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STl AE RERGERRAE &1 AT AT R A BEE1E AT A R0 Z54)
mig

[0001]  AHiEZHIEHN2017411 HO9H K15 H201780076430. 3. & B LR AN “B&
itk Ak JE B 1) 22 B2 60 B 136 97 A e ARG W P 98 (NAFLD/NASH) 11259 ™ If) & Fi|

HN D EHIE.

FAR G

[0002] AR B J AL &tk 3E JEBH (PFD-LP) (28 % 1 7 B 245 W0 40 & 9 1 -1 175 5 JFF i g
R W7 A2 P R 0ek D / Y B 1R PR s o H 7 T 2 6 A P 21 A e AR 8 K 12 g P / =
5 14 g 15 12k JFF 6 (NAFLD/NASH) 5 3697 S

EEEAR

[0003]  JitfEifk

[0004]  JHFAfAL 2 M A 21 44k (ALF) (1) e B B, He g SR AR AR 5t (ECM) B34 18] J5i M ik
SRt BEAR R, FORAS I I A i 45 R

[0005]  Fiy T~ JHFAE () P A 68 7, IFRE AL 2 — Fh o] LGk e i B #E o 40, TR e 2
JOEAE R 1 (R I

[0006] %t X g A - 21 4 A0 (1) = S 96 97 15 70 4k 82728 4, 5 EUHT 25 4840 AN T 7 PR 76 T7 11 5K
it , 1IX EE 6T H BT At A E 5 B R T A

[0007]  ALFRHFAELE TECMA RPN UL S FL4H s A8 4k, 1X 5 3504 2R 1) e 5 B 28
JE 3% B S5 AR AL o I 3 F T T RE BRI

[0008]  JpgE A P A2

[0009] 33X e s 110 g 340 A P 22 2 il I SRE IS FE 25 HE 1, FL P i a1 A A 25 -6 (TL-6)
4R A - 18 (IL-18) AR SR BE R 1--a (TNF-a) R4 98 40 f PR 1 283k 88 0 . L BE 5
AL N, P IR AL N DA 51 3 Tl A A S Ak il (SOD) it 48 4k LB (CAT) B4t
AN 2RI D, DL R R 45 B 25 1 72 i B 25 1 R S AU B B S 72 AR 3 N 4546 L (R
FE B Je i AL AE KR 781 (TGF-B1) A T R4 4 AL I F2 15 S ECM (4 e 4024 50 1) R 401
AR (COL- 1) Wy RIE I I, A F T R A M 38 58 1 AR K R 38, F BAE & R S il
H LML (TIMP-1) FR 2 Qb By 1 Bl (5 246, ECM4: J& £ 1 B 1) R I8 A BT P& AR . Bl
A X LLH T EECMIP) A RN Al 2 18] () AN, IX A R T HAR &R

[0010]  4H A /ML I = A

(00111 ECMI®) 40 i i 73 1) 7 S0 VR AEET X122 0 I 25 4076 7 ek Hh B A5 a3 e o JHF B2 tR A
HfL (HSC) J2& FHHH Ak ECMPRT 32 B YR o XX M 24 A7 78 T8k UK T) B2, A JHF I 552 A0 JHF 248 i 2 1] 1)
HRA cHSCAE 4k A ALY A ZR AR AP 1 32 B0 A7, X P A R e AR I R A R AR
HSCIP 4E A 3

[0012] KM, HSCRT @ I b 2 51 B A IR 1 GEALER ) 1T#8 o v LUAE Syt DR 1 1 2%
53 ¥ W HPDGF \MCP- 1 MICXCR3 . i il , CL & 418 T PDGFZ: 5iZ i FE B ML - 4 15 B a1 72 H
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by 200 B P B R S, 8 I SR PR ) H AL e TR Bl

[0013] £} 44k,

[0014]  HSCANE L ECM= A= ) 14 hin v EL I8 ik ECMy= A5 41 B i) 38458 72 I 4T 2 4K » T IR R
) 32 BEAFF FE 53 A2 LB R B B 1 (COL- 1) o R 22 P JIBSORI 368 B 18 79 L e s R s S i 3R
I o B B R FH TR -BLWL 2 B I, F b 5% 40 WA R E 40 WA 7126 t o TGF - BL B H (1) Ui
=54 SAFEFR N Smads () XU AE 2> T 5% - TGF - B1IE BB ECMA Hodth 5523 () 72 A=, Bl in 21
R H A E 20 TGF - BLXTHSCHY U Hi &) i S A6 FC/EBPB I ML i1 T 1
[0015]  fig i Ak A2 B B P24, H B S AEECMI 72 A A BRI HSCIA B B AL g 7110
PR IR AR

