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Z 2L il 1 TLRA 5 STAT6 {5538 % 412 HF L Wit 41 i i Ak
A ARG 2 0 I A

RARTE B, ATHRRY, MM, A, B, T4, FHERY
(L. EBHEFTEREERBELELELHE, B 710068;
2. W B P ESHFE PEAL (W EE_PEER), R 610031)

[HE] BT % % 20 ith iz % 35 RS 2 I8 05 PR T 8 (NASH) 197 2 S AL . 77 3% : C57BL/6J /1 BB HL 20 b 1F 4 /1N il
FIVRE Y /N B, SR Y v B ek W 5% 3 A 1.2 L*%EEIJJEM;UJ/\ﬁﬁﬁm%mﬁﬂéﬂ KFELLMAAR L A 41(0.51,1.02,
2.04 g-kg™®) FIFHPEZG — WHOBUIRA , 1541 6 L, 452 8 Ji o WA /IN BRA YT 15 7R T A48 1k 5 SR AR AR 1 A8 I i 3 S IR E B2 (TC)
Tl =8 (TG) AR N5 & A E 4 B (LDL- C)&HJFHETC TG7FEI LDL-C & ; AR K- (HE) BN 4L O B (543 5 WL £ 1T HiE g
TN DA B 5 W AN M R I S 28 I BRI A 2 (ELISA) SR 9% 0 5 B R A il 8 3 500 (Real-time PCR) WLEE /1N T HE
T 200 i 2 3 A 7 1 0 R 1 B 928 B 6 7k (Wesstern blot) Al e 28 2¢ ' 1 2% 55 7 21 il 7 Xof /0N BRI 0 200 e B e 14 ¥ e AL
SRR 5 IFH A P AR 2 /N B I A B, 1t i R E TC TG R LDL-C & i 2 35 71 i (P<0.01) , AT B 2 S /R 455 80 21 /N
SRR IUE I 2 P9 T DL 3 A1 S 1 1% [ R 0 0T B A 48 M 4 i SR A0 5 vt X Jif R &5 2R B8 7 C D86 BH Mk 4t it L 441 fk 35 7t =i, CD 206 FH
PR H W R B (P<0.05) 5 AT 5 10 — 48 AL LA B (INO'S) 5 it Je i SR 48 N F--a(TNF-a) mMRNA %3k 34 8 3 715, 4T
JUE IL-10 7 47 A% IL-4 mRNA 235 7K i 35 F AR (P<0.01) ; FFIE Toll BE A2 4k 4(TLR4) & SRBE K - 32 M4 SE B [H 1 6 (TRAF6) il

HERE 5> 4k P T 88(MyD88) K [1 323k 1 3 T i (P<0.01) . SHEALZN A, A3 20 i e v G o 4 B — BRSO /I R4 i
IR, LV AUIFIE TC . TG M LDL-C % & 1 35 BN (P<0.01) , JFF s B 2% 5 7 /0N U I i J55 370 AR s 4%, g vk AR 2R 25 s 20>
B P8 B M UL =X A ML A AR 0 25 SR SR WY, 3 2 it e b AR 2/ B CD86 P M 4 i L 51t 3 TR B, CD206 B 4t i L 7]
B 2 7t 5 (P<0.05) 5 IFIE iINOS 7% i M TNF-a mRNA ik 18 & B IK (P<0.01) , JHF A 1L-10 & & & 1L-4 mRNA =ik /K- 8 3% 7
1% (P<0.01), IFIE TLR4. TRAFG%HMyD%EHE%WEE 15 %5 ¥ 5 I 5 SO B 111 6(STAT6) B R 1k 2% 1k %ﬁﬂfﬂ?(ko 05,
P<0.01),STAT6 &2 H £ ik 22 7 LG T+ o BER AL T A B E NASH /N U IE A RE , FEHL T 0T fig 3 i STAT6
I TLRA A 5 3 [ 4K 3 M1 5 5105 241 fifd 7] Mz%ﬂ*&ﬂco

[XEWR] FHai; EEERIIEIF 2 (NASH) ; BRI ; Toll#E3Z 7k 4(TLRA) ; {55 565 S S s &
1 6(STAT6)
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[ Abstract]
nonalcoholic steatohepatitis (NASH). Methods: C57BL/6J mice were randomly divided into normal and modeling groups. The

Objective: To investigate the therapeutic effects and mechanisms of Qinlian Hongqutang (QLHQT) on

