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Expert consensus on clinical application of bicyclol--2020 edition Expert Committee on Clinical
Application of Bicyclol

[ Abstract] Bicyclol was the first chemical new drug independently developed by China and used
to treat inflammatory liver injury. After bicyclol was put on the market, a large amount evidences of basic
researches and evidence-based medicine had been accumulated in the anti-inflammatory and hepatoprotective
treatment of liver diseases caused by various causes. In the aspect of basic research, bicyclol had showed
the anti-inflammatory and hepatoprotective effects and related molecular mechanisms in models such as the
chemical, immune, fatty and fibrotic liver injury and partial liver resection and ischemia-reperfusion injury.
In terms of clinical application, several clinical studies had evaluated the efficacy and safety of bicyclol in
the treatment of chronic viral hepatitis, fatty liver disease, drug-induced liver injury and other liver diseases.
Analysis of large sample data in the real world furtherly showed that bicyclol had good security. According
to the evidence-based medical evidence and basic research results accumulated by bicyclol in the treatment
of liver inflammatory injury in the past five years, the “Expert recommendations on clinical application of
bicyclol tablets” in 2014 was revised and improved. Then this “Expert consensus on clinical application of
bicyclol” is formed in order to provide clinicians with more scientific, rigorous, comprehensive and practical
reference opinions on the administration of bicyclol, so as to better serve the clinical practice.
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BEZMIERY T E R RN, Tz RER
B EA bR W kB3R WA BRI R &
KERY , U A EREEREEARF. E.
AT A SR B RO EE 25 S B L

AR 3L PR FIGRADE % % xt 38 % & Lt 3
(%k1) MiEIEEFIEEA T E (K2) #ATIFRE.

— . JUIRER ) 25 B AF A 4

B E £ % #0m B 5l A 6 RF b Ak 4 A AR
HAEEAFFHRIERMS, WIHREH E ZE AN
HARANTE, Bh, TWHFDRGGEFH
ZMREEEETHRLENE, BELERE
F-kB (nuclear factor-kappa B, NF-xB) . ¥ 4 ffl
f~%-1p (interleukin-1B, IL-1B) . E4EfIA-%-18
(interleukin-18, TL-18) . AJE3F 38 H F-a (tumor
necrosis factor-a, TNF-o) . # 14 K F F-pl
( transforming growth factor-p1, TGF-B1) Fuif &
A — A1 %48 (inducible nitric oxide synthase,
iINOS) %. Huk, F#H R AHKE (reactive
oxygen species, ROS) fo1—4A %, (nitric oxide,
NO) By 4 fk, TR D KA L R A BB H K
(glutathione, GSH) 44 ey A&, H ik,
IR EE A KE R Fo A BB A, XA
B TREMERERERER, KELEKIE,
PR3P AT 20 U AZDNARg 24 fo o &, 30 ) BT 48 o ) =
AR, AT i B 43K R TR 1AL

WABENKAGEGRG FH5E—FEHA
Be—Rh 71 FHRAAE, 25 mgl 050 mel By IR
(Cpax) + WKE-BFE] i 4 T E AR (area under curve,
AUC) #5582 B, XEFRET, EETR
M AR F AT R BRI RTE . A
PEFER LR 2 b AR 5 T, WORER 150 mg/d

A R AR B[] 9 U R PR v AR A K T A b
FRTABBRFARRIE, HiaNZaMRE, 5%
REFI BN B 4LAR RS ot R R R A3

W ERNEEZRF RO T A 25K
WG 40 B Z PASOA L EE3A (CYP3A) Rt
HA G MCYPIAH B4F FEM, Bt
BEHRHEAERE, XRTELHMGNE T
CYP3AEMMN IR T, WIAHEBEAHL T ERFH
2%t 2 3 .

