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= £ vk Ao ALT (A), AST (B), T-bil (C) ¥ Xx=9 (D)9 =+
gt Aol Normal-4; tixat; Vehicle-CCl4%F Foldt 3 &4 F%+; NGI-CCl+=2Z2HelT 1 mg/kg

- 2 Silyl00-CClL+2 2luk 100 meg/kg Fo .
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5 62 3F &4 nke29] 7 A A m22dElve] 32ksl §3E SOD(Superoxide Dismutase) 2 7FE-ElolA|
e}

T 7S REAUEY Fod o FAT EHE FAAs] & 1k & wheze) P 2ANA INF-a, IL-18
=i S

&= 82 b £ vhe-io] 3 A mEAEER Folo o3 3 Az 243 2 ASAE A& WIE &

ki
s

£AE 7 ZA- oA w24 HEN] Fojo] o3k PPAR-y (proliferator—-activated receptor-y) 2
aP2(adipocyte fatty acid-binding protein-2) @ =xe] W& W= <13t zlo|t},

T 102 £4" 3 2H A =224 TE Fofo 8k Nrf-2(nuclear factor erythroid 2-related factor 2)
o] 3 Az} WA3H(A) 2 HO-1(heme oxygenase 1)2] ¥& W3l (B)S &2l3lk AHo|t},

T 118 A 7F &4 npgso) 7F Ao A 2 a4dE Fojo o3t 7k HE g3E 913k Aot}

T 128 WA 1 &4 v 7 2F o w24 e Fojol 9%k aSMA (a-smooth muscle actin) %2 I
H 2R pRNAS] 2E WstE Sl Aot

T 145 A9AE MDI (IBMX, dexa, insulin)$} =2ZElHIS o] AEst & i =4 A2 09 #H-
0 FAe=z g3 Ao},

T 15% AWM FEo] MDI (IBMX, dexa, insulin)9t =2ZdgS o] H#3k & 22 g
aP2 2 SREBP-1c (sterol regulatory element-binding protein-lc) & x}e] W3 H3I = QOL??} A o]t}.

22 YAl Fe FAHY g
ol3t st olgel FAAE AAAE Fake] mrt

% dAgom dyelr] A1 Aow B Uy

lo
jat O>
o 3
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)
o,
il
i
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£
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%
o2,
i
s
U
rlo i
[
o,
AW
v

ZZ-ERY (norgalanthamine; D292035)= Toronto Research Chemicals (FAUth)olA 45k, FA iz
o2 A& Henbdl (silymarin) Sigma-Aldrich (®]=)elA] Fhach. ¥ EAlol= T AR ERA
(superoxide dismutase, SOD) @ Z}e&ebA] (CAT) &4 =AL v A J)EE Abcam (F)oA T8+ Th.
Nrf-2(nuclear factor erythroid 2-related factor 2) % HO-1(heme oxygenase 1)S ¥ Z &= ZoF

+ Cell Signaling Technology (7"]=f), Iba-1 (ionized calcium binding adapter molecule 1)&
Chemical Industries, Ltd. (¥¥)ollA F+]&}3itt. ABC Elite 7IE % DAB (diaminobenzidine) 7]%
Laboratories (®|=)ollAl F3}3lTt.

Wako Pure
22 Vector
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2. d¥s=

EE Agels A 20 WA 22 g, 65799 2 C57BL/6 V-2 (DBL, WAR=)E ARESIGITh. wheaE 12
AZRe] ek 7], 25-28C =AM RE ALRE FHIA, B AHEA Astel AgEan

3. A3 4A

T4 B s vyl 57 I1Fo® FEAYRE uro] =2Z4EN X Cl-&4 15 94E5 7Y §
oF w2 ZEM (47 1 E£E 10 mg/m¢ (NGL 2 NG10), QA+l 932 2195=(PBS) pH 7.4)o] 3]A&te] AT+
ostdrt. A 2 g Bd BT, B3F diExwoRE PBS, 44 o d 2
(100 mg/kg; (Ni and Wang, 2016)), = T U3 ZZEZ we} Bastgct. 7F 4L nlere 27 )
CCl, 2 Ey 288 299 1:1(v/v) EFE(i.p., 1.5 m/kg)S FA Fbebnl

Sl E Fol F 24x3be] @ W Folaigie,

ﬂd
Qﬂ,
2
:10
23
3ﬂ
2
£
Q
@
oI
B
il
m\l
w
o

. o= PBS (pH 7.4)E ¥
oF »==72-hebdl (10 mg/ml (NG10), PBSel 347,

pH 7.4)& 77 Folaigitt. 3 &2 vk 54 el Cl, 3 Et 2B 299 Llv/v) Ed=

(i.p., 1.5 m/ke)S FAFSte] fFalict. (Clie 149 & 72A1 kvt FALeRqlth (= 1).