NASH model was established by feeding a high-fat diet for 12 weeks. After successful modeling, mice were randomly assigned to
the model group, low-, medium-, and high-dose QLHQT groups (0.51, 1.02, and 2.04 g-kg™), and a positive control metformin
group, with six mice in each group. The mice were treated for 8 weeks. Body weight was recorded before and after treatment.
Serum levels of total cholesterol (TC), triglycerides (TG), and low-density lipoprotein cholesterol (LDL-C), as well as hepatic
TC, TG, and LDL-C contents, were determined by biochemical assays. Hematoxylin-eosin (HE) staining and oil red O staining
were used to evaluate liver histopathology and lipid deposition, respectively. Flow cytometry, enzyme-linked immunosorbent assay
(ELISA) , and Real-time polymerase chain reaction (Real-time PCR) were used to assess hepatic macrophage expression and
related markers. Western blot and immunofluorescence were used to investigate the potential mechanisms of QLHQT in regulating
macrophage polarization. Results: Compared with the normal group, body weight and serum and hepatic levels of TC, TG, and
LDL-C were significantly increased in the model group (P<0.01). Liver histopathology showed unevenly distributed round lipid
droplets in the hepatocyte cytoplasm, accompanied by inflammatory cell aggregation. Flow cytometry showed that the proportion of
CD86-positive cells was significantly increased, whereas the proportion of CD206-positive cells was markedly decreased (P<0.05).
Hepatic inducible nitric oxide synthase (iNOS) levels and tumor necrosis factor-a (TNF-a) mMRNA expression were significantly
increased, while hepatic IL-10 levels and IL-4 mRNA expression were significantly decreased (P<0.01). The protein expression
levels of Toll-like receptor 4 (TLR4), tumor necrosis factor receptor-associated factor 6 (TRAF6), and myeloid differentiation
factor 88 (MyD88) in the liver were significantly increased (P<0.01). Compared with the model group, body weight was reduced
in the high-, medium-, and low-dose QLHQT groups and in the metformin group. Serum and hepatic TC, TG, and LDL-C levels
were significantly decreased (P<0.01). Liver histopathology showed alleviated hepatic lipid deposition, with markedly reduced
lipid droplets and inflammation. Immunofluorescence and flow cytometry showed that the proportions of CD86-positive cells were
significantly decreased, whereas the proportions of CD206-positive cells were significantly increased in the high-, medium-, and
low-dose QLHQT groups (P<0.05). Hepatic iNOS levels and TNF-a mRNA expression were significantly decreased (P<0.01) ,
whereas hepatic IL-10 levels and IL-4 mRNA expression were significantly increased (P<0.01). The hepatic protein expression
levels of TLR4, TRAF6, and MyD88 were significantly decreased, while signal transducer and activator of transcription 6
(STAT6) phosphorylation was significantly increased (P<0.05, P<0.01). There was no statistically significant difference in total
STAT®6 protein expression. Conclusion: QLHQT effectively ameliorates hepatic inflammation in NASH mice, and the mechanism
may involve STAT6- and TLR4-mediated signaling pathways driving polarization of M1 macrophages toward the M2 phenotype.

[Keywords] Qinlian Hongqutang; nonalcoholic steatohepatitis (NASH) ; macrophage polarization; Toll-like receptor 4
(TLR4); signal transducer and activator of transcription 6 (STAT6)
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AV 8 A P M P I R (NASH) J2 I T RS 1 I ity
P I ) — il gt R S AR R AE S B O i A AR
CFF 40 B IR 7 A8 4 L >5% ) £ B T 440 i 452 495 F 4 , FL
JG 2 AR sl kAt B At A P 00 DR 3R (s 7
JF 98 25 Wy PE I 40 45 ) o A TEORS P R s P O AR
i R A A Bk N OB 25%~30%, H t NASH
20%~30% ( B 4 Bk 2y 1.5%~6.5% A 1 & A
NASH)"™' o 3T 1 35 [ £ i R 25 400 4 3 )y Jon 3k 1L o
R R i K B 32 K (THR-B) 1% 3h 77 B 7 56 8 %
(Resmetirom) /5 k16 7 NASH 19 25 4, {0 17 75 3 1k
AR BRI B AR 25 5 T T ok AR e A
I W AR X 3 — A 3 T AR R R