(—) xHfb MR35 B PR 47 1E A

KR 3t 7 B RSB (Fh#E g, paracetamol,
APAP) Fr8UNRR s R AH T BT, HF
B ¥ fEL O S AR T GSHACT By B, A& SRR Rt
5, ZRRERMER, RELLEKAFEDS
FAA., WHEBERAFE (150 mgkg) HLEE3
K, MRESKFARNGSHfn X [14 AR AR
(aspartate aminotransferase, AST) AK-FA KAk,
3% APAP 5| A2 #y i 7% 7 2 B B A5 42 75 B8 (alanine
aminotransferase, ALT) FIASTAKFFHA . TEZ/N
#E (50 mg/kg) FkE H3KE, W70 IELAEK
I GSHAF T B EUR, EIF1 A B I gk
HASTAFH T %, BEMLFALTHEREEE,
18 A i 75 AS T R AR X4 A 9 P,

i Ni4s (CDDP) /% FftuiE (GEM) fr e
/N B EA B R B R, WIAE 7 4 | CDDP/
GEM Pt B i ALT e ASTACF 7+, D Fr /8 /0
R T R LR, B B WR 2| &N A WO E G,
CDDP/GEMIk 1677 77 % #1178 75 M w7 3 A,

JL R D- 2 Ak 38 B B BT 48 e 45 4 4 A
MRE T, WINEE ] EE 3 RARoL & H27 (heat
shock proteins, HSP 27) Fu% hifktd <@ %, 1k

% 1 GRADE ARGl 5 L1053 55 2%
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UEHRZ] TEX

FE (A)

hERE (B)
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ACSTE (D)
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3% ot FF 40 0 R 30 4 R 1S,

NL 2 08 A A8 T/ R B (HRZ) P&k
RIF e E AR T B R, WEHHRZGE
YRR R E ARG A ER, H
WL £ E A T NN B A6 45 8, 59 A BB, R
P20 B T e CYP2EL#y ki, bR AP 40 e A K 1A
¥ (hepatocyte growth factor, HGF) &%, Jf
BE LRIl A, T R BT BOK R B A
W, OWIRER B IE Y 1E R VT Ak AR R
(endoplasmic reticulum stress, ERS) 5| A2 i A 4
fo it R A k.

(=) x5 T RE A5 49 69 PR 4P 4E A

Rz Jfl 7] & B A (concanavalinA, ConA)
FHANRFRGERL T, XABTHEL NG
FRAEGE B4 RS RE. 4AEAHEE. 5
S RFES AR E RN EEELD, KR
B W[ 41 %) T #t % -y (interferon-y, IFN-y) #yFkkfn
Hik, W AT HEFas/FasL mRNAMy &, 8% A 41
L 8y 3% E 313 Fn ] =,

(=) ¢ it AT 4 4% 09 R 47 1 A

e 5 P B T A T TR R R AR, WO
B 0 03K PR JFAE R A PR AR i ALT K, 3041
FERERG Rl SEAR, EMALRERG. HHH 5K
EFAER M REBE, B LB A B (acetaldehyde
dehydrogenase, ALDH) #y7& M A x>,

FE AR T BN BURR B M F A AR AL o
WEE ] R AIEE. BAETA
HERPER, ENHEES ERC-mycHH (HF
BB ) « B AR (proliferating
cell nuclear antigen, PCNA ) X 41 fft B #] & & D1
(cyclin D1) ik A K™, I8 xt g i fF ey
ZRAER, TARIAEI /N B PEERSAH X A7 &
Y. JLEE % KB 1o (inositol requiring enzyme-1la,
IRE-la) . 7&1h4% 5% B F6 (activating transcription
factor 6, ATF6) . C/EBP-F & & (C/EBP-
homologous protein, CHOP ) #Fu%j % # 8 77 & & 78
( glucose regulated protein 78kD, GRP78) #i&
ik, DURIR R AT 4 e B o O