-
5
s
of
w
—r
97
0
=
ol
il
fe)
BN

=1 A

0% &% 13,000 rpmo.2 YA sty A& EESATE.  dEtd ol EdWM A (ALT), of2=Tt]
ol|E oln-EdMAHEA (AST), &= WFFH (T-bil) ¥ ZTEHO YA F3& AzPAY A ot
Beckman Coulter AU680 #417] (Beckman Coulter, ¥E)2 =A3} T},

5. I+ &9 =AWH AA}

shee] Zuigk 3k A (4 )l A FEES AAS, FE dulE JARE 8 svtEAY 9 o 22 (HEE) S
2 g8k, 34 P &8 F A4 Fee F AA&(Liver parenchyma)oll Al AR W] Ao wheh &
A HFE ARESE] Brtekglon (R 1), 2 AES 4 AETS EEFE 399 HEgate)] o) SyPHoR A
AAet. AA AAE oS 2ok 55 0, BEEH W3 gls; 9 1, B A ¥AE Ze HaA 1t
NE; 57 2, T AW FH 23 A FHY9 A U 7 3, v 2HT ¢ Agk Auje F4Y o
A e 4, ow 3RO 9 e FAI]] AL (Dai et al., 2018; Li et al., 2013).

AL Fole EFold EFZ 4A% et xu dddA @rista, 4 ESgAEee AEs dEse
e HE 02 |AS 1A WE AMA AW ¥ste AAEE FrrPt. A2 A1E 2~ d = (Picrosirius
red; Polysciences, W=) A& 9MH FeA(fibrillary collagen)ol AFEEHATH. HA (7F @] A
WA gk NEEE F2Mo= dAad dd), A (F dHe HA WH g NEEE W g
AAE WA) w4 @ Zea HE (F 94

o A WA s MEEZ FAozZ JAE WH)o HE&S
Aperio eSlide Manager A E¢]o] (Leica Biosystems, "|=F)& H7}3}3t}.

6. T3t 54 4 BA

whg-2a0] zh

BN

Ze Agar] AR FA BANAT. 1 % x24% #% FASA #Astela S o
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CAT 48 A8 B4 715 (Abeam) 2 A%A} TREZ| wle} S4alt),

7. A" EX £4

A ZAA (Thermo Scientific, H]T)o|A] AA3t= U2 NE-PER® &) 2L A ¥A =& A|¢ko 2 Ayzd 9 & 1
S B35y, ©wE (40 pg/ABE)S 10% (w/v) YEF Zdld AdoE = UEF #9%d Ay E =
goladolme A Hr|d%E (42 DS- P SLS-PAGE)e® #Edtel yEzAZ2~ H (Schleicher 2
Schuell, W&)o 2 E:N~H3HGT).

34 dAe Aeeks 1A FAGE 2)9 243 FoF v wheAlA A ST, Aok A9 dE
setatsk 71 A (Miracle-Star; iNtRON Biotech, th3hl=)< Al&3le] AZa ;. o]3F wuwla EFS oju]x
steta W=e] WEE Image] AZE9O] (NIH, Bethesda, MD, USA)ZE #4185t B-Ade U gixro=

zh =0 et Wi (0D; mf F)E SASL - A M=o digh Wi H

4| 4 S Image]Z ZA3IST.  HolH
= o +xHAY B LA (SEM)ZE E AT

o

8. AZ3 AA7F PCR
GAZ e FRE w9 b A 228 pRNASIA] TRIzol® Ak (Ambion, W#), CellScript  all-in-one

5x first-strand cDNA % cDNA Synthesis Master Mix (CellSafe, th3¥l=r)E Alg3sle] X330, AA|H
PCRe Luna® Universal gPCR Master Mix (New England BioLabs, Ipswich, MA, USA)® <33git}. mRNA 2
TEE W tlET o2 GAPDHE ARESke] 2-A ACt el wet Alakekgith. PCRel ARS-¥ ol = i 39