Xt 2Lt iz IR B T AR BRIE IR ) L PR ZH R
W 5% 22 B 25 41 ih i B W 3 1 B g At RAEH
HAE FHIMLE AT GE 5 98 45 I T8 IR R A7 A [ dn ik Je B
X Z M (FXR)/G # FH K 3Z /& 5(TGR5) 155 5 i i#
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AR SR, 56 TF 1%y 7R A 3 A R Y v 4
WAk (M1/M2 AL ) o 2 45 H M NASH 3R 7 /EH L B
HIm AR, T, AR PR R IERESS
9 NASH /N BB AU | 3R 45 2% 52 45 1 21 il v o I E B
W% 240 A% A 1% 3 455 4 1T S HE 3 = BILTRI , LSBT S 1) )
277 ) 19 25 20 0T R il B A R R R L B Y S 5
WA, TR B Sk JF K3k T B W 4 AR A O 4 Y
NASH JA 7 SR I $E 3 2 7%
1w
1.1 ¥ ASHEE 1 6~8 J& iy C57BL/6J 52 56 /N
R, AR BT 2t (19+2) g, 5256 30 W) B 307 DUAR (A6 50 ) 2B
AR WA A A, A 4% E 5 SCXK (52 ) 2019-
0010, =55 W1 H] , 4 1l 55 T br fE P05, = IR 45 1l
TE 22~24 °C , MIXT I FE 4E 7 7F 40%~60% ., T A S5 5
R g —m 6 BREI, A 4B ok, AR
%5 S 56 20 0 1) 1 H AR BIR S o
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1.2 3 AWFGEY SRR h B 25 K S 3h )
T3 23 51 25 o ikl of ([ #R AL 5 2023-11) .
1.3 24 FHEL MG YA S H A
AT KCH R gL anlh AR E #4109, TR 3 g,
FIT 250 ¥ [ AR B 2 Rk 2 B B L A A
2025 47 R € A N R 30 [ 25 e ) bR o, 22 100 )1 4
s 24 B 2 Bt v 2 B 5T T R AR OME S B T G AR . 24
4% 1:5(g-mL™) LB K 12 12 20 min J5 & 6, 3¢
KR ZE 60 min, 2o W 4R 245 M 2 400 mL. B S
1:2.5(g-mL*) ol K , PR IR BL &, o 45 25 1) &Y
200 mL. 2 W IR A G 4 VR T A 31 153 9 T
¥y (R 255 8617 g-01) . VR T B B IRAFE T 4 °C
VKA I FH AT LA 80 °C 7K ¥ fift IC il B2 JIr 75 Wk 25 W -
THRUIR(Met, YE958 1E K K 2500 A BR A A E 24
5 H20031104, 4t 5 230505302, #L#% 0.5 g) -
1.4 R D12451 = g 18 K} (45% Bg Wi, 5%
Research Diets 2% 7 ) ; i 1 [& f2 (TC) | H il = fig
(TG) K% JR & IR [E B2 (LDL-C) i F: /8 — &
LA AW (INOS) | 1 41 ML/ R (1L)-10 35 & (2%
B S Bl R AR W R B Ry A IR A R RS 4 i
E-BC-K109-M. E-BC-K261-M. E-BC-K222-M.
E-EL-MO0696 ., E-EL-MO0046) ; A & iz & 3 % #% B
(ALT) . R& @AM A FL L (AST) I & (KEIL
T HEARABRA A, 525 28 2023002) ; 78 K R
P 4 2 O Yk . B- L3l 2 11 (B-actin) Bt f4
(sl VB8 4E R A= W) BEHA BR A | 585 40 3 ok
G1005.G1016.81115-1-RR) ; F4/80( 3% [# CST /A #],
1% 5 30325T) ; CD206 ( &% I = /& A= 4 F AR A R A
A, 1% 5 18704-1-ap) ; CD86 . Toll #: 3% & 4(TLR4) |
Jifr 988 3K B8 R 52 R SC Bk 7 6 (TRAF6) i # 43 1k
K ¥ 88 (MyD88) . {5 5 % 3 M ¥ sk W 1% & A
6(STAT6) B 2 1k (p) -STAT6 Bt 1A (% #F 1E it E W
He AR A PR 534 A W), 5% 45 43 il 380350, 505258,
380803 .340629 .R25811.310177) .
1.5 Y4 BK-400 %4 [ 3 A4 1k 43 M A (R 4%
JBEAE A A5 BR 2 B ) s VICTOR Nivo B il b5 A% (34 45 #2
IRERAL A BR 2 7] ) ; KD-RS2 AU Jii K Hl . KDRS3 %!
AL AL CH M bl AL RS A BR A F] ) ; KD-2358 7
PIRHLOHTLAE e mi Rl & A RA A ) ;
AX-T BUG I () AR B AP AR A A ;
Q24RC RV VA I AL (b 3t i RIERH AR A W] ) 5
Q2000A 7 52 B 2% Ot o 1 B A W 4% =X = 1 (Real-
time PCR) A (BT M W L BL 2= {5 A BR A H] ) ; AE224
R 5 22— 50 B RO (11 5 48 7 B4 AR A BR
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/N ) ) 5 CytoFlex 2 3t =X 40 g A% ( D1 5 2 2 Ik 5 45 BR
/3 7)) s Microfuge 20R 7 i 3 4 R 250 L (DL 5 2 R
IRAEAT BR S 7)) 5 sc-3614 TR 3 25 .0 L (22 b A
FERF 2 A g8 A BR 2N &), JY300HE Y H 3k A (b 5t &
AR IR &AM HE ), 1703940 R HE AL (55
= Bio-Rad A ) ) o

2 Hik

21 ZWad 5% NRIE A BB T, 5
Ry TE R A RVSE AR A A ] DS BROA AR BT i RDIR S TR
P25, IEHE A S T e, B % T = IR
T RE, R ek 12 Y, 35 IE W 4S5 R AL 4] 2 (R A i
B RE ACEAEAE o2 22 5 B2 /)N BRI JIE HE
o FRYT R $2 7R A7 6 B 05 728 Pk K 48 i D) AR Ay 32 A B
Ty o 15 BRI S K AR /)N BB AL 43 R A 4] K i
21195 0.51.1.02.2.04 g- kg™ 7 fF 4 ( LA A AA 5
60 kg N b o 1T, 25 5 20 ih 3 I R T = Al
83 g-d*, A2 it K 6.17 g-g*, B4 K 5534 2 i 1
T3 1fe R FH 4+ 4 83 9/6.17 g+ g'=13.45 g i 4l A 5
N B4 3 0] 4 44 13.45 g/60 kgx9.1=2.04 g- kg™ Ky
e R A, R A Dy o A 0.5 % L ARG AL
R 2 Y 0.5 4% ) FTEH 4 245 — I XU, il 6 H,
YN8 JE L IE W LH R Y 4 {45 R A0 AR B R K
B PR 10 mL-kgt, B R 1R, k4
258 .

2.2 WEFE R

221 —BIEHN FERRALRNRE LKA
Jei /NEREE B 24 h(F HREROK) Bt JS HE  T 59 50 B L
BN SRR o 10 sk Bl ) AR B S 3 e R BRI
RAEREA, SR F S0UME A 15 b B8 BN 4 o TR 4k B
JUE 2H 2R S2 B 7 2 21, FH A= B3R K o e T i DB AR
W B3 2% 17K 43 J5 FR ot it , 94 LT 28 3530 (52
JE i ) 48 K= HE (B S2 B8 7 ) (g) A T £ () x100%

222 BRI SR A A B AR AL, UL E AT
FEAE I %E Il % TC . TG, LDL-C,AST ALT /K F .
IR k41 21 200 mg F 550048 L 4 IR 1:9(W V)
5 2 46 22 WP (PBS) I WL, R VKK IR S5 1 R A13K
B W A5 4 1Y B OIE A) 3% 12 000 remin K IR B O
10 min(&.0 242 89 mm) B bW T 2.0 8 4%
R B U B SR AE L R A AR L U ) TC L TG,
LDL-C.