[0016] 254k 234K R (CTGF/CCN2) A% A N2 HSCH A T 7= A= ECMIV) 2 il . B
AT 8 FH vy TR R F % 2% IURE 1 B 0 - © 2 A N CTGR ) SRS i T TGF - B1

(00171 U4tk

[0018]  HSCI# Wt 4 14 v BE A& A A0 By 171 i Bk BEL ) 7 A sl SRS iy 2 sk m R &= T
il SE S A AN IR A PR S 2 P, T D L b ) 5 ko B 7 T LR A B

[0019] Py J7 2% - LRI SR AL AR HSCISC 48 P 11 32 LI 15 771 o i 51 SR B HE I ok R R T T
KARER O 5 FBIIE AR R I E  — A SE A B S a - SMATE A RIS I X T 7
HSCHE TE WS i 14

[0020] EHEEEREA

[0021] ik SR 3 A e AR n) B AR = AIAE A (1] o IR L, SRR 7 A A AH 2 1 3 n
A PR 14 B ol P99 / RS 1 R 7 1 46 (LA R B INAFLD/NASH) 195 B 2 s 4k 282 388 A1
FE AT G IR SRR 2 o TOUUE AR VEORE 14 0 107 s s 9 A SR T L4 R A 0 A i e FE T2 36 1)
[0022]  JPK% 51 A2 1 JE iy P 00 9 AL 1) LA B 1 1385 G S Y oK 12 iy 2 48 1 S T K T 6 5
FEC (1) R 73 WL 1) A 22 T 3 S5O AR A 7 28 P 1 H v = R AR 2R TR Rl S B MR AR S » %8
ST RER A0 5 b 98 5 s S RN 241 i AN 4 B DR 7 140 7= A AR i B [2] o ™ 2 ) AR P
PR 107 B ) 223 2 1 32 AR TG P g 107 14 FHE 6 (NASH) , FLARRAE 78 T A7 7 B AF 78 R AL
21 2 PR PR T A A5G

[0023]  #RAfdivt, Va7 [ 2820~ 30 % BN A JETPRE 1 0 197 I 5 R e i bR i 45 ) AL 55
T - B et YA 5%, 45 % I T E F 55 33 % I i A AI24 % i dE s £ E AR E . B
WS R, TEAFAE 1E 5 MBS AN IE 5 B0 S5 AR S 115 00 NAFLD R R AIE 7E T S 58 = /K7 Fil
PREUHE AL T E K bR AAE Bk A W22 201 (1,37

[0024]  f53fE HORIF 9 2 B, M e L e 1) o 2 3 500 7™ 1) 8 E 40 B 52 45 A 41 4
4] 55— T, m KA S AR & 5 1 5 R /KPR B InA ¢, 1IX A Bh T3 & H b =gk
S [5] o FEBEFNRERE CEAQ U 2R ALY R S vh B R EEE /R L A B R B, R R R
5 1 W 28 95 NASHANEE 52 £F 4E AL ) & S e [6] o i b T2 Mt B R g B, 22 M2 3
RIEFH E S H5FIL- 170 B XM R 5 506 ¢, J5 % HKupf fer 20 B A1 2R
Y (HSC) [ A R AT 330, 1 -5 4R P9 i P sl mb Mk 4 G 5% (7]

[0025] OG- AEJRE, M 5 26 i DA B 2= (1) 7 T2 3R S M o AR AR 40 AR iy R 7 DA B At ¢
e 0 R R R o R, X PR R OIJR T NASHIY) i  NASH T I 1k J LA (2 98 4 81 -3 an
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TGF-B1.IL-1B\IL- 16143 W, AT T U IE 28 0E [8] o b Ak, & ML I TL - 17 AR 40 i 7=
A CI MR (CRP) [9] o Bl A 7T R B , 1 AN TGF - BLANTL - 61 G0 28 I 1% 40 it IR -1 (K 4H. &4
H T SER 32 M A A AT T (Treg) BT AL, SIASThL 740 M = A= 340, M1 5
B AT AR 98 M s i B TL-17A[10, 11,127