Ao} WA 7|3, HSA|tholA] WSS DAB 7|E (Vector Laboratories, B]=F)&E A
ZEAZTE. 7 AR StolmE FHuiEAYC R dx A% e nleES I, lba-1 AR WG oo
SRt (59 n=6). 7} FHAA 5709 b ©Hs Hrbstal 4

BEAN WAAZ AFAAAG, AT A el HOSEA LB S EE HD vele] 4
S, Hglom g stolESA LB/ hOw AT,

AR FH oA &%

3T3-L1 AW AFAEE Zeo]EeA wjkst = MDI (IBMX, dexa, insulin)E A3t AW F4& FEa49
O Agdele =2AENSE 747 5, 10, 20 B 40 pg/me =R AEsta, F tzatels deviile 7
Zt5, 10 320 pg/m w2 AT, 64 et FUEE wjgd F od d= 0= AEE dMsta, x
g B FHAbse] Hd wstE Felsit.

okr
2

EE?‘E} ‘{Vé F &4 2o 149 Eor x==zEw (0, 1 2 10 mg/kg) TE AFERA (100 mg/kg)E
o)
=

12. B4 4

RE A= HA+SENe R AT, BEAE FoA4 L Bonferronid U HlIL AFS HAEC njE AdY B
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4 Ang 7w

(o

2 P 3t <0.05%2 AH9osgltt.

24
Mo
4

Ay 43

1. A4 A3y detag g9l

ALT, AST % T-bil &40 A =3& &Hsto Cl, 524 2+ &4 3 ==224deve] s 35S 37}
ATt (= 29 A WA C). €3 ALT, AST 2 T-bil 58 xR WNormal)dlAE AA W9 (Z7 31.8%
2.20, 42.2+2.29 2 0.17£0.00 U/L)g1 ¥+, 7+ &4 FE27(CCLEE F9; Vehicle)dlA = fFolshAl =gt
(Z+7r 6,088.0+697.47 U/L, p<0.001; 4134.0 + 392.95, p<0.001; = 0.2740.02, p<0.001).

a9y =248 BolH(1 mg/kg; NG 1)ol A+ ALT7F 4,176.04441.97 U/L (p<0.05), AST+= 2,952.0+
358.07 U/L (p<0.05)% Yeh} F &9 3o aA #&sdct. T3, =226y FoJ7(10 me/ke; NG
10)o| A= ALTE 3,588.00+281.13 U/L (p 0.01), ASTZ} 2,236.00+158.83 U/L (p<0.001) @ T-bil< 0.22+
0.01 U/L (p<0.05)2 SA=o] 7t &4 FE=7(CCLY F9); Vehicle)™ ®ludle] A3l &3 o]&# 7A7}

LERS T

Agutdl AT (A Rz, 100 mg/ke; Sily 100)elA=, ALTZF 3,588.004225.73 U/L (p<0.01), ASTH
1,840.00%185.66 U/L (p<0.001) % T-bil& 0.21+0.01 U/L (p<0.05)E e} 7+ &4 FE=a7(CCLYF Fo;

Vehicle) @} mlaldte] &A o] folahAl ZHasiint.

9% ¥EY FAE

=

&4 FET(CCLY Fo]; Vehicle)ol A& 32.80+£3.53 U/LZ et A4 dixa9

206.60+£17.87 U/L (p<0.001)R} GstA @A v, == z2aely]l Fo (10 mg/kg; NG 10)oAl= 104.40+
6.95 U/Le.& Yelg 7+ &4 §27(CCLRF 5915 Vehicle) Bl #9384 =& Ao ey},

2. =2ZFE] 7+ &4 A a2

zA4 gystd A3 Ay, CCly, 54 7 £48 ==22deo] st AS Fasg (= 3). AN o
Zw(Normal Cont.)9] 7+ & HEH AXd, Fogx & 9 A Aas 713 AEE gt Ag4
ZA F2E Hol A (= 39 A, 28y 1 £ FEF(Vehicle) 9 ghllM = 3F 7329 &4, I35 AE
e 2 AX 539 s 52 999 24 9 A FEFAJY (= 39 B). 3F W Aevly Fo
(Sily100) (&= 3¢ P)Htt =224 e FoJF(NGI 2 NGI0) (= 32 ¢ 2 D)olAd o /MAd Aoz el

b £ TES HE 98S Jhite g Hrksklr.  2FsHE Hgo mEw, =24 FoF (NG 2 NG
0)& 7+ &4 fFX=T(Vehicle)ol B3]l 34 3 &4 FosA JAEAT (p<0.001). AEvtd FoL