223 HARZE-PHL(HE) YLt 20 O Yo o )i JIF 41
UL PR & 4% Z R EEE € )G
K FHZ8 18 K 7840 1550k , B )5 5% A 75% & B v i i A
FF o oSS AR AL A < B0 RE K 3 W Ah 3 A
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{38 K YI R il 4 fe S AT HE et [l B, 59 UK
HAREAR L OCT B AR Bl & kAU R 1T
ML O Yo orHr o T A Qe tab) v 3 402 1o Ui
Z 45 M <, 2% Ji] Qupath Fil Image Pro Plus & 1% 7>
BT ERAF A7 8 1A
2.2.4 i 3 40 AR A /)N BRUFFIE CD86.,CD206 1Y
ik KN U IE AL U0 U0 B R N A
A 0.1% Ji J5 /il IV #1 DNase T 7 1k ¥ b , 78 37 °C
T fE R L K 30~45 min, & H AL 4
b5 RS, A S8 (R BUAYG ¥ PBS 57 1k S I, O i
70 wm & W 3k 8 A5 3 040 TR 5 ok 8 S 0 40 B
L5 min, 37 % W, H PBS 5B 41 i I i1 4L,
Bl O 200 L %% B R 1x10° A~ /mL, B 4H i & 300 pl
T4 o, A live/dead 1 wg 44 (% 10 min, PBS I
¥ J5 A CD86,.CD206 .F4/80 .CD45 4% 1 ug; & T
37 °C (kB IR 5T, 30 min; il A PBS 1 mL, iR 2) 5
300xg & 0> 5 min, 5 Fif ; 4 3. A PBSH
400 WL, it JiE 4 37 1R 29 5 I =X 4l AR A ARG 0, 5 X %k
P AT 57
2.2.5 HPETEA N F4/80 .CD206 .CD86 . p-JAK1 .
p-STAT6. TLR4, MyD88. TRAF6, p-NF- kB % ik
SRS S YD Fr S IF AT PR E 2 . A PBS
M—PE TREN 4 CHE IR . —HPEm
Fiis B L 4 K - F4/80(1:200) .CD206(1:500) .CD86
(1:100) .p-JAK1(1:100) ,p-STAT6(1:500) . TLR4
(1:200) .MyD88(1:100) ,TRAF6(1:200) .p-NF-«B
(1:500) . Mt A% K F SRR IR ZIFEHRH MY —
BUAH L FFJE () —HT(1:500) , k% L #F F 50 min,
JI LB IR I 5% 3 Uk U 3 YK 2 U5 T N DAPI L, 3kt
FEHRFEF 10 min, MO IR 5% 8h Uik 3 IR Z )5 T
IR K E R R E R U R TR M T
WL FAHE 28T
2.2.6  [ifFIC G0 2 R BREI S v CELISA) Kl /I BRUBTF e
iNOS . IL-10 7K F ¥ 41 811 0 JF fin A ¥4 PBS
(1:9 LL B ), 27 3% I vk ¥ 30 min, 48 75 Ab PR 3~4 1K,
5000 r-min* &0 10 min( B 024 89 mm) , Ik & |
THW o PRAEFL 25 E AL FFE AL 4 B ARG B 5
B s o R B SRR i 100 L, 37 °C ¥ & 90 min.
A W =AU AR TAE W 100 pL, 37 °CH# & 1 h.
FE T LN AA , in A Pk % Wk 350 pL, = i1 1~2 min,
BT Rk, EE 3. AWML &Y T
YE W 100 pL, 37 °C % & 30 min, J T 8 1A I ¥k
5. fAJE Y% W 90 pL, 37 °CilE LI & 15 min,
T2 1E 50 pL {5 1k J2 i, 450 nm i K I I
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A,

2.2.7 Real-time PCR fu | it 41 41 TNF- . IL-4
MRNA F kB8 ] RNA $2 B0 7 & 52 BUTF 24
ZUrh ) B RNAL MR8 2 5 5% i ) & Ul B A3 5
cDNA, Jf: # 47 Real-time PCR JZ Jii . PCR Jz Jij 4% {4
“h 95 °C il 2% £ 5 min, 95 °C 4% 7% 10 s, 60 °C i k
30's,65~95 °C, 0.5 °CHEffi 5 s, 5% X I8 41 i1 £ )
HEMIEHENSILHE B CAH ., 514t db s R} A4
YRk e A PR B A B, IF R 29 5 ik iR R
k., GIWF ALK L,

x1 5|HF5

Table 1 Primer sequences

GiEY] JP41(5'-3") K fop
GAPDH  Lif CAGTGGCAAAGTGGAGATTGTTG 169
T TCGCTCCTGGAAGATGGTGAT
TNF-a ¥ TGCTCAGAAACACACGAGA 128
Tiif ATCCACTCAGGCATCGAC
IL-4 _Fii# GGTCTCAACCCCCAGCTAGT 102

