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Abstract: Hepatic fibrosis is an important pathological process in the development of liver cirrhosis and
liver cancer from chronic liver damage. So far there is no effective chemical drug in clinic for treatment of
hepatic fibrosis. Therefore, the research in anti-hepatic fibrosis drugs is a hot topic. For drugs currently under
research and development, most of the mechanisms of action are related to inhibition of factors that could cause
or deteriorate liver fibrosis, including activation and proliferation of hepatic stellate cells, inflammation,
oxidative stress and production of extracellular matrix, et a. In this review, we briefly analyze targets and
drugs related to the mechanisms mentioned above in order to provide a reference to the future research and
development of anti-hepatic fibrosis drugs.
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CHOC). x5t (alcoholic liver disease, ALD) Al
A 989 45 1k B 5 £ BT % (non-alcoholic steatohepatitis,
NASH) 4§, j™# fo 3 N M@ . 18 M S 8miF
LR R T RE A 1) I B, AFREAG AR B 4,
2] 10%0) B8 ¥ K R I . Bk 2015 4, AT
FRAELR DN, HAEEHNAH BT R
(hepatitis B virus, HBV) #77#& 2.57 14\, 88.7 Ji A
SET HBV SEHIAELL; HRF R 7 (hepatitis C
virus, HCV) #7 # %) 7100 /i A\, 39.9 J AJEF CHC
SHEHM AL, TR A A A 120 T3S
T2, FET2R KT 5 Fh R BEE, 2015 4 5 R e At
ToNEZ 81 /3, 784 ERYE B P9 o T 0 fH #%
%) 3L Nz E5m, 2015 SEH A4 R SR, e E
K E 2 42.2 5 ABETIE,
2 K4 &l

JF 27 240 2 £h 2 s DR 2 TR 22 51 2, G A
B R . S RBE 2 ARTR 1 e 7 1 A 2%
JE5 2 REL Y FEP SR A R o A Ak AT A AL, ALD S
KR & O BT B — AR, IR S
SRR AR 07T, A AT X Rkt o
JFF 98 A2 b R I8 25 51 A2 1, L VA 7 8 B d o 0 i)
BEEWIFGOR R, NIRRT 2% . HBY ZH A
BRBEnE ST HeV TRV R AR+
M BB AR AT VAR ITIY . NASH SEUR L difbRin, 2
AR HR A HEATIE S, R E AT I AT

JFF 5 2 Ak 2 R SR VR FF 40 5 ) b SR 45 IR, RS
JE s e 5 2 s 5 IR FA o, BEEwE T
55 RN TE S EN WG 84 RE
5 & NADPH S LEG(E 5% . M. ifh. &
JUE J5 T2 B JIE 91 i 46 T LA 5 00 PR A 2 98 R S R o
i 5N K AR I 4 ) K upffer 29 i A5R  A A K[A]
“F-p1 (transforming growth factor-1, TGF-p1). %54
HAEKIKF (connective tissue growth factor, CTGF)
MR ATA KT (platelet-derived growth factor,
PDGF). Ifil P B4 KK 7 (vascular endothelia growth
factor, VEGF). £F 4 RE4H A= K K+ (fibroblast growth
factor, FGF) B ff1 )i T s 4t i A= K R -7, J e A R[]
T BT EIRGIE (hepatic stellate cell, HSC) &%,
WL LT 440 (myofibroblasts, MFB) 354k, 704k 5
WA, A RCOK & DR R R 3 T R4 1 A R A
(extracellular matrix, ECM), i 2 & & i i 5]
JFEF 4,
3 EMHYFIES