1}

o2 ke A3, b EF FEL(Vehicle)ollM &
FoA(Silyl00) oM FefsiAl A2l (&= 39

G).
Lok, upg-29] 7 Ao AW HstE FZABIEY (= 4). A 2T Normal)dA = 24 = 0 S99
oa) A Wrgo] HEFA &S whd (= 49 A), I & FEF(Vehicle)dl s 2 AAd] Ax ik 2w
Wago] et (= 49 B). ulxdoz, :=2zgely]l Fot(NG1 % NG10)#H A2]rkal Folw(Sily1009 A
= Zre] AW Wt ARE AoiA o At (% 49 C WA E). 2d-dl=-0-44d WA vl 4 o
A FrE=at(Vehicle)ol Al frolatAl %A 9H(p<0.001) =24TERT Fol-(NGL 2
NG10) (p <0.001)¥ Agmdl FoJF(Sily100) (p <0.00D)lA F23tA #FAsF et (& 39 F). o]#3 A3
v =2Z4TER A 7F uke-2 el A CCly FEA 24 #eE sty WelE st 9SS ofn| g,

3. &A4 714 ==2Z2FEde) CYPIA2 B CYP2El FAA 4d =&
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[0103] W CYP1A29} CYP2E12] mRNA
BE FAqFNA FosiHi

(Sily100), p<0.05). =12t}
T

ol

A&k, CYP 2E1 mRNA 2&@L AA tizdt
(Vehicle) @ NG10, p<0.01; NG 1 2 Azwtzd
< W7l Itk (&= 59 A).

FE (Vehicle)oll Al folsHAl
A S/t (= 59 B).

(Normal) el

E
T

O

l

0:1 fLe
HHH - CYPIA2 mRNA

(p<0.05) % Agntzd

HNr.p

[0104] Ak Ta

e B
(Sily100) (p<0.001)°ﬂ A

s,

NG10

1_4

_]

o=

SOD % CAT &Aeo] =A %
. p<0.05). =¥ FHERY F ot (NG1 2 Nelo)owt 7t
Rl S ) o] FA FFHAL D#, ] NG10olA4 & SOD &Ado] A3
(102.22+2.26 U/L, p<0.01; = 6] A). CAT A W3 NG1 2 NG10olA £ s}
0.03, p<0.01; 0.98+0.21, p<0.05, = 6¢B). o] Ay} ==zl 7+
A AT BS o]t

- A=

3l a¥E SOD ¥ CATY &
%EE(Vehicle)ﬂ]/ﬂ

0y

[e]

9l

o3

S

3 w929 Zhel A INF-a, IL-18 % MCP-1 mRNA 4 a3}

=z O =
=5 =4

INF-a % IL-1B9 mRNA T3& 7+ &4
+(Normal )l &= 2+ 0.71+£0.26 2 1.42+
AL (p<0.01),

s st (2
L3 ASA AEIRJIQ] MCP-19] mRNA <=

=orom (12.37+1.00 vs. 1.3140.27 U/L p <0.01),
- (Vehicle) Bt} & A 3] <o}t (4 6.94 1.3 vf ¥3}, 6.9£0.7

[0111] %E%}(Vehicle)oﬂﬂ Zy7} 3.414£0.56 2 2.374+0.27 U/L, A iz

45 U/LZ YeEh 7+ &4 57 (Vehicle)d A e So&tA =7}
iE%EPEPﬂ Tl (NG1 2 NGIO)Oﬂ/‘iL Z}ZF 2.304£0.27 2 1.474+0.02 U/LZ e} S92

T p<0.05; = 721 A & B).