T f GCCGATGATCTCTCTCAAGTGAT

2.2.8 & {1 g% BN s (Western blot) 46 I 1T i 26
41 TLR4 , TRAF6,MyD88 STAT6 & [ £ ik  HUIT
JIE 41 21 100 mg, fin A 10 fi5 T 20 SUA TR Y RIPA 2L fif
W, 450 B4R (4 °C 4 F T 12 000 remin™ & L
15 min(E.0 242 10 cm) Ji5 , K45 A 3 AR BUR , 8
it BCA R K I A Mk BE o R FH -1 e B it 1R 4 - 2R
TR 45 T i 26 ¢ R Pk (SDS-PAGE) #E 47 & 1 HL Ik , 2
J&7 200 mAE L HL 1 het 85 FZ ED 3 PVDF 5 1o 4%
PVDF [ A 7 5% Mt g W5 ¥ (9 TBST £ P41 Wi &
FI1h, it A—Hr(1:1000),4 °CHEIRT K . Ve G
A —$i(1:5000),37 °CHFHE 1 h, YRS A %
OV, L EEOG, BY  B I R HEAT AR
Alpha Ease FC 4 4b #7245 43 B H A5y 19 K B {8 .
2.3 it R JH PRISM 9.5 ¥k 17 48 3 %k 1
AT G B 3, T BB DL X2 s o, 7 41 A1 4K
it LU, A7 B TE 25 43 A 0 SR FH fe /0N 3 0k 25 S 1k
(LSD) Kz 5 , A5 A 1E 2 43 45 W 9E 2 %k Mann-
Whitney U K56, P<0.05 b 22 R A G it 24 .
3 &8
3.1 Ko i v X NASH /N B — % 1% 10 19 5% i

5 IE 5 40 L, A A 20 A o o BT A RS 4R
B 52 i J T £ L BRF 52 i I 4 50 3 T (P<0.01) 5 5
B L, B B 2T M i rp ARt 4 R0 = HT XY
I o A o o JHF o 6 O JHF i 85 L B 52 B 07 ot L B
28 17 48 B W R (P<0.01) . WL 2,
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F2 BEAHFUINASHANRERE FREFFIEH . MEEHRE . WEEHERNPI (X£s,n=6)

Table 2
NASH mice (X£s,n=6)

Effect of Qinlian Hongqutang on body weight, liver weight, liver index, epididymal fat weight, and epididymal fat index in

4151 A Htig-kg™ 1Ak /g g JHF48 5% Bt SR BT Gkl B SRR A BU%
IEH 4 30.88+2.51 0.99+0.11 3.34£0.31 0.26+0.11 0.89+0.06
R 47.52+3.73% 2.74+0.377 5.83+0.80? 1.58+0.22% 3.36+0.817
A5 3 21 M AR 2 0.51 40.57+2.84" 1.32+0.25" 3.99+0.25% 0.61+0.15" 1.52+0.51%
5 ¥ LT R 1.02 41.29+1.92% 1.38+0.33" 3.53+0.47¢ 0.54+0.12" 1.31+0.64
5 4T v ) 2.04 39.12+2.24% 1.19+0.21% 3.41+0.61% 0.55+0.14" 1.40+0.55%
XU 0.1 40.33+2.59" 1.16+0.20" 3.45+0.54% 0.59+0.13" 1.47+0.46%

T 5 IE % 41 L # Y P<0.05,2P<0.01; 5 K B 41 4% P P<0.05, % P<0.01( 3 3-% 8d])

3.2 Fi#L X NASH /MR ILE TC. TG .LDL-C
M52 W 5 OE R A R, R B IV TCL TG,
LDL-C & i & Jh & (P<0.01) ; S5 MU 4] Ho i, 2%
B R R 2R SN B I TC
TG.LDL-C & & . # F# K (P<0.01)., W3,

F3 BEIHIHI NASH/IRME TC. TG.LDL-C B (X+s,
n=6)

Table 3 Effect of Qinlian Hongqutang on serum TC, TG and

LDL-C in NASH mice (X+s,n=6) mmol-L*
| 5
415 ' jm‘,l TC TG LDL-C
/g-kg
1 4L 2.15+0.42 0.27+0.07 0.45+0.10
HERIZH 3.89+0.88% 0.58+0.10% 1.03+0.80%

K gl MR 4l 051 2.75+0.61% 0.35+0.07% 0.74+0.12"
Kz hREda  1.02
Kegr g4l 2,04 2.57+0.63% 0.33+0.08% 0.71+0.14%
ZHURUIRER 0.1

2.71+0.58" 0.31+0.09% 0.80+0.11"

2.56+0.77% 0.32+0.09* 0.73+0.15"

3.3 Lzt NASH/NRUIFIE TC . TG .LDL-C
W w5 R 4R, B4 E TCL TG Al
LDL-C & & i 3 Jh i (P<0.01) ; 5 #6541 [h 4, %
LT b AR AR R OSUNR A ) RFRE TC
TG.LDL-C & & B FE(R(P<0.01)., W34,
3.4 2 v %k NASH /N BUIT JIE 9 3100 5% i
1E 2/ B BT IE HE %2 (0 5 % T 20 i HE 51 4%
I RN, 0 20 i R 5 g 7 AR P R B, N i
LIS 45 48 TE B AT UL o AR AL 2 /N BRI UE
R, G, 8 53 I 240 M A RS O, S PN a4y
A A BE RE T , R HE A R YEA MR % . 259ih
I 4 /N B T I 9 24 A A B Y 20 BT T B
VR D R b U R B L AR RE B N 2% il L T 4R B
SHTIEHR . M O gL g5 0 WoR , E & 4/ BUF
0 B A% A RN, 5 0 g, R N A L R Gy
A FE T o AR A /N BRI R A 06 s O AR
. 14 .
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T4 BHELIMFHITINASH /MR TC.TG.LDL-C &M (Xts,
n=6)

