T 2650 B 7 SR E P o 7™ o
BT 4. 51 AR IER SR (n=10). HA AW EKHRRI N A 2 41 5 2 41
PE R AT IR (n=9), 55 3 21 (n=10) A 100mg/kg FIE 1) (A MHAEWAEEE 2 4 H . {5
(W8RG — R, 2Rt 12 /i), 28 RURCER I, 40 &8 S 58 T 2Bk 24 0 it o SR JEH
PR SR FE. , BUOAUHR F FH 20 205 B 284G 2 o

[0226] 22 [1HRZE T2 (A AL SV T B8 R0 RAE I B — A O BERF A o Rl /)
B ZR TNF-a (B 39O R 1L-6 (B 40) 1870 F 28 (O FAL &AL PR KBS 7 SR
AT I 2 O (B 4. FERSE, 2 GO AW ] B HUE BRI SR B 75 TR INOS =42
TR (B 38).

[0227]  HE 4 HT

[0228]  FU{EXR N PIIE + drifEiRZE . /8 H GraphPad Prism® CGf 3 BOA KR . E
H GraphPad Prism® & it XU AERCAT t— K5 A Welch® s £21E, RN 2= 75 2 73 4 e FR 96
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W E R IR AT v . 2 PLO. 05 P UG R B4
[0220] 3. JLREEE AR -2 OMP-2) JIHREPE (1o M i)

[0230]  WMP-2 it 5 fili 4 47 0%, I H LA n] FH T ¥ B 83677 i % (Journal of Ethno

pharmacology2011, 133, 426-433). Ak B FIAL G4 m] #05) MMP-2 35V, BRIk I m] B TR 1k
BRI AL (R 3D,

[0231] & 3: H:JiE e s AN -2 Ml 1k

[0232]

YT AP ikl (%)
1 (B) 59

2 (©) 16
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1/18 7T

539 — FF AR
. 501 ==~ D10/ NAFLD®}HE
E" 453% e N, (A) 891540
100 mg/kg
B4 404
30+
25 g 2 ] L} L} 1 ¥ ) § L§ ¥ 1 } ) L) L] ¥ L $
02 46 81012141618202224262830
*p <0.05 5 NAFLDST & 48 H
K1 (D) LS5t DIO/NAFLD /) BAREE 175
414 ~— LR

_ 391 , —h— NAFLD/NASH# B8

CRYD —_— X (A) 891
35+ 100 mg/kg

j\iz 33 —— Pk 350 mg/kg

314
29+
274

=
2 ¥ L} L] L E |}

2.3 (A) KIALA % NAFLD/NASH /)N i 44 25 1) 76

EE EE TR

2.0- 38, sss  NAFLD/NASH 28
= 2 omm A () #ed
= 1.51 100 mg/kg
ol = XA 350 mg/kg
Qg\{ 1.0+

0.5+

0.0 £

SSp<g.01 HiEFATEANL
*p<0:05 5 NAFLD/NASHATEEAE L

B33 (A) BIAL SR NAFLD/NASH /)™ BT = 2 g 4
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5 » wEm LI

& 40 g = NAFLD/NASHSS &
3 NNEEREOR =
25304 \ ”\\\3: 100 mg/ke |

o A ESSY -~ Wl ik 350 mg/kg
~ 20 NN

= RN

yl 104 N

2

= 0

"P<0.01 5 EF AT AR

Bl 430 () IIAL G NAFLD/NASH /I B RTIIE TG 7K 4R

0 SEF RS
~ 200- T NAFLD/NASHz 18
3 o e =X L) e

150+ - 100 mg/kg
,S; : = ZWRHh 350 mg/kg
g0
;&g 1604 —

50+ ==
0- -

ff P<0.01 5 &% %t A0k
P<0.01 5ENAFLD/NASHRF B 48 H

5.3 (A) HIALEY%t NAFLD/NASH /) 5 a5 2 8K (254 ) IVER

—~ 6 S22

o B F A R

S 5- == NAFLD/ NASHRT 58
ST B X, (A) 44bbdh
g 34 2505¢905050%¢ [ x| 120 mg/kg

o) R B = AUIK 350 me/kg
g 24 SRR

£ st

g 0 —

& =1

SSp<0.01 5 £ E b AL
"P<0.01 & NAFLD/NASHR} RR A8 1L

Kl 6 A (A) LA NAFLD/NASH /) B, A i 28 2393 2 2% (1) /R F I vP 4

28



CN 103108634 B W BB B M 3/18 7T

. Tb- B

Kl 7 (7Ta~7h) 3 (A) [E4L-E 4% NAFLD/NASH 450784 b i 41 280 32 A8 Ak 9 VE

29



CN 103108634 B W BB B M 4/18 T

5.0+

_ —s— NAFLDINASH =} 1%
& 25 v — 7 33 35350 mglkg
] —— 5 A& 71 BF 10 mglkg
g LRV TR T T —— 46517 tomglg
PEyiandiat iiiﬁ; ' B e X (A) #01AH 100mghg
254 v
-5.0- * kk kK