(H ) ¢ FFRERR 290 B B e o BB 72 (I/R)
A7 PR 3P 1E R

Xt FAFREU/RS A K RAEAL, WICE W 0 4] A
A RE 3, IR R 40 e 3T B e KT R, 38 R 3 R R

FEZ0H 6 EPASO (CYP) REMWEM, HEEL
CYP R T Bty 75 1 ke ik fe 7,

WO W B R B AT PR B o 4 B A
RELE AT, BRLIFEALTR A £ (total
bilirubin, TBil) A-F, *tHFECYPK 4 F T
Tk Bk e 0 SR A B E R,

() FRF A AL AE A

KRR %4 (bile duct ligation, BDL) Ff
B A EABER o, FOE LA TR A %40
KEEAFRAEER, BEREFAEM, X
AT E R 20 e (hepatic stellate cell, HSC) {R4#h %
FATRA, IIRER VT 40 L HSCHE 7 . R
HE T, TR AEI0 A b ey 1 R B

(75) Z5Ae BAER

ARERARTE T, NAENAET. Wk
BEfE R LM e a B o KA.
T AR Bt B R 2t ¥ R R .
AN R K BT e fn A BT A BE A R B, WOIRER
=M. dFE URE . B R Afnfh 5 5 A 22 AT
il R G R ERA B T 2 L

= RE R EWKEEER

% Tl KA VR T WOREE TR T B R
MR, BRATHRTR. £ 824 B 225 4 1 IF
4% (drug-induced liver injury, DILI) LK Ak AF
Y R A

(—) &M 2R AR (chronic hepatitis B,
CHB)

Xt [ R o B A 2 WY HISEAE & #E4T A
BR, WIHE &S HALTR E 7 5 CHB &
HFWALTAE . A4 P ERFEN —TE
S RFR, MT06 RN LB M F IR
CHBE#H (G = 2) 3 XA E AT IR R iE
NEDIE, JFEIBTAE R HATIFARER.
HERET, BRABRTE, HALA%W EH AT
HE K IE 15 8| L E, 28.6%MH B H I 4 % 1015 3]
#; H % H&LogisticEl J AT &, NIHEITHE
R REREN R LAGHEEZ, XHER
ST B E = 48 1y B IR BRI RE (P =
0.002) . Jhoh, ZHARAEUG —HNFEHFF
(entecavir, ETV) J&77 #y30%] CHB& & 1£ 4 xt B
AT WA B H R B X IR A
ETVig /Y48 5, ARFARF XL FHE


https://www.so.com/link?m=a0cd5VpmbkTPZFmq5jdsqDoeC5v%2F0UAiG1A%2FIYSQmP9c20rfASymtFAGyHa4haWnn6he2YtFWzYgTi%2Bli0oesV21DxM%2Ffw0z2LmH5BSrDpANMpvOO1rhhDZm7wtoP4tVteO%2FsSiEyikYRcAZpv6H%2BnIDoOnKsJgw2LzyheBY1cBu7xaJ2wnB7ODq9MahUFgbx96z5AQrm7qd1XAUB3lPyB2sAX6U%3D
file:///D:\Dict\Dict\7.5.2.0\resultui\dict\?keyword=hepatic
file:///D:\Dict\Dict\7.5.2.0\resultui\dict\?keyword=stellate
file:///D:\Dict\Dict\7.5.2.0\resultui\dict\?keyword=cell

. 180 R SIS FRIIG AR RG24 6 (R TiR) 20204E6 ) 45143 %5344 Chin J Exp Clin Infect Dis (Electronic Edition), June 2020, Vol.14, No.3

£ (P >005) P, AWz RAEET ALK
TA%MH KR, — TN 1250 HL AT AT 5
1 6784 B & iMetap T B v, WIEE 5 H X7
HEHMINEIHRITCHB, ¥ ER FEMKELF
JERE & Fedm, B dnm &7 2 & L5 W3
B KB ™ A BB,