Table 4 Effect of Qinlian Hongqutang on liver TC, TG and

LDL-C in NASH mice (X+s,n=6) mmol-g*
= &
415 "J tTC TG LDL-C
/g-kg
1E 4l 0.15+0.04 0.28+0.06 0.11+0.03
R IR 4] 0.54+0.10% 0.69+0.11% 0.38+0.06%

A LTI IR

iy 0.28+0.05% 0.41+0.09* 0.25+0.05"
A m bR R4 1.02

41 051
0.25+0.06" 0.38+0.08" 0.26+0.04%
Kz E R 2.04  0.27+0.04% 0.39+0.09 0.22+0.03"

P UIRER 0.1  0.28+0.05" 0.40+0.10% 0.20+0.06*

WX KNG, T m A TR N . &5 %2l
A W RUIIE 97 5, B A 0D E B 7 AR
PERREE AR, LI 1.

3.5 &% 21 il iz % NASH /) BT IE CD206 ., CD86
SRS I = W 110 N e KA N T 2
A, RN ZH T 2H 41 b MY I 4 i BR 2R 4 CD86
() 2% 35 7K - B 8 T (P<0.05) , [a] B M2 289 5 1 40
JitL 7 75 ) CD206 11 2% 35 7K - W) 552 34 B G5k B2 A1 4
(P<0.05) , % — 45 R4 /R B A A h A7 76 5 W] i i B
Mk 248 1 1) 12 8 M ML TR A i B 5 o T 48 5 3 41 i
e, SR R, % 2l i 41 CD86 FH
4 B L 151 WY . 6 IS (P<0.05) , CD206 [ 41 il 1 16i]
M 2 TF 5 (P<0.05) , 3¢ WY % 3% 21 il 17 e 8 A7 83k
B N AR5 T 00 B AN A AR R AR S R EE
Wik 20 JfL ph 02 28 1 ML RS ) B S M2 BL A Ak, T
2.4 5 & 3 Ko i R B b4 R

3.6  E &2 Hhim X NASH /N BUIMLTE AST \ALT /K F
BYSE 5 IR 2 R, R 2 M T AST A ALT /K
F 5 25 Tt 5 (P<0.01) ; S ALY 4l L B, B i 40 ih 1
f P AR R ORI ) I T AST R ALT
K5 E BE AR (P<0.01) . IL# 6.
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TEAIEH 2 BRI CL A 3 21 il 7 IR 0] ik 21 5 D. - 21 77 vh ek 1 B 257 1 20 97 w00 e 4o B — Y XUII 2

B 1 ZFELMHZIT NASH /s 5B AT A7 T2 A9 82 0m (x400)

Fig. 1 Effect of Qinlian Hongqutang on liver pathology in NASH mice (x400)

TEAIEH 2 BN A C A 3 21 il 7 IR 0] ik 21 5 D. 5 3% 1 i 07w ) ek 21 5 . 25 1 0 107 i ) ek 4L (] 3-121 8 ) )

B 2 EELMiHx NASH/NFRBFAE CD86 B &2 M (4 7 Jt , x400)

Fig. 2 Effect of Qinlian Hongqutang on liver CD86 in NASH mice (IF, x400)

F5 ZEL A NASH/NRAFAE CD206.CD86 HIFSME (X + 5,n=3)
Table 5 Effect of Qinlian Hongqutang on liver CD206 and CD86
in NASH mice (Xx+s,n=3)

4157 Fl /g kg™t CD206 CD86
EH 4 2.93+0.51 11.11+1.38
LAY 2 1.42+0.46"  17.45+0.31Y
RO CRAN || RF7R= B0 K¢ 2.04 2.66+0.46%  12.53+0.89%

3.7  Z 21 i % NASH /) BUIFE iINOS L IL-10,
TNF-a IL-4 5200 5 0E 5 4 b, B0 2 i
iINOS & & & & T} 5 (P<0.01) , [a] B} 41 % 40 it K 7
TNF-a mRNA ] X% % ik I 3 3 n (P<0.01) . 5 1E
WL PR, AR R 4 R T g% 40 A L IL-10 i
K IL-4 mRNA H X} 3% ik 5 ¥ b 3 B IR (P<0.01) .
5 RG] LR TR T 41 IE INOS it B TNF-«
MRNA % ik [ 3 F% ik (P<0.01) , JTJE IL-10 75 M
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IL-4 mMRNA ik /K 5 & 745 (P<0.01)., W7,
3.8 E 4l 7 % NASH /N U IIE TLR4/TRAF6/
MyD88 I STAT6 5 5 1F W 4 LA, S 41 JiF
JIE TLR4 . TRAF6 #il MyD88 7 11 %% ik i & T & (P<
0.01); SRR LA, A H 20 i IS 7 et
AT WE TLR4. TRAF6 I MyD88 & 11 it 5 % Ik (P<
0.01), HIEW 4, BRI A N IE STAT6 05 iR 1k 3
ik B 3 AR (P<0.01) , STAT6 il 2 1 2% 35 LW i 22
S B AR, BT e P KR = AL
JIE STAT6 Wi iR . 2% ik 1 3 F 1 (P<0.01) , STAT6 A&
FEHERBEF TG IT¥E X, WFK8 K48,
4 iFig

HhE B JC NASH [0 24, 1 2 i H )8 T
ISR T kBRI AR S v R L A
Sy H AL T BB 2 R L MR T A R
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3 EELHF N NASH /R BFBE CD206 BI S50 (409% %4, x400)