[0026] 15 JI iy R 28 A R B B ) 2 s IR 1 5 AR TPAG 14 i I P ) Jeé DA R 98 R 5K
[13,14] #FIX AN X b, #% 52 /APPARal fa .PPARgamma FILXRAC 3 T 5 78 o438 FF NG 97 25 P
A9 FE VA TT SRS 1) 3 22 H A5 . PPARa ] pha i ik 38 N anCPT AR 2 PR (1) 2328 18775 i i R 11
AL, CPTIAS K i ot N AL 21 Z R b DL R 3R RE & [15] S — 7 T, K HALL SR , LXREA H:
T8 2 3E 1 WNSREBP L[ 5 — P 32 2 S DR ) R 8 SR B2 v T 10 A Bk 2R (1) e 7 v ) 44 [16] -
[0027]  fgJ5, LA REHLXRafPIIEAGADS] 1 b 2 RE N BT HE R Rk [14,16] .

[0028]  mtAE JEHH

[0029]  WitARJE R A& —MrEH N AR 2458, HoAk 2 A4k 95 - W Ak - 1- 0k -2 (TH) mikig
B o B — PR RS B T, 40 TN 185 2338 R . HoAk 2% 5N C 0, NO, g5 L . B
T ML AR JE B AR 9 — 3l 50 245 4 A0 2590 1R AR e R PEAS o o I IR JE B B A o4 4E 4 A 58
REME 1% S AE LR AR TGE - B1 W TNF - a PDGF R IA LA K fiv 25 B b B AR A [R) S 20 g B 119 2k 1)
W HAT, T I EF4EAk b R T B /N ERBSE AL IR 12 12 1 e vy B4 R B JIE 3L 5 224 , IR A
N AT IR R T - © 48 R R BAE AE K 3 1Y JE il AT PRAH 7T TAF C 28 3R BH , Mt =1E J& i ik
G 1 A4t AR i 2k o B E B2, ML AR JE B DL 22 A A 0 07 ORI 4R MR A4 1 T
BEo 7 —J7 T, LRI R JE B A5 S 6 28 B (0 an e« B Ik B R 550 4534 J mT B 1k 4F 440
AR T o

[0030] O &AMt R Je B & 4% VG 7 AE R AL 2 — &k A5 LA 4 A R i A A e R
JE M 72 2T 4 AL 41 ] 7 FITNE - aff) 48 2 il 1) o

[0031]  © R ISR ALNL AR JE R (PFD-LP) {370 431 1F FINLE , R Z A& P B A TR
i 1 AP 2 i D7 1 P 48 ) A8 5 A RS 1, I A B H 1

[0032] &EHHM

[0033] A BHE) H A2 SR i A SN 25 W 20 6400 F 1 300 3 6 7 TRRG 14 R0 Al Y A 1
JE Wi 14 BT 96 (NAFLD/NASH) (1) Fi& , ik 2594044083 £ 100mg » 200mg « 300mg « 400mg 5,600mg
Mt AE JE i o

[0034] AU BA) 55— H B2 228 b 58 2R 25 W 206 W T T AR W S0 41 4E A6 1
.

[0035] AR EAM 75— B MR R A e A 2941 &4 F T Y5 1BNAFLD/NASHIY) FHiz
B2 B WG (10 o B e U o R LT e =

[0036] A BAM) 71— B W2 LR i A8 2N 25 W40 & 49 F - NAFLD/NASHIP) JH 1B Ay
IT I a8, FL 38 oo B AR AT AR 5 AR 2R ORI M MBI 28 P (macrosteatosis) FI/NEA: i AR
P (microsteatosis) FITER) & &1 &£

[0037] b Ak, AR B 5 —A B B2 S2 B 25 W4 & Wb 0 itk 3E JE B FH 33 4 Fa T i
JHF 2 4 A FINAFLD/NASHIY) FH 3% , FovE 97 RO A R Tk R Je i, JAEAPPAR v G A B A
SETEP S 3244 v ) \PPARa G A0 Vit 1 S BB ) T30 32 Ak @) (LXRANCPT - 18 751 . A bl
X LA F , itk A JE R - LP 75 5:NFKB = 8 [R 2k 19 B AR , BT IANFKB 3 B PR 9 JHF I 28 iE ik A2 1 5