K 2 HUAE T 25 40 1) 32 A R L 5 400 1) 4 4

I R R S AR R A G, FEARE HSC iEik
WEE . RE. AP ECM AR
3.1 %l HSC jE1L1E3E

HSC A2 AR 4E A0 T B S B T, BRE it

JIFEF 44k 265 5 B (¥ ARY . HSC & il it FE 5
— RIS RMMBEHE TN F0ESEEAF R, W
TGF-B. PDGF. FGF %%, H.ix %L % i JE B AR,
MR R . BAHR M SERRIEER . —L2/N
THEFAE AT LR HSC WE ik, W 4UE AR B
(cathepsin B). % H & 1 ki 18 5L (HMG-CoA
IR 5 o A% bR A i i 6 BRAE 5 R T AT RELIT,
AIH A HSC Va5, Al T 27 4 AR B0 15 21 ek
2 HUE ] HSC 3% 8 T AR S 2E 25 4030 0 &
* 1.
311 TGF-pUSmad TGF-p1 /& H Fi & B i o
LT 4EAL g i (X1, W LA S HSC G4k, ik ECM
Ay, TR 4aA ™. Smad & A K2 TGF-41
KNGS, BAEEEZABE0E Smads (Smadl. 2.
3.5.8).if il Smad (Smad4) % #ii| 4: Smads (Smad6-
7) = KKM Smad7 AT Smad3 A1 Smad4 15
T FEL T TGF- 15 5 2w

AR e R (pirfenidone, PFD) J&—Fh ) 141 41 4

2y, HgtH e i N 11 i R g By
Bo X 34 232 E AT NI 2 NIRRT T, 45
IR, 67% 1) B E A YECIRDL NG i, o 1 i
1) 98 i LT AR RE B A8 M, PR T TGF-BLKF, Ik
T AL SRR %A, AR JE R (fluorofenidone,
AKF-PD) 7 PFD ] me-better 254, AKF-PD 7£Y
EN RPN AT T RN AN W o
YRR AR o A B AT AR T, TR #r
(malotilate) 7] LA 2 ) 5 — L 0 A i 55 5 I s 36
PER B 500, (84 4R 15 2 2%, Smad3/4
FIE/KF T, Smad7 i KE EEM,
3.1.2 PDGF PDGF #& HSC /3t id 2 o B E 4 22
SRR, T BORYET G e A REAE A L iR S
PDGFs 54 il 2 ) PDGF-alf 324K 45 & pit — B4R,
TR T i T R R I R A A T A M 2 AR,
WAL HSC #5224 (B 1), [H k3] PDGF 32
TR B T4 8135 4k HSC i Zhiag,

Sorafenib eI ML A AR K124k 2 (vas-
cular endothelial growth factor receptor 2, VEGFR-2)
M PDGF-B 324k, B b o8 401 4% A0 21 44k, (R i
1A A P FEFRE AL IR R %, sorafenib A 3%
FFBEAR3 4, {5 Child-Puge B #3597 11 18] H BT
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Table1l Anti-hepatic fibrosis drugs relating to inhibiting activation and proliferation of hepatic stellate cell (HSC)

Drug Target Original research unit Research state NCT number Structure
(o]
Pirfenidone TGF-$ Marnac Phase 11 NCT02161952 /C’i@
(o]
Fluorofenidone TGF-4 Hainan Phase | - /C'L// F
Pharmaceutical \Ej
&S
- o S
Malotilate Smad - Preclinical study - /
>0
7
o
. cl o] N N
Sorafenib VEGFR-2 Bayer Phase [II NCT01849583 j@ 2 @ Y M
PDGF- F NN z
¥ H H
|
N
X ()
Imatinib PDGF Novartis Phase | NCT00025415 | /\\N( p)
HN
X
‘ N ©
BM S-986036 FGF-21 Bristol-Myers Squibb Phase 11 NCT02413372 Growth factor analog
o /©/OH
Hydronidone FGFR1 Shanghai Genomic Phase Il NCT02499562 ¢\1
=
HO. QO
T
Simvastatin HMG-CoA Merck Phase Il NCT03150459 %o :
reductase : HI { .
VBY-376 Cathepsin B ViroBay Phase 1 NCT00557583 Undisclosed
c © PER S A 4EAL B A ) imatinib %5 B P o] DLBA S %
o= ik HSC HIMGTH, EFLr 4t F0A 2, T K

Inflammatory cells Cholangiocytes Platelets

N

PDGF

PDGFR 4 // \\
. VZ MFB

Fibrosis
Figure1 Theinvolvement of platelet-derived growth factor (PDGF)
in liver fibrosis process. PDGFR: Platelet-derived growth factor
receptor; MFB: Myofibroblasts

WA DU 4K T Child-Puge A i3, #1E5)
Aii oW X B, Sorafenib A SKAT 7T g A —FhopT AL
WG I A AL 735, O — S8 MR R iR T
BERE, A ROR B RO RS i 77— 2B A
Imatinib mesylate/2 PDGF-a/p 524 14 il 7] . ZEARYT