=

O

p

[0112] 7F &a -

FH
Olr

T (Vehicle)oll A A4 tlz(Normal ) K.t} 39
W Rl Z(NG1 2 NGIO) el A E 7+ &4
7] W3}, EF p<0.01; £ 79 C).

a(Normal )l A= Iba-1-%A4 9
& HEEA gk, o
At (= 89 B). 18
7} @io}iir/} (= 8«] D ¥ E)

[e]
Tr

-
a=

I-H_

=

:10

[0113] 3 MEKupffer cell)/HAAZE 7+ &
MNxE7E 2R YEE A (sinusoid)S whEk
2 } f= (Vehicle)oll e EAlsle —:r"«ﬂ A 322} Oﬂz/‘]l ol A=A
Fo(NGL 2 NG10)ol A= Iba-1-%A Kupffer A|X9 &
Folo] vl&e A iz Normal)Zk wlmsle] 3+ &4
NG10 (p<0.01)3} Adg]ntHA FoI7+(Silyl00) (p<0.01)o A=

J

(p<0.01)

[0115] 6. &4 oA =2ZdeNe A 4 A4 ax

&AE s iAol Fofst=
aP2(adipocyte fatty acid-binding protein-2) -7 =F2] mRNA
a27E Hrtegitk (2 9).
o A,

@bl

=i}
=

[0116] 7 ZAOA #xA PPAR-y (proliferator-activated receptor-y) 2

Nelol wagdETel AW FA4 oA

I~z O H
T = 4

[e]

=7 (Vehicle)o A=
4 NG1O) o= F +AA

&

o] 7+ (NG1 2

[0117] & WA (p<0.01), =27

Splapl F7hs e
SHIE (p<0.05).

E
T

I~z
T

Seul e Nrf-2 2 Ho-1 g 2%

-1 g2 gk a4 (49
Z7 BEd FQ
gelatr] el

yob SHAl AlE 2
alol| A Nrf-2 =320l

=+ (Vehicle) ¥} n]uld}o]

HS
o~ =

?‘&

mlm
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[0125]
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[0130]
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2 ZFE] FodE(NGL 2 NGL0) ol A= Nrf-29] AME
109] A). ol#g Axtel dXAkA HO-1 ©d 4=
= 109 B).

STy guldel 8 AF AmrF A SR (=
N St (Vehicle) BTE NG10O Al 69 8FA =it}

M
flo
F—Ti I‘UX‘
b
%)

FARE dARAR A dER QA3 de, A ool =AY 9] (perivenular region) Rl
: B 2k 24 FET (Vehicle) M= A3l o e 24 F

ZeAl A 2y
2ol AEHAJY (= 119 B). 7+ £4 FX7(Vehicle) I W sle] w2 Z4-dElY] Fo]+(NG1 2 NG10)3 2 g
uld Tl (Silyl00) ol A= Fhell A ZEbdl 229 52 dAASA #AasATt (= 119 ¢ 2 D).

IEAYSLA de %A Wl v&e 1 &4 FEF(Vehicle) (3.77+0.27%, p<0.01)olA AA thxd
(1.60£0.14%) Rt} F23tAl =dvk. I &4 FEa(Vehicle)d Hwdte] =24 FoJ - (NG10) A=
Hlgo] FA3| Wt} (3.00£0.02%, p<0.05) (= 119] E).

7 249 FlolE2 A T2 X AN 2T (33.87+5.81 g) BT} 7F &4 X (Vehicle) (189.26+35.53
g, p<0.05) oA FeJstAl Frtstslon, wEZATEN Folt(NG10) (148.6+24.94g, p<0.05) <M= rolst
Al Sttt (= 119 F).
CCly, fr= ¥4 7 &4 ple-2o] Agstd I3 9 22 9yedy gebnee ®skes 0L %= 34 1 &4
upg-229] Wk} FAEA Y (dlelEs AASHA 2g). ES, oSMA ¥ FJER2dE nRNAE 3F &4
(Vehicle)oll A= Z+zb 5.24+1.758) w3 2 1.48+0.07 (¥ p<0.052 Yelui, ==

Z

(NG10) A= ZFzr 3.33+1.768) W3}l (p<0.01) 2 1.03+0.154] W3} (p<0.05) 2 e} =2 zaey
(NG10) el A -9 3kAl A8y (2 12).