Fig. 3 Effect of Qinlian Hongqutang on liver CD206 in NASH mice (IF, x400)

F6 ZELMHIHI NASH/INRIME ASTALT BRI (X£s5,n=6)
Table 6 Effect of Qinlian Hongqutang on serum AST and ALT in

NASH mice (X+s,n=6) u-L?
2H 5 Fl /g kg™ AST ALT
EHA 170.5420.3  68.4%15.2
R 279.4+35.17 334.7440.1%
BB AN RE7E B R i 0.51 230.4+27.1% 165.7+22.8"
& it 21 Ml rho) s 4l 1.02 221.7+¢21.6" 184.3x18.3"
5 ¥ T v ) 2.04 219.4425.9% 177.5+14.7"
XU 0.1 225.6+24.6" 184.6+20.3"

NEJR R ZART MR S I RE B A% O BIL, 18IS iz Al
KA EHATE MBI, A SLE 1T 32 B, K
s H AR P 2 B B AR IR
BE LAz A7 T K2 OB PG 36 o OB ZE i
— LI, JE SR IR R | A B Tk
R H A AR W BE IR, DU T 26 i 2 A
NN IS 70 A < AN V7R S = K]
MARHIER ), JLFRGETR T . %07 A HE

SRS E R TR U N TSN T
J7 R LA I S 2 L IO O 2 b L g o
T i 24, WM 2 R I 2, AL 1Y 2 0
B W TE I R E 2 LR TS 5 0 L T
WBRIEC T 2 A3 . e T DR AR 4 3622 9 A
M RE ST, R SRR
Th BRI, — T+ — W s 45 25 7% 1L F % , 2 IF S0,
Jol 25 3 S T B Ml VA 2 AR I . 4Ty
T R HEHE L8 K 52 T WA B LTS L 25 4 NASH
B T B  LAE L AR B S 2 S A A
BUNASH KL 508 25 i 21 i 37 5 JF JE B I 1 345
o i ST IR B 5 A0 AL 3R L 9 B R
FE W] A 2T % 5 W A /I BB s 5 e 1
W K S I 5 2 25 L 6 5% T 40 MG 3 0
S T A L 3R 1 ) LA I W 9 e I A % A
FiT X — 2 5 AL S 4R 0 RO
RS 0 TG A FE — B2 R AR A 7T

RT BELIFHI NASH/INFRAFAE INOS.IL-10 & 2 f TNF-a, IL-4 MRNA RIZ RIS M (X+s,n=6)
Table 7 Effect of Qinlian Hongqutang on liver iNOS and IL-10 levels, TNF-a, and IL-4 mRNA expression in NASH mice (X+s,n=6)

2157 Fdt/g-kg™ iNOS/ng- L™ IL-10/ng-L™* TNF-a mRNA IL-4 mRNA
EH A 45.8+13.2 1500.4+157.2 1.000.18 1.0040.11
R 21 107.5+20.1% 572.6+99.3? 1.83+0.84% 0.34%0.08”
3% 21 M AR R i 4 0.51 50.5+14.5" 859.1+106.4% 1.31£0.25% 0.810.12"
& it 21l P s Al 1.02 51.2+11.2% 911.3+183.1% 1.43+0.17% 0.84%0.15"
K it 21 1 e ) i 4 2.04 50.3+12.9" 764.2+144.2Y 1.35+0.24* 0.89+0.13"
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& 8 FE LM% X NASH /N R BF iE TLR4, MyD88, TRAF6 70 AR R R AN I (A TNF-a 1L-6) B3, Jn il
STAT6 HIZZHE (X+s,n=3) JF 5005 0 F 2 Ak U L N 4 M A 3 Kupffer
Table 8 Effect of Qinlian Hongqutang on liver TLR4, MyD88,
2 ;4 KPR ufké X %%
TRAF6 and STAT6 in NASH mice (x£s,n=3) jﬂﬂ@ﬂ]ﬁ&ﬂéﬁ =L H}HEL:J Ml{MZ (S /HCQE@I
55 NASH # Ji& , M1 R 20 it B il £2 & IR (4

) TLR4 MyD88  TRAF6  p-STAT6

45 /g-kg*?  /B-actin IB-actin IB-actin /STAT6 iNOS . TNF-a) JIETS E 1M M2 2 B 15 241 i ( ik
EHA 1.00£0.20 1.00£0.29 1.00£0.04 1.00+0.15 CD206.IL-10) & # 5t R FE ZAEH , H D168 < M
g 4.41+0.177 4.93+0.477 5.59+0.572 0.47+0.03? T B A R E . NASH Hh M1/M2 [ I 40

2.89+0.25Y 3.36+0.23" 2.95:+0.45Y 1.00+0.067 R AR Ak i 5 v A T B e G T TR T

= ¥
=B 0
Sy (-T{:
=
=
<)
o
-

VAL TR M2 TR L AT, RS ST
,777:%' Hjﬂ 1.02 1.89+0.08" 2.45+0.31Y 1.66+0.42Y 0.97+0.14" Wy T B R L D A P A0 ML R I A ) £
R L
e e A 5 o o 0 WA 24 T M2 2