B R R A ] 212,
313 FGF FGF ZJEA 20 ZFmia, 4y
FGFs. W7t FGFs f4ifay FGFs, 5 4 FAs [FC
& (FGFR1~4) 4%, (Rt RIMIG KR S ETER,
X T AR AT LY 9 RAR . B A W
E{E5 1B . FGFRL /M FM{E 5165 5441k
R AL & VDA 5%, P 4k FGFs FR FGF15/19 F1 FGF21
Al LAY HSC, i IF£F 4i bR AR, TENR MRS /N R
HFEF b R b FGF21 54 B 1 st B g o 3
TR AT 6 i 353 40124

BMS-986036 & —Fii 5k £ —EE &1 FGF21 2%
B, 1A R FE 5T 74 4 NASH B3t v 16
JA BIRUE X AR EE, B2 VRS BMS-986036 51 7 [ %
77, BMS-986036 ZHAH X T2 & 4H i 3 P I NASH
BE IR &, 45 R K 9 BMS-986036 1] DLk
NASH. JEWiAet: . FF G e gefetRin, 252X
HIUERRMAN RN, WIETE. SO, HHEME, £k
e e B R ) VP, FGFRY #1451 hydronidone AJ LA
o U G T R U e RN IS 1 R A KR
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F/IN GRS o i R (O T R e ARIR G, T 3931l PACHIF 72 &5
RERAYRWCE R, ZIRE A R AE,
ToH B A BB, (H B FEK hydronidone
Fy Wl ik <2
314 HMG-CoA iL[REg AhyTANEKR LY etdyT
(simvastatin) & HMG-CoA & [ g1 75, 7E = g i
T3 B AR WORS PE £ 4 A R SRR A T i 3 K
AMP R 25 1 (AMPK) 351, #0H) HSC %1k,
YO AE HTET AALER VoL, 0 U 44k % 1 7 4 A 5 22T
3.1.5 Cathepsin B Cathepsin B £ 5 HSC #4585 %>
1k, # cathepsin B 3% 14 1T DAY& 2% B4 il HSC
#5528, VBY-376 & —Ff cathepsin B i3, 7T LA
Zfk NASH B R 4ERI . RS R 51
(/N R AT e T o, AT VBY-376 43 Al EAT FLs A1
WERIT, GREIR VBY-376 A LUHA SR LT 4E 1L
ROL, AHTBT IR IT RO, OFF 46 LR GRS+
SER T I PRAR G I B T HRAR AR 45 S 129
3.2 HNFIREE

Y M5 2% PR AR5 4 B g W ok AR SR A5 T DAASE
JIE AR 9OE O BE, 9% E 41 BRRR TR 28RE R T 5 B e
PEAN P 55 s, TR HE HSC i& A1 51 A 41 4R 4L,
7 B 5T 200 o 9 1 R A 9 S R K o 3 i A o
JFF P9 R AR 5 IR 9 DR 88 TS B e 2 A4t i 5 43 Wi ] LA
AR HIF A4 R RN F E BB T, &
PEYN M55 oy Wb A AR T2 IR 7 P 7LBE 2R -3 (galectin-3,
Gal-3) Flid A Y B AR SE T 5 . RAE T BU 4 4
it Rt 200, 5 g R I B E R 2,
321 IMHIRERAFREE  JRWiRAEF M 2 AR R

»
Hepatocyte

injury
Endogenous
danger signals

=CCR2

( @ /CCRs CCR2
—_—

"CL.

- Endotoxin

Secondary
inflammation
and injury

CCL2
/ Kupfter cells e

JERE R RS AG VR, 3 BUF R I R A RORE [ 8. IR
TR S F75 JE T X %24k (farnesoid-X receptor, FXR)
55 AT A i B 5 2 OB, U8 JFE 4N B R AR
#EPY, FXR #3h7 obeticholic acid (OCA, INT-747)
fe—FiEE G 2 AR, 7E 283 44 NASH i o
BEAT N 72 A 00U BE AL 22 B0 R SEEG, 45 5L
NS H A AR OUA B s, /b #0E
TEFESR MR R NP, A A BRALEE (acetyl
CoA carboxylase, ACC) 721t AL I P JIE i M Sk A ik
B IBRIERE, FH ACC nT LAY T HE P g 5 )
R . GS0976 1EN—Fh ACC #dil7], 7& [T IABENL
WG IR T, Xt 126 65 NASH F 44 47 41k
A AT N 12 A m R, 45 R EoR H 2540 DL
18 LT 44 bR B TIMP-1 B S5 R4, E R RE e
JFFAEE RIS, g v iU B BEREFR -1 (glucagon-like peptide-1,
GLP-1) ik & Flrids 428 15 I S 22 JORH 32 A1 gt vy IfL
BEZ Wb, kD JHINE G 0T A2 1, PT B e G 4T 4L
K. FFEAL (liraglutide) 2 —Ff GLP-1 5114,
T BE AL 2 7R B T3 2 A0 I PR 36
X EEE AT T OB 48 IR AT, S VEAS 45 R ROR,
FIZ520 39% 1952 iR #% NASH RIS B ek, fiT£F 4k
AR AR ML — P, ZEFIHNHE 9% Z iR
BT