H AR AR AT L AE R WA EE 6 97 30
BICHBIF & 4 v B %, 5306 bl &7 H £+
JRFEEIT By AT IR A L, WORER 4L B AL AT
A A ARE B (hyaluronic acid, HA) .
A B JE (procollagen-1T, PC-TI) . VA &
( IV-collagen, IV-C) . E#i# & ¥ (laminin,
LN) AKF (P < 0.05) , JRE B TR IE R R
(P <0.05), HEFFEMGI R LED,
bPEBELERFRRT, EEAIREFIEST AR
b, AR RN, TR BSR4 £
W ERER WY AR TES ~ 154E W CHBE 488 (%
444 ) , T AE L AT 4T 4 L4847 (HA. PC-TI.
IV-C. LN) . frsh s #Hfifis84 (ALT. AST.
TBil) . IL-18f0TNF-o/K-F B & T FE (PH#<005) ,
MIIFN-yfIL-21KF 8% 7 (P < 0.05) ; BiAik
WAREANAEATRE N D E, HiiEFHBeAg
#1HBV DNAZE[HEE 5 (P < 0.05) ; WAL s
M3 B A,

TR EEMEMFERTERET LR
FENEL, BANNFNESENCHBE A,
BLE AR W R #8582 HBV AR X T 40 e &
(hepatocellular carcinoma, HCC) .k 4. &
MRMNERE (BR) KOWERRIKEIETT > 24
M A(>24~<6INA) B, MEFTANE
(HBV DNAF 4L << 100 IU/ml) {8 4 411k 5 R 45
T (ALT/ASTH R A M A FEEH L T ) #1404
BRI WA EHATIEN, HGigymmth, fF
ALT. ASTAFBZTH (P<001); fFH_@
( malondialdehyde, MDA ) &t ik it & 4k 4 B
( glutathione peroxidase, GST-PX) B EF K E (P <
0.01) ; FFAE#MNEHEZMETHE (P=0.001),
W EEERHIAELFBREHY,

WEER: EFATREIHET NS L, A
WAE BT BN AR (CHB) B4, ¥ HREMLE
ALTK PR AR AR 8AR (1A) . ZRBITA AN
AR (2B) . EigfNZAMRE (1A) . 4T

£ 9K F IR ICHBE &, I SR B 3677 J& th
PR MA A BRMEF T E . FIRBERA I L R
(fnAnf& T RTIRE ) Ja/Y CHBHEIF A W B2, b
B B4 R AR AT AT £ AL 1R (2B) .

(=) B HRAHK K (chronic hepatitis C,
CHC)

AHARETR, ERL-_BHTH Fa-2a
( polyethylene glycol interferon-a-2a, PegIFN-o-2a )
Bk A B AR ey Al b A OIS 7Y 254 2R 1
RHCVE R 488 5, 5 74 Am Al SR B% 1897 256
BEM, BIHMIFEALT. ASTHTBIIL ¥ £ % &
EARFE (P<005), WBFNERER (P <
0.05) , TiFREMEREZEFEm (P>005) ", 5
HHRB T, WAL E 5T BEKERT306
CHCE# 6N F, HR%ETHENRZE NN iEHxt
PEA30B CHCE Z M, BRETRTAMER. &
AEAn T HE & AR B F HE (P < 0.05) , JFH
BT — MR EFTH (P <005) ™, fE4txf
HCVH B E# & 254 (direct-acting antiviral
agents, DAAs) Z#ERWHEILT, LAZHA
#H AR ~ 248 W EHHCVER, ExTHCVK
WIRROH kR ab 45 (FFIERIE fo & 4
o) Wy RSB, % N R DAAK[F B 358 &
BV E, A EFOREE AR A B BRI A AR AT
BV, — P B A S A Yk 0 P I T B
B, EARHATIEREE.

WEEN2: XABETZ2HTEEREA
X (CHC) BHMWREIIEN. EMREHRTHE
A Ao B NERES, ] E M E R KR, Rt
dn BRI A LIS AR IR R, R EHUR F BT ARR
(2B) . AABEEHNFFLY (DAAs) B
F s X FHCV K B R 4o BB ok 18 e 45 4 9 2
WERHWIENREREME AR, E/FHTER
#E (20) .