6
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T,

[0038] A BHIEE ik H AUREAT ULEA , (E AR 1 s F T30 77 SO IR I AT 2T 44k LIRS
PEANAEE S 4 g 7 4 28 (NAFLD/NASH) , UEBA 00 5 it AR JE B 228 v AL A 29 L &4
AAT AR BB T R VEAE R XA BT 2T

’3 15 RR

(00391 MDA Xof Fir B AR 22 R RN P 1) B 40 RR A S e 77 = PR 4R A A R B g
A REAE AR RR AR 1S 4, o

[0040]  PE1 (A-D) 7 T /NBR B AR R 8 46 B8 /K T FIAL T FDASTHF B 7K T

[0041] (2. A FELEXTHE JHE AN FHPED-LPYA T IR /N B PR 4 2R [ 4L 2R A 2

[0042] &3 (A-F) o i 7 ALEAEREA AT 4L AP /0N BRI R AR 98 S IR () 404
[0043]  [&l4:7R T AREFSEAL IR 2 bR i ZE R R R IE

[0044]  [&]5: 7% H 7 NAFLD,/NASHH i i A 3 1 A J5 1 302 1) B 1 938 B8 , VA 17 R4
2k SR AR W e s K T-LXRFIPPARa.,

[0045]  [&16: 7 Y 1 A5 AT AR 98 E G 2 1 1 Hh O B e i DR P SRR T B 1 B B BT, 3
PPAR v FINFKB.

BASHES

[00d6]  FESLIGH I B

[0047] 4628 JEEA I /NG, , HE1ECHTBL/6NHsd (Harlan, S8 P EFIK) , 78 12/Ni) 6 R/ BRI 1
W AE22 £ 2°C A AR IAFR 5 -7 R /N R B AL 23 T 2 A5 v DDl O B B33 M W / s K
1A HF) R B 16 J8 o 6 BB ZH 4252 1k frHarlan TM-2018 (18% R B8 Bk A S 7) 3 H AT H i
SREL A5 /K, THF 4 352 Har 1aniR & TD-06414 (60 % = 1% HLok A NS 57 FE T UL H 3G 5 &
WP N42g/ LI =1 S WE (55 %6 HEMEFI45 %6 AR L 431) 197K o PFD/NBR 40 (HF+PFD) 252 HFIR &
8Ji , SR JEHF R £ 8 i F1100mg /kg/ RPFDZZ B il B 77 £ 394520 . Iml B fk A — & e,
G3 M MR AS o AT 46 B AL HE A8 i 10 53 /)N BRI 26 R P B 2

[0048] AR . M AL B  H v =g . VLDLJH [& B RN 2 36 4 FE 1 .

[0049]  FB A eh v e AR & (FH) 75 510 g 5 1 2 (NASH/NAFLD) /) BR B R AIE S5 7R 72 B 1A -
1DH o P EH 2 (A0 A7 3 35 22 5 HF 2 /N B B B vy (RELL X RUS178 37 %)  HF+PFD - LPZH 4 8
FEHRZHAR 11 % (B 1A) o 5 Tk , L5506 R AL AR LL , 7EHF 2 A 0 %52 21 58 vy (14 100 375 6 260 B /KT
TESEO S 22 28 1 3 A J 35 22 e SR T, 72 VR YT I 8¢ J T ) HF+PFD - LP 550 HR4H 2 [A] 3% A i 2%
25 (B 1B) FRAIE K IHFZH T AS T IfL 375 7K ~F (B 1C) ALT (B 1D) AJIH [ BE L H i = g A0
VLDL- JIH [ i (1) 5 HF+PEDE G HEZH AL 56 /& .