322 MUETF BHHTE-LEAHFEME
BN FHEER, A% RERNMEDIRE. T M
XFHFHE 2 AE, Kupffer 4 /il 7> CCiafk K7 BeiA 2/5
(CC chemokine ligand type 2/5, CCL2/5), 5#H M ]
CC #a1LIX 7321k 2/5 (CC chemokine receptor types

Fat accumulation

Hepatic fibrosis
ASKI. TNF-a,
Pan-caspase

\

CCR2=

Activated

HSC
PPAR

L
CCR5=

Macrophage

Gal-3 HSC

Figure 2 The process of inflammation leading to hepatic fibrosis. CCR2/5: CC chemokine receptor types 2/5; CCL2: CC chemokine
ligand type 2; FXR: Farnesoid-X receptor; ACC: Acetyl CoA carboxylase; GLP-1: Glucagon-like peptide-1; Gal-3: Galectin-3; ASK1:
Apoptosis-signal-regulating kinase 1; TNF-a: Tumor necrosis factor-a; PPAR: Peroxisome proliferators-activated receptor
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Table2 Anti-hepatic fibrosis drugs relating to inhibiting inflammation

Drug Target Original research unit Research state NCT number Structure
Obeticholic acid FXR Intercept Phase 111 NCT02548351
: H: IIIOH
e
o]
[WN%OH
o S N’go °©
GS-0976 ACC Gilead Phase 11 NCT02856555 o
Liraglutide GLP-1 Novo Nordisk Phase 111 NCT02654665 Peptide analogues
TSN
O\\ =
; :
Cenicriviroc CCR2/5 Takeda Phase 11 NCT03028740 /\/\O/\/ONH
N
o] F
: Conatus a , o oH
Emricasan Pan-caspase Pharmaceutical Phase Il b NCT02686762 N )S(N\)LN 5 .
H o = H o F
Pentoxifylline TNF-o US Pharm Holdings Phase TI NCT02283710 <\”f1
NT”>N"So
|
N~ o a
Selonsertib ASK1 Gilead Phase 111 NCT03053063 NN /\//N
F \(N
o]
=
Elafibranor PPAR-o/ Genfit Phase [II NCT02704403 g ) Kf
s o OH
O
GR-MD-02 Gal-3 Galectin Therapeutics Phase 11 NCT02421094 Galactoarabino-rhamnogal aturonan
GM-CT-01 Gal-3 Galectin Therapeutics Preclinical study - Galactomannan
2/5, CCR2/5) &y, XL K B 5 SNE S MK, PHT.

ST gk ™ =B,

Cenicriviroc /& CCR2 fll CCRS5 fJ X = il il ], £
T B PR T, 30 4 4% B JF 40140 52 i3 45 R
7~ cenicriviroc T] PAIRIE BE K CCR2 1 CCR5, 150 mg
cenicriviroc 7] LA T 97 B B2 4, HALVE 14
BEHIAOT. BEKIEFEMAR KB, H
cenicriviroc X 5 B4 4% 2 NASH &3 97 R0L 75
B IR,
323 HRATEF 4 KT Pan-caspase.
iR IR FE IR T (TNF-ar)« 40 PRI 1245 5 8 5 B 1
(apoptosis-signal-regulating kinase 1, ASK1) %. Pan-
caspase i O JH T A FH B (L #E4E i IH 25 TNF-a 2
ST EAABE RIE;, ASKL 7] DL#E e 21 4 4k ) 3
R FiE A, s 155 40 R TS S EiE, 38