2 Fo 958 Ay, A4 F13 B 4 A R ARF Q)
RS PaAE AL AT (2 13). olF Ea }
Eh 958 Ae o

9. w2ZAHHY A 24 44 5

st E4dE 1 2A ol9oll AbARl AWM XA w2ZddEiile] AW XS AT & =R ST
I Ay, =2zElo] Ml 9ste Fid AW FAHE oA dAst (2 14), A A Hojste
PPAR-y , aP2 & SREBP-1c (sterol regulatory element-binding protein-lc) FAx}2] B&-& AAdA A st
= A& gl (& 15).
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=g
EH]
Sacrifice
0day  amment of NG or silymarin. daily for 7 days o o B
Acute model I
Sacrifice
0 day

<«

Chronic model

. PBS (Vehicle). Norgalanthamine (NC. 0. 1 and 10 mg/kg. P.O.) or Silymarin (positive control) (100 mg/kg. P.O.)
»

CCl, (1.5mlkg. IP)

Norgalanthamine
(Cat. #D292035. Toronto. Toronto Research Chemicals)

5000
= 3 Normal S 3 Normal
S 4000 . Vehicle s . Vehicle
5 £ NG1 3 £ NG1
3 3000 €3 NG 10 3 NG 10
= £ sily 100 5 £ Sily 100
2 2000 s
E £
2 1000 g
[ @
n 2]
Normal 0 1 10 100 1
Cely = + + + + CCly # % * %
NG (mg/kg) - * + = NG (mg/kg) * + =
Silymarin (mg/kg) - - - & * Silymarin (mg/kg) - ¥ *
C = 400
T o3 = 3 3 Normal
2 Normal £ @ Vehicle
= @l Vehicle % 300 &= NG
[
302 &3 NG 3 3 NG 10
E 8 NG 10 § 200 3 Sily 100
3 =3 Siy 100 8
- 01 ®
5 G 100
o s
E 5}
5 00 ? " Normal 0 1 10 100
(2] Normal 0 10 100 cel £ @
4 - + +
cCly - o - NG (mglkg) + + -
NG (mg/kg) . i Silymarin (mg/kg) : o #

Silymarin (mg/kg)
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EH3

s
2 e o
S - o =
mz el
g
£
2
S
0 1
- + ® * L
- - * + -
- - - - +
= 3 Nomal
. Vehicle
g " w  |= e
g - w  |E= NG00
< 3 Siy 100
-
8
z
o
Normal 0 1 10 100
cCly - + + + +
NG (mglkg) - - * + g

Silymarin (mg/kg) -

Positive Area of Oil red O staining (%)

1
+
+

NG (mglkg) - i
Silymarin (mg/kg) - -
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EH5
A 1.5
< 3 Normal
E @ Vehicle
E S 1.0- T &3 NG 1
NS £3 NG 10
S5 =3 Siy 100
O *
o o 0.51 *
.‘Z_' & Lol Rk -
S
[
o
NI 1Tl
Normal 0 1 10 100
ccl - + + + +
NG (mg/kg) - - b * -
Silymarin (mg/kg) - s = = *
B 1.59
<Zt 33 Normal
% H#HH @ \ehicle
S 2 40d __  |=m NGt
bt % £ NG 10
$5 # =3 sily 100
Oxgp 05 o
g g =] dkk x +
s
[}
¢ m [
0.0 T T T
Normal 0 1 10 100
CCl, - + + + G
NG (mg/kg) - = * * =
- - - - +

Silymarin (mg/kg)
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k1
N2
()Y

1501
3 Normal
## 4# |EE Vehicle
? 1004 * = |E8 NG1
5 = NG 10
= £ Sily 100
o
* 50
Normal 0 1 10 100
ccl, - + + + +
NG (mg/kg) - - + + s
Silymarin (mg/kg) - = = = H
15 M 3 Normal
—_ @l \Vehicle
£ 10 T £ NG
é I #H £ NG 10
3 . * 3 sily 100
T 0.5
©
o
0.0 T T T
Normal 0 1 10 100
celj = + + +
NG (mg/kg) - . * B -
Silymarin (mg/kg) - - = - +

EH7

A B

5 3 ok
& . 3 Normal 3 Normal
§ 4 # W \Vehicle 2 @ Vehicle
T - % # *
Eg # . = NG £%, # o &3 NG 1
L5 x 08 NG 10 K5 * £ NG 10
Zz& . =
P = Sily 100 ) = sily 100
0T 2 oD
) 291
= s
° 1 ]
14 4
0
Normal 0 1 10 100 Normal 0 1 10 100
cel, - + + + + cei, = + + + +
NG (mg/kg) - + ] o NG (mg/kg) - - % + 4
Silymarin (mg/kg) - - - - * Silymarin (mg/kg) - - . - +
15 o
< 3 Normal
2 W Vehicle
E9 # # &3 NG
o 10
a5 i - # |Encio
g5 * 3 siy 100
P
28 5
s
o
4
Normal 0 1 10 100
éCh = + + + +
NG (mg/kg) - - * + =