(=) dEEAE MR M AP (nonalcoholic
fatty liver disease, NAFLD )

HHF % FNAFLD4 J CHBH) & 2 FE AL 2 K SR
B AETVIR B 3K A 1677 4L R B FIETV iR & 697 4,
BH38G, EREFR, BITI2FE, WA MFHBY
DNATHEAFEGITFER (P> 005) ; BEE
BT A M EALT. AST. y-A A B4 kB (gamma
glutamyl transpeptidase, GGT) . % fHEE (total
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cholesterol, TC) X H i =B (triglyceride, TG) 7K
P T ERETVA (P#<<0.05) ; BaibiT4
FFIE#E E (B Z T (P <0.05), M¥EFAETVA
BRNWELRERMN. XLERET, WIHEK
AETVE 78 /7T NAFLD 4 Jf CHB# £ 4 1548

7 AR K AE B A MR B M FF X (non-
alcoholic steatohepatitis, NASH) B & FaAlL oK &
£kt IT 45 Ao SRS Bk A I8 Y 41 B 3R s 6T AR
IT45 HIa V4, F4606], FHE24H,. £ E
., BAEWMEEE. s, A EAEEKTA
BLUERT T A ENRER BB ARG E (P <
0.05) . FARETRLE, wHELEKTEELT
BERER, BREAIETENDEALT. AST
KGGTAF, VL KMmFEHA, PC-I. IV-CAILNK
o, AR FMTEAmARMITL (P <005) .
XMW ERR R, Hy 47X AT B A WL B2 76 /77 NASH
B T 0k TR B AT R T,

HEEEW3: WICE v F T 677 AFEAR A B
JF (NAFLD) B, #0% HE B3 0tk e K
PAORF TG FEAT, RERALFRE (1A) .

(9) MM (alcoholic liver disease,
ALD)

HNERFRERE. ERXFmEHFFE
FR T O EA b, R R XN fu S o e
Bt fE 4 ( polyene phosphatidyl choline, PPC) JX %
BT BRI K EHA200], STH240. R E
N, WAHABFNR VOB IR A fmEFALT.
ASTHGGTAF, URZ . B FilEKIERS
%E, HEFEMRTFPPCHITA (P < 0.05) ",
— UM NN FE AL AT BB K 3 (randomized controlled
trial, RCT) , X723 Jf 4 1 BT g 2 3 # Meta
AMER, WABENGELEREALDEE N
f1 7§ ALT. AST. GGTX# %% B2 B (alkaline
phosphatase, ALP) A&, H k¥ % 4% 545,

HESE4: VOB BN EAMEFE (ALD)
BHEZAAR, M EEEMALDE # 0 i B K
F, WEREIERER (2B) .

() 254 M1 (drug-induced liver
injury, DILI)

ZHARE T, WINE XL Y B B
1% (antituberculosis drug induced liver injury, ATLI)
BHEWER. RAERAFIE AR AT B R &1