2o 2.04  1.61+0.05 1.71+0.41% 1.46+0.57% 0.93+0.147

2 L 1 B e 16 5 A P e I T M A R

I e 2k 32 SR e Bl op g SOUL T O @z
AEHE— 42 Db R 3 568 1 R R A AR 0 ARTb, o R K, B vk P9 A 28 FF I W U
I B2 2 E S NASH A9 2220 FRAE , T 40 i Sof B W B 0% 7 R 0 F CD36 37 1A FI TLR4 5 53 f%
5 P T R 2 AL RIS A R 2L IR SR 40 PR TR 2 AR A R D 4R 48 1 ML

X
g
St
"
o

=
_\,d>
gﬁ

52

B4 ZEL 73 NASH/NRBFAE TLRA BRI (222790, x200)
Fig. 4 Effects of Qinlian Hongqutang on liver TLR4 in NASH mice (IF, x200)

B 5 ZELMEFHITNASH /IR BFAE MyD88 By M (555t , x200)
Fig. 5 Effect of Qinlian Hongqutang on liver MyD88 in NASH mice (IF, x200)
<17 -
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B 6 B L7 NASH /INRAFBE TRAF6 BRI (e we 6, x200)

Fig. 6 Effect of Qinlian Hongqutang on liver TRAF6 in NASH mice (IF, x200)

B 7 EEL A% NASH/NRAFIE p-STAT6 BISS IR (0294, x200)

Fig. 7 Effect of Qinlian Hongqutang on liver p-STAT6 in NASH mice (IF, x200)

B8 &A/NRIFAE TLR4.MyD88. TRAF6 I STAT6 & [ ik B ik
Fig. 8 Electrophoresis of TLR4, MyD88, TRAF6 and STAT6

protein expressions in livers of each group of mice
TR AR (U AR ) 24 . 5 MG TR B, i 2 P A 45 4%
fi i PPARy I STATG {5 5 i 22, BHL 1 . Wik 44 /it

[P0 R B M2 B4 GERATE) o XA MLUM2 14k
. 18 .
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I ARF (3 A ) 23 Jon 35 R A, i — 2B AR
“PRART I E R, FEONASH 1Y & KR . AR R AETH
FEJ7 T, AW TGS B 45 % 20 Hh 17 1 35 B AR T A R
M1 VA0 AR 25 9 CD86 1Y 223k, TRl i 4 v 14t
& A M2 IV 4 it bR 35 9 CD206 1Y Eb 1], 5 I ik 21
21 b iINOS il TNF-a (M1 2 B R &9 ) /K SF F B
IL-10 Fl IL-4(M2 B bR 359 ) K1 T8 B e 35— 3%,
e W 25 21 il 7 T A E B W AR ML [ M2
TR A, , DT U825 JH IO 48 E 2 1o 24 3% NASH .

> 4 A R G 528 0 2 T 19 TLR4 A7 (4 Ui 25
i I 12 55 48 0 4 OG 43 55 =00 5 My D88 i 4 2
155 4E TRAF6, JE 1 3% T i NF-«xB Il MAPK % JiE
15 %5 38 B, 12 2F 42 2 40 M P (40 TNF-o, IL-6 il
IL-18) 3k B 7 A=, Il I 4 S 52 0 ) [i) B 30 2
HEJFF R A0 B3 b0 38 £ 4 Ak BERE T TR R %
W I RS S SR I I B R A AL T i —
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A A EE AL, B A NASH FRAEPE A9« kAT
9 BE S AR R IL-4/IL-13 15 5 5 S 1 s A
J5T , STAT6 (14 3 1% vl A2 1 L 5 240 it 1) 40 4% 1) M2 A
WAk, 300 ) F JOE 48 RE B2 % 7E NASH i BEUIR 25
T, STAT6 i 1 57 5 fig 5 R B g il , S B M2 A7l
2 W% 200 M 53 A 52 B ) Bf R B 470 92 7~ [ 40 1L-10 F0
ek K T -B(TGF-B) |45 i ik 203 | it 41,
STAT6 AJ i 45 g A 131 AH 56 Jk PR 3R 3K 5% e JFF 41 i B It
TR B A i JFF 2 AR At B 3% Ak, S BOUIE I i 7 72 7
JEE I ] EL o EE AT A Ak R RS S A SR 5 5 3%
I B W B R R AR, — T ad A
TLR4 MyD88 il TRAF6 JC i & [ 1 FR ik , 41 &4 il
& 9 A 5 38 5 ) BT 5 0% — T THT I 3 1 58 STAT6 119
WL A K F AR BT R AT 5 38 B 3 . IR U
PE AR F B, 5 20 ih 1 AR 2 W] B B 1) NASH &
g 3ok AR T Y RIE SO AT A M 2 4 G EE AT L
1R A MLIM2 B 40 i B b T 4 R 503 T 4R e
TR EE . 3k — % B0k B B 5 3% 21 i 7 R 97 NASH
1 53 F- AL B AL T SR AR s 4R s 3% R T
FE 2 22 B0 A5 PR [) A ] A 3800 97 ROCR .

g5 bk, & 2 il v o] AR 0 2 R R R &
PRI AR R, LG B4 1 g BT A DL s T D
5 A% 1, [R) Bsf 3 2o 910 il TLR4/MyD88/TRAF6 {5 5 i
B U/ ML Y I A R Ak B R AR TR 43 L O
I STAT6 55 5 2 #F M2 7Y |5 15 4 Jifd 43 Ak LA 3G 38 it 52
RACONE | DT A ] 5T B g BER B . AR T, A I SEAT)
FEFE— 2 Jay BR8] =A< W 5 390 o EL AR 8 1 A 3
B BTk, H STAT6 5 TLRA {5 5 18 8% ] 1Y 22 H.4F 1
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