Emricasan 7] LA caspase i 1, Va2 A E T,
B R AEFREE, ] HSC 351k BT NASH &
BRI TT . 2 O b I PRI ES
Xt 7490 FEREAY 2B 3 AT A 34 H IR 7T 45 R W,
emricasan 1 DA eicat B A AT AR AL SR A A IF Th g, B
AR A2 R, R RN H I L5 e R R 4 A
BT, TNF-a #1177 pentoxifylline & — i FF 3 # e
WS TIAT AR, T DL H ] TNF-o 3 RIS PR 48
FORAS, WD SN, B NASH &2 T4 4E L2
JE, BRSO IFORS 1R I 8 B A R A AR, ASK L 4
#1571 selonsertib (GS-4997) 7t 74 {5l NASH 3% ik
17T 98 24 FIRIIGIRERFL, 45 3 o BEAK T 40 H il
T AR AEAR BN, BGE T NASH B3 2~3 1)
LFEARARIL, AT AT I RITT A 7 B9
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324 TEUYBESIKIEEYIBIEZIK (peroxisome
proliferators-activated receptors, PPARs) PPARs /&
¥ ki) —2%, 45 PPAR-a. PPAR-f/6. PPAR-y.
BWOS R PPAR AT LA Kupffer 40 MR 25 K]
F, Uk KGE M. Elafibranor (GFT-505) & — Fi
PPAR-a/d B3N, 1EXCE %I I A IR R A56 1, 276
i NASH £ 3 57w elafibranor 7] Lg% NASH AR,
GRG0 VR 2%, A B A B R AP AE R R 4 1 i
Sk, o R A (R RS R A R A — Y
Elafibranor J897 £ ST 4E4L ) NASH B
St FDA K PUEIEIE .
325 Gal-3 Ga-3 Z&—MEAEfREEHMEESR,
T B 2k e 0% B S AR R 8 SO, A I A A gk —
By KM, REBIRA R, Gal-3 1 Kupffer 41 1% 7%
iR KR ERIE . Ga-3 #i 7 GM-CT-01 1 GR-
MD-02 ¥ RE P A E 2T 4E AL AR - GR-MD-02 & — Fif
TR EIBKAEY), TEXHFEF4EL) NASH g it
1T SO VRS R B, I 2T o Ak K O el A2 15 21
W R o, Hze At sz m RaF, HIGK IR I E
fEHE T2
33 ISR

AN BOR A F RN R 2 —, b AL
F 0 7T 403 T T B R BRAR £ A0 R AR b S| AL R A
Ay DL I d A NADPH A L EF  (NADPH-oxidase,
NOX) =l 5 58 5K 3R 32 AR S5 R SE B« 400t S A S O
KA AW EAAE B IR 3.
331 NOX NOX —MZH a5, H
AR NOX1. NOX3. NOX4. NOX5. DUOX1
1 DUOX2. fE fF4r it it #E H, NOX RIEHEZE/EM .

TERFAE R, Kupffer 20 A . 005 40 i A0 Ath 40 7% 40 e 2%
1k NOX2, T2 AN A Bz 4 i ik NOX1. NOX2
FINOX4. NOX1., NOX2 fil NOX4 /- AN A {4
S, (EdELF4Eq, BRIV A5 T
ECM &, B, 00 ULl 4 Y. £8P
0 B BH S8 25 LT B I A8 4 AL s BROBE T A
GKT137831 il it NOX1 1 NOX4, /b T FF£F
Ytk FE I,
332 MmMEZHKEI (angiotensinIl, Angll) Angll
30 3 o) AR A R . NOX 75 5 480 I8 R A o 2T 4
1k. Losartan & —7Fh Angll ZKBHME . X 14 18
PETA FIEIF 27 44k 88 2 AT 1 18 A H Il AR i 56,
28 B R 50% 321N KA AP 4R A B e,
3.4 #D%] ECM & EL