Silymarin (mg/kg) -
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ey

154

104

Positive Area of Iba-1(%)
(fold change)

##
iz HE
3 Normal 0 1 10 100
CCly - + + + +
NG (mg/kg) - = * + 3
= Silymarin (mg/kg) - - ® o *

3- *x # Normal
g xE * # Vehicle
z *
cg 22 NG 1
~ & 2- T NG 10
x £ oy
< 8 ily 100
A NT)
Q T
2o M=
S e
)
(]
©
0 T T
Normal 0 1 10 100
cely - + + +
NG (mg/kg) - - + o -
Silymarin (mg/kg) - - S . *
34 *kk
3 Normal
£ #  om # | venicle
0 e &3 NG 1
O 24 *
Q8 . |&= nNG10
<3 &3 sily 100
22 -
&7
[}
4
0 r T
Normal 0 1 10 100
ce, - + + - -
NG (mg/kg) - - 5 + =
Silymarin (mg/kg) - - - - +
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=910
A B
R R T (Ka)
NIf2 o | o o - - = —=Ls HO-1 o v e e e 32
B -actin — | e - — — - — - | 45 B -actin —|emw e - - — 45
1.59 4
L Cytosal 3 Normal
i B Nuclous w . Vehicle
8 _ 1.0 ) # £ NG 1
g3 # o 3 NG 10
5z ) %g 29 4 =3 sily 100
S 7 05 S L
4
11 o
0.0- 4
Normal Vehicle NG1 NG 10 Sily 100 Normal 0 1 10 100
ccly - 5 i # # cc, - + + + +
NG (mglkg) - - g o N NG (mglkg) - . + + .
Silymarin (mg/kg) - B B : Silymarin (mg/kg) - - = - +
EHI]
Normal Cont. Vehicle+CCl, E s
é 5 (3 Normal
£ 4 = " . - \ehicle
2 L = NG 10
© 3 =3 sily 100
a
5 2
g
< 1
2
5 O v T T
A B 3 Normal 0 10 100
— — e - + & +
. NG (mglkg) - - + -
NG10+C C]4 Si]yl 00+CCI4 Silymarin (mgfkg) - - _ +
F = 250
g # " £33 Normal
o 200 W Vehicle
® £ NG 10
3 150 3 Siy 100
£
S 100
-]
S 50
°
C D 2 oL 1 -
— — Normal 0 10 100
ccCly - + + +
NG (mg/kg) - : + -
Silymarin (mg/kg) - - - +

_19_



cyp1a2y, Nef-2HO-1

<esuaJoeq/ssaJddng |

Oxidative stress

Lipid accumulation

Inflammation
Fibrosis

EH]I2
% No
< rmal
Z Vehicle
m —_—
EQ 4] # NG 10
- Sily 100
wn <
30 #
02
29 21
5~ T
[]
(4 I-—'"—|
0 T T T
Normal 10 100
CCl, - + +
NG (mg/kg) - + =
Silymarin (mg/kg) - = +
1.5
§ Normal
% & Vehicle
SO NG 10
= o 1.0 #
3 5 — T Sily 100
< c
oo
83
p g 0.5
=2
S
(]
X 00 ¥ T T
Normal 10 100
CCly - + +
NG (mg/kg) - + =
Silymarin (mg/kg) = - +
EHI3
Norgalanthamine

Enhancement of hepatic
metabolism and function

_20_

ZIHSd 10-2022-0129833



EH14

NGO

Control NG5S

NG40

3 3R
&
¢ - .
ps- s
Silyes ‘ Sily10 Sily20
. ¢
k2
| B, i A <
- - ¢ '”i »
$ oy >

k1
N
[y
(%)

PPAR-y mRNA expression
(fold change)

120

100

20

Oil red-O positive area/total area (%)
o

MDI
NG (ug/ml)

Silymarin (ug/ml)

ssion

51

Relative aP2 mRNA exj

-4 Neg Vehicle NG5 NG10 NG20 NG40 SilyS Sily10 Sily20
g

2 18
L

o 1.6
’<

v

< M
é ’E_’n 12
£ 8 10
© 5

Neg Vehicle NGS NG10 NG20 NG40 SilyS Silyl0 Sily20

Neg

Negative 0
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