[0050] &1 . IfiL s H AL e H v = ATVLDL - L[] 2 i) il s



" BB B

CN 115969802 A 5/7 W
s B8 48 HF HF+PFD
2 B &% (mg/dl) 78+22 (10) 153+27 (10)? 12024 (8)
[0051] iy = BE
' i 128 £28 (10) 212144 (10)? 127£38 (8)°
(mg/dl)
VLDL 3016 (10) 3417 (10) 25+8(8)
[0052]  ZAE & FEME =SD /MR EETE S T RN

[0053]
[0054]

“E X R AHLE , P<O. 05,

P SHFAALL ,P<0. 05,

[0055] ZHZH*

[0056]  HFZH ) JH-2H 2R 1) 40 23 2 e 7 Y s o KB ) /N 1 s 7 2 1 A B 98 18 AR AR ) R
Y A AR M (512) HFZH Fig 5 28 1 A0 B9 X 1 35 B v M 1) HL™ B, A0 [X 2 30 ™ 261
NV I A AR A 3 G A o IR 9 IX 3 R LT R P /N T i B AR 1 R AT 4 i e P R
LA 5 JORE 2 BEIE v P 2 B AT B R AR B TR KR L, X R S T P4 L (0-4) BT
KA 44k, , X Fh2H 21 5 A5 AE 5 T 2F 4 Ak 19 1C B A3 2 [INAFLDAH %5 . PED - LP 15 5t 2 JRIlf JiT
JUEJIE 7 2 B T o X e 2 SR 5 R B ) I W 52 45 R A OC o O T L A R D7, S HFZE A
bt HF+PFD-LP7~ H 1 BRI HE T

[0057] Iy Hh 40 B K -1 40 Bt

[0058] Ny VML A5 RS RG AR ICEL, 04 7 I IL-17AIL-6.IL- 1B IFN- v I
TNF-aff {2 2 4H R 1o SHFZH (211 +30ng/ml) AHEL ,HF+PFDZH. (145.8+15.0ng/ml) Y 1L
IL-67KF 5 3B P2 A (BI3A) o 5HFAH (177.4+20.6ng/ml) AL , HF+PFDZH (69.3 =+ 13ng/ml) 1)
IL- 1BH MLIE 7K1 i 2 FEAK (B13B) o B 3CH Flr s IFN- v #EPFD-LPAH H (18.2+8ng/ml) L
FEHFZH (221.3+50ng/ml) & /0 . el Hh , SHFZH (254 .6+ 70ng/ml) At , HF+PFDZH
(32.9%21.1ng/ml) HITNF - aff) MLiE 7K ZFEAIC (B13D) BT — 312 , SHFAHAHEL O
T B B3N TL - 17AIM Y 7K F 91983 .5+400ng/ml) , FHPFD-LPYG YT IR /MR I IL- 1 7TAZKF
(271.1+149.6) & F IR /D o 5% FRLHAREL , HFZH A 20 B 14 BT A5 4 B DR 7 S s o e P S 25 1)
BN B » WL FIHF+PFDL (37.8210. 4ng/ml) [ PT4 AL K F 1L - 1OF ML /K 7 5 2% &
THF#H (15.4+9. Ing/ml) (KI3E) .

[0059]  {RAFLEAL AR 2 bric PR 1 ik
[0060]  FFEAZHERNAK - 5 7~ £EPED - LP+HF4H FR TGF - B1 33K T f% .COL1A1 FITNF -a i & |

W AN, SHFA AL , W82 3 3 K1 CD1 1 b AIMCP 1 232k ) 2 2 FAG (4)

[0061]  PED-LP 42 fHF A g Al A ) 18 755 5751 o

[0062] 1 43 PEDXYNAFLD/NASHH IR 157 AR A0 o2 1 428 1 s el , PPAly 1 7 JH2H 2R v 5%
[P AR G % S PRl 1~ LXRFNPPARa . 45 s , 5T HR (4331 R2,634 1,042F13,890 41, 130) Al
HFZH (435193375 =898 F17308 £ 1117) #HEL , PFD+HFZH A LXR (8082 %= 847) FIPPARa (11506 &=
1167) [ 8 A 7K P B 25 38 0. oA 1 S8 U s BR AR PRD - LP X 4043 73l FH LXR FIPPARE [i1] ft) SREBP 1
AICPTIAICEE HR H B2, B X EATIEAT 1 vPAh -« a5 B, S50 R (785 42396) FIHFAL (2,
6221,161) #HLL , PFD-LP#75 S i 44 8 9 SREBP1 (6057 ==847) f¥1 38 0. 4R i , H A EITE R OF
P L) BISREBP LR HY T BRI A #a 4 , (HAE =41 (4567 £1620) JHF (1776 +893) FIPFD+HF

8
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