*P<0.05, *P<0.01, **P<0.001( X, (A) 4944 )  ENAFLD/NASHY BEAm bt

K 8 (A) ALkt NAFLD/NASH /) Bl ) 4 2548 hn i) 76 F

- $$ .
350 B
_ 3007 EE NAFLD/NASH B8
3 2501 B Y45515T 10 mg/kg
@
E 200+ E — YUk 350 mg/kg
£ 150 N % #4575 10 mg/kg
& K (A) $yikedy
i 100+ 100 mg/kg
504
0-

S p<0.01 5 .EF e Antk
**P<0.01 5 NAFLD/NASH# 88 48 1k

B9 .30 (M) IIAL GRS NAFLD/NASH /I B, H 4 25 8 21 1) 4

1257 EEE T 5
100 EEE NAFLD/NASH 218
" B 455177 10 mg/kg
‘E‘ 75+ == Wk 350 mg/kg
o - , I % #4458 10 mg/ke
fn 50+ K, (A) #94kbdh
x * 100 mg/kg
25+ D :2?5:;
0- Setotel

* P<0.05 5 NAFLD/NASH B A8 bk

B 10 -3 () BIALE%E NAFLD/NASH /) Sl ALT K- (4 H
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40+

(mg/g)

30+

B

204

,.

104

R REH

0

R

S NAFLD/NASH=S B8

B k70T 10 mg/kg
E= —9xik 350 mg/kg

- [ ¥ &#518 10 mg/ke

X (A) a1 ey
100 mg/kg

B 1130 (A) BIALE YRS CHTBL/6 /I Bl B S I U175 3 NAFLD/NASH A B JFF I H il

=REMITEM

Fromhe s 6 i,
£

5 P<0.01 5 7 %2 2 Aa ik

*P<0.05 5 NAFLD/NASH* B4R 1L

) JF % B,

23 NAFLD/NASH

B ¥ 350 mglkg

¥ 44505 10 melkg

$e #5177 10 mg/kg

K (A) $41ed
100:mg/kg

B 12 50 (A) RIS PXTHE TR R S 9 NAFLD/NASH /) B A 40 i =5 0 11 R4

H
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%
fh ey

¢ 0 “S
¥ ALK 350 mg/kg :

.l'"\ .
¥ {4555 10 mglkg

S £ S je § |
444777 10 mg/kg A (4) #91bA4 100 mglkg |

K13 .28 (A) BIALE4%F C7BL/6 /) B A S FR 1K 175 S NAFLD/NASH A ) T i 2H 2R
Iy PR 22 FRAE FH

4004 -
g 3599 @ HC-HF %}
g 3007 X (M) Wfetdh
% 250+ 30 mg/kg
N 2007 mf‘\ (A) #ib4h
= 1504 00 mg/kg
4= 100-

504

0-

#16% FI8F

$p <0.01 5 £ 2B
**P <001 5 HC-HFz BB AR LD

B 14 .20 (A) BIALE YIRS HC-HF e PR -G Bl H b = EE AP B4R
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i

A B M
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4.5
3.5+
C
o4 2.5+
&
1.5+
0.5+
-0.5+
1.5+
P<0.01
75=-
g 50+
-
<
7
< 25+

2.09

RE (mEq/1)

F16%

FI8K

$Sp <0.01 5k F A BB AR L
* P <005 5 HC-EsT AR L

K 15 : 3 (A) BIAL-E9xt HC-HF 2k &l i 6 B A NEFA ZKSF B4R FY

L 1lS

_ r‘f’_is. '_’”‘.
;,-esiiaasli

N~

1416 182022 242628
R

SEEA R

B HC - HF A
g X, (A) A4

30 mg/kg

X, (A) #9ied

100 mg/kg

e E R

=~t= NAFLD/NASH % #2

- X, (A) #9450
10 mg/kg

—— X (4) 891054
30 mg/kg

—e— X, (A) #9154
100 mg/kg

X, (A) 494064 (10me/kgf=100mg/ke) &5 NAFLD/NASHAS B8 A8 1b

K 16 .3 (A) [F4LA %t NAFLD/NASH /) 5l 1 4 2488 hn 10 7 R

|

P<0.05 5 NAFLD/NASHaT R A8 1
B 17 .55 (A) 4S5 NAFLD/NASH /) A 1 2% AST 94

B RR

ESR8 NAFLD/NASH #f 22

B A (4) ¢9ibsd
10 mg/kg

mmm &, (A) #g4eb4h
30 mg/kg

A (A) #91es4h
100 mg/kg

; 'P<0.01 5 NAFLD/NASHH 848 1
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7 -
0 EER A
60+ B8 NAFLD/NASH »} %
~ 504 =ENeN L Y
~ —
S 404 % 10 mg/kg
2 + b WX (1) Hited
= 30+ 30 mg/kg
= — @z &, (5 B
20+ = 100 mg/kg
104
i
0-