ECM FZ i 1 . MIAYE S B E 2 A, IEHEHLT
ECM A s 5 Ui ab TAX PATIRAS, KA I,
Yp ECM R IR 2 0 &7 A HOR A S, Bk fa
A Gy R ARG, DS ECM 7= AR s A I —
Tl RO 3 4T Ak 1) T 1 o 5 A G I g o B
JFi 4> )& A (matrix degrading metalloproteinases,
MMPs) Fl#fR B LEE (LOX) 2. 0] ECM A ik
AP AT 4L 25 W3R 4.
341 ERcsEEHM/ELEEEANHIETF
(MMPSTIMPs)  IEH1E 4L ECM AT LAt MMPs [
fift; RSP0 BRIBCT, WEH MMPs 41 214
J& £E MK 7 (tissue inhibitors of metalloproteinases,
TIMPs) #ifi], ECM 7E R4 ik BEUTAR, 3 BUF2F
#4161, Halofuginone /& M W BH S /Ny T AT 2E W), W]
DA S PR | BT A R A R, 1 DY S B T AL

Table3 Anti-hepatic fibrosis drugs relating to inhibiting oxidative stress

Drug Target Original research unit Research state NCT number Structure
,‘\‘\
GKT137831 NOXV/4 GenKyo Tex SA Phase 11 NCT03226067 9 cl
(50
N,
N
Losartan Angll Merck Phase IV NCT00298714

HN'
N
oy
HO
HO

Table4 Anti-hepatic fibrosis drugs relating to inhibiting generation and degradation of extracellular matrix

Drug Target Original research unit Research state NCT number Structure
. | .
Halofuginone MMPS/TIMPs therapeutics Preclinical study - CmN N
o
Simtuzumab LOXL2 Gilead Phase 11 NCT01707472 Monoclonal antibody
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KBRS a0 | B RT IR R IE 5 Gk, Kig
FEREAK TIMP 7K, 8840 A — N6 1l BT 2F 44k
%%[46]0

342 LOX LOX FExI I & H 2 BA HEAEH,
SHRAR 2 WL 5 W HFEF4E 4k /N RS T LOX K
LOXL2 Fy 48] 750 7T LA B S5 400 ) J2 Jo 2 1 22 BB 1470
Simtuzumab (GS-6624) & —Fl LOXL2 I 5. o FE Hik,
XF NASH 7 % [ RE AL AN 4T 4E A0 A B 4T 176 97 ROR .
£ 11 aiiilfe Rk E %t 18 44 W WA £ 4k B AT A
W22 FEEE gL, SR EoR 2R A RS2
H i IE7E 8547 11 b 311 R ik 56148

4 BER%

Xof B — BT | B — 8 AT BH T sl ) R
IR B AR 4 AT 1, (HR b T I A 4 A 1) R R
RZHT. Z@E. 24008, BTUUFAR 28 S 2 Fhdy
YIEA A F DAL B AR R 8R
41 GLP-1R #1 FXR

FXR 4] 55 OCA 7 LAFEAX NASH /N 5= B9 I 7 &
&, GLP-1R #3057 1P-118 BE AT LARR(EIE & &, B
AfLARRAK ALT. AST. fEREHE SR NASH K AERE
/N AR A P S 2 LL B —{E A 1P-118 fi
WY PRACAR E, 1 — 2 2 v i T R TN 52 1, FAAEC
g 25 B9,

42 RAGYBERY

REBETIVRREE TR, AR =525 57
B SE 3 FP KR =) B I B A A R A 4L
TER L&Y, 18 VU S B BT 27 4 4 K RS B Hp ff
M Bk 3R GER G 4h 2, S5 R R IBIT AR 4EfL
) 2 SR B — F 251500, AL AT A 5 bR | 3
BB, R NR UL A, R R TGR-A1 1R
B, RGN R 1 A A e
5 #iEE5RE

A T) 288 B PR 2 4 A0 R R A [, 8 5 5 09 AL ol
(T FE R ER TR N, NATTE T 27 4k A6 36 97 25901 F
B AR DR A R R BT, B T S R AT RR A 11X
SeHE A, B COX-2 FMiln. KA BFFHT la
(hypoxia-inducible factor-lalpha, HIF-1a). Gast/Ax]
S VF 2 25 CAE R R B FE TP R OR B AR R BURT 41 44k
ROR, NI 4 E Rt 7RI AT Rett, (Hj2 5
— S RN SR — S E R E R R T
BRI R, fEIXFEOLT, BEA 275 IR PR
Fo s T R AT RO AR RNE H AR,
WA X 22 B AR IR FH 24 02 TR A7 4R AL 25 ) T
—ANEBEJ . A, EH 2 YRI5

UE H g, W serelaxin, FRE T HE RSP 4T
HEAL A BT B K ATE T T 1) .
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