*P<0.05 5 NAFLD/NASHz B8 48 15

B 18 .3 (A) MIALEH%T NAFLD/NASH /) Bl i ¢ ALT ZKF g 4

4.5-
4.0+
3.5+
3.0+
2.5-
2.0+
1.54
1.04
0.5+
0.0+

S (T A BRAE R )

"P<0.01 5NAFLD/NASHRT B 48 1.

-0.5

"P<0.05 & NAFLD/NASHR B2 AT b

SEFHR

B2 NAFLD/NASH #f %2

B A (L) ¢t
10 mg /ké%
mmm X (A) &5k
30 mg/kg
ZEN (A) afma/a\a‘éz
100 mg/kg

B 19 230 (A) AL G X NAFLD/NASH /) 5, o BT 40 0 UBRAEAZ R

3.5

2.5-
2.0
1.5

1.0
0.5-
0.0

SH (b RHAFL)

3.0

-0.5

m NAFLD/NASH 2 i
=3 X (4) 8¥ddh
10 mg/kg

mim =, (A) é"}'(%/\%

. 30.mg /k%
@A X, (\) BiEY
100 mg/kg

] 20 : 30 (A) AL S0 NAFLD/NASH /) 5, BRI A s 22 1 (4 H
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X (A) #4s

B 21 .30 (A) RIALERE CHTBL/6 /N b, Al 7RI R & NAFLD/NASH H R T2 2R
B (!

201 EERE
DIO 5 72
o B X, (A) #ies
= 30 mg/kg
« u
s 10
<
=
0-
$p<0.01 HaEgst@am : *P<0.05 5D10st A8k

22 .30 (A) LG PxE D10 /Nl HOMA-TR F4EH
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50~ b TS R
o e nSTZ 4}
z %= NAFLD/NASH x| #
2 30+ —— X (A) 8918
. 1 mg/kg
50 - X (A) 8916
% 3 mg/kg
104 ~m= X (A) e
10 mg/kg
0 )
9
-104

"P< 0.05 & NARLD/NASHST B2 A8 b

] 23 .30 (0) AL S PIXS nSTZ AEPE AR Bl ol E TR RS & NAFLD/NASH A 14 {4 1
et

s, BT S0
Q_g 5.0 I 0STZ #H 8
D 4.0 I NAFLD/NASH 5 22
M 3.0- L EEE X (M) Hieed
= 20 1 mg/kg
£ BEE X, (A) 4104
— 1.0 3 mg/kg
X o0l E==X (A) 6
& ‘ 10 mg/kg
-1.0
¥P< 0.05 L5 NAFLD/NASH#BEAg M, - 3p<c 0,01 BasTzxbmAak

K 24 KR (D) LS PXE nSTZ AR K B Al S 20X 155§ NAFLD/NASH H AT
P R CHR AR ) BI4E T 7 2%
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AN

A (A) #51d4 3 mgk

X (A) #9144 10 mg/kg

Yz

] 25 .30 (A) BALEP0%S nSTZ AEHE AR B ol E IR0 & NAFLD/NASH A (1 T2
W (IRl AeE ) mIPER

PA

6 B 8

51 B=EA % o 4 B8 A
s 4 Bz E A, 20 mglkg
. B K, (A) it
) 100 mg/kg
& 27
% .

lq .

“P<0.01 b 5+ AT L
$P<0.05 5 5 2 A0k

] 26 -3 (A) FIALEPIXE CHTBL/6 /N Bl AP IR TR R B 215 3 RO 2T 4 A o i 2 20 2 2
IR
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o Glkiia st 424k (Focal alveolar fibrosis) { Picro Sirious Red X400)
: Y = ,E WO - B SRR AN RS

s S S
A oﬁé?..; ae

o P S

Falfes’

27 .30 (A) FALEYIXE CHTBL/6 /N il i R 3 25005 3 (AT 4T AL b Bt 4L 20 B 2 1)
TEM (H&E Het )

AN

EER NAFLD/NASH  *f %

= 1250 B A (A) s
E e 100 mg/kg
3 7504 :
i i 63.31%
*

£ 500 3 -

250- : %

0- o

**+P<0.01 5 HEAEA B AN

B 28 3 () L EWIXTIEZBE (LPS) JUAC I NAFLD/NASH /Iyl A TNF—a ZK-F {94 A
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400+

3001

BE (mgrdl)

200+

ity

Hid
2

o<

EEEHC- HF T B

KWHEI4EK
B s £08 K

10 mg/ke

+P <0.05 5 4 BB A vk

30 mg/kg

K 29 .2 (C) 1&g — AN R % HC-HF kA i me i -6 LA I 3% TG 1976 H

4.0-  cce: BRI icS
3.54 EZ NAFLD 5
o 307 e EERX (L) #iLh
w 2.57 ,§:§§3§ 100 mg/keg
’%‘;: 2.0+ EZ X (C) iy =t
“ 1.5
w04 — 30 mg/kg
0.5+
0.0+ =——t—
-0.5

55p<0.01 5 £ 2t i@k
**P<0.01 5NAFLDM ARt

30 .30 (A) BIALEDHIA (O AW 4k 3B S FR R 5 9 NAFLD/NASH /)y
oL P4 SRR AR A

=5 [ B S

2.04 B2 NAFLD #4128
1.5 B3 X (A) st
S 100 mg/kg
?si 1.0+ -+ B X (C) tbadpeg—an ik
= 0.5 30 mg/kg

0.0 ——

0.5

SP<0.05 & i ExrdAnl
*P<0.05 5 NAFLD; BB 48 1L,

K 313 A) LSRR () A& —ah £h 8 22 &85 5 1) NAFLD/NASH /)N
B HR S v T R R
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ks e

NAFLD/NASH %

] 32 .3 (A) MIALERE CHTBL/6 /N B, Al 7R R (19 NAFLD/NASH H I ZH 2R
TR AE A A

K (C) tddey —ah
30 mg/ kg

BSEE J& A AT BB

A (L) e 100
QRS mg/kg

s B A (C) Let —H R

30 mg/kg

** P<0.01 5 & &xtigAatk
S P<0.05 5 52 mxd AR

B 33 .30 (A) ALEDFI (©) AR Ak Hod /s AP S 20k & H i = e i
[¥yim2% 16 (#1EH
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R (C) #fidh
1uM ] 10uM 1M

X (C) #Aed .
10uM FEHboE pM | - 7 &1315 10uM

] 34 .30 ()« B) A1 (C) AL IIXS 3T3-L1 /N B 2T 4 48 o Hh Ji i 1 me i) 1
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(a)

(b)

1R B Bt AR AR T

1R R

B-Mzh&a

10000
T
I
1
5000 4 1
*¥
ok Fk
Q
%t B WHH CET e X (C) 85 A (B) &

(vehicle ) (10uM)

ety
10pM

o4y
10uM

K] 35a Fi1 35b ¥ FH 8 E REN AR XT R, B) F1 (C) FIALA AL TR HSC H i & 43 W

A
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30 +
25 - T
‘7‘\%\i 20 4 .L
& L~ -
‘-IK i anigmim
5 r
s T
54
B
by I I
=
¢
0 1 T . 1 I. 1
SE DMSO +F5m X (B) 45 X (C) #
0. 1nM  feddh2um  ALE42pM

& 36 .30 (B) A1 (C) WAL EYXT HSC 4 e A 1= (135 &

80 -

70

B B BAL I T Ak

125
4

-LPS +LPS

60 -
50 -
40 -
30 -
20 -
10 -

*
* [DMSO
2K, (B) #4ttb
B (C) #ktd
LX2 | ECV.304 ARRE HepG2

A (B) A (C) ML A WREAT B4R 2152 HSC ZEFEIERY

Wathl
T0uM

ool
30uM

¥ EA&5|
30uM

T BT R
10pM

B 38 X iNOS 7= A= e
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TNF-a(pg/mL, F#1E = kg )

x4t BE K k) #iesdn

K] 39 :HEPE ob/ob X EE/N R 28 DRSS TIAER (n = 5) ik (A) M4L54) (50mg/
kg/ K, n = 4)10 RJG MG TNF-a 7K (pg/dL)

OO0
S00004

250004

IL-E (pgimL, F ¥4k £ 4ekin £)

O~
xR . A A) eyiee

40 - HETE ob/ob XS N R 28 1 ez FRE A (n = 5) A2 (A) KL &Y (50mg/
kg/ K, n = 4) 10 RJGHIMIFE IL-6 /K (pg/dL)

::S_ o MR G :
3.54 - B 48 AR m AL ) B R R AT R
3.04 == X (A) 8948440 100 mg/kg
2.5 _

2.04
1.5
1.0
0.54

0.0 ————

0.5

S (ZREE M)

P <0.015 T %t RBAL
P <0.01 545 R gm AL R 9% 2 2t B8 AR b

B 4130 () ISR STZ 5 S U PRI K B b SRz AL P AR H
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