. —TNN25G1 016 i A B 2 e R k&
W, WORER iR Y ATLIEYSY 3008 T H ¥ 8 — 4 fnk
B, HEada™, FAMetap i B85, EHR
B AT THAR B SOREE 7 AR R K&
JEH A, ELF e RN B & A KRS, 3t F b
ZAE R IEIY M. T Y. BB R
BT AN R IF A, NAE A §F
BT . WA, SF6TRCTHMetar T &R B 7, xt
FDILIR T, FENEEWGIT4 (2256 ) By &A% E
(91.11%) Bk T H A PR AT 254 x B4 (22149
79.19%) , EARN™EARFRC,
WEENS: xtT % 254 fr Bt BT o f6
7, R X EFRER I8 97 A By T bR 1R & o v A B KT
PR A Ak F8FF, FTHE A M TS5 (DILL) 4
SWRITIMEEH K4 (2B) .
(7%) HAAFR 68T
INERARE T, RAERA LB R E
TRITRIE B & I M AT R B 306, 24 KR E M
TEIERE AR T B T R R Y,
FLR38 o b 558 3 86 A R B RRE & A B
FHFRDBINFRAERK SR EB®REE
SR, RRAXKEURERAREEREEIAR (5
AE406], TR2E) BT LEKHREXR. T
e A0 BT R A AT R AR b At/ T
AMFEENAREHFFELES. ERET,
IR EE o H B ER AR X S 06T 41 i FALT. AST.
TBil. HA. LN R ERE A EF B EH®
FHAMBA, T4 BRI L A,
HEENG: YONEI(EN B & Rz R
HBENHFEZ —, GHERE A8 7 UL
FEHF TR E B B Sk AT 3R R R 6y ot 0 A A A b 38
#F(2C) .
HEEBNT: JONE 71 4 A R BE K E 7 20
B R E AR T M —, SRHEE
Bt S AT RARF G M BX R Y M EAE (2C) .
() BOREE thy 22 M RO Bk A BE BT
EEHRAERYEI LA, RAELA
RAEFHZ A, — T4 E 18K E Kk W i K
BRI B AR, LR EREE At AL Aot R & A
REREEHEERTFRNAEY, RANKE
Xt REL A B, kB E R ERE AN
HISZ A% AU HEE D, HFRAIIEL
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TaEMFREE, HOENE. DaEafE s
KTFREHEEFEHETRBA S, 7 HHE
Ao R A B,

18 M IF A, b R AR AL T PR A A /N AR B
A, B I ALNMRR D 5 R 8T 2 4R E AR
X, HHEH25AxiE. PEPERFRFE(H
HAEIBRAAZFERHISE L+ AHEEHES
KEBHEEIT R BEFE2 6904, b/ MR
FWMEAER, GRETHETHNEWALIMEE
KERXLREER, BREBHLPIRREFEMKE
(11.75%) 5 FFEH (15.17%) L HR ZEZ
Ft, ESEXCNEE B TR & AT KUY B A 5 B
IR TR, 4 3t %4 A BEER &0 W3R BE K
HuM Gy KERBESTE T, RABEKEH
TR AT T RR R R T I R R B R 7 | T A
— W EAE R BN ER B A F R KT Rk AR R T
CHB. [y 4 A B8 8 K & Fn 07 K697 b
Y 4 B A 7 A R At ER PR R
HEELSHEBRIELNN. REASME K. AR
R sREXR. RRRE LY NBCE R A, Ak XTAT
AV BE K #Y I PR 76 77 EL AR RE 4 i IR 4 B,

Wb, ATHEERRSGEEESCERTRRN
W& BRI LS B, 3120135201748 3035 5 o 4
i B R EREE W ILEY A B RRE K A R R KB HEAT Se it
S, HEREFR, WAEBELARRNK EEREEY
001%, FEFRRMAAEEN (35x10°°) %, &
TGl MBEREFHFARER2BENT
BRRMNFE, BTERLRT2FN. TR,
WIREE A RN & ARG, HHABERFER
BL, e R 52 B RLA o 2t R AR,

1L LE: HHRTA1216]8NF ~ 145 EBR & 1
JF K B LFEXTIE 3697 B [ B, 2 B BXR MORES (63
fl, 0.5 mgke, tid) REH HEBRITIRE (5864])
BT8R, R E 7 NIE 4 ALTFAST/K T4 ik
FWHBZERME (P <001), EHALTAT &K
BEARKENTZ (P<005), RLHETRER
RICS, B AR 1206030 d~ 1 % E 40 R & P RT
REIND A EEHBFRKERNAERIT4 (606,
0.5 mg/kg, bid) fE A EHEF4 (604]) ,
AHANE T HERIT R FBEABRF RELEZR
GHRMBT. HFRET, EERFHRENINESA
JT2R G, 86 A 2 A% B )L L F AT B J BB 41 & K F

(P<005) , & &4 HAEAH85.0%, IhKEHK
FH933%, HAREERTEREERFH (P <
0.05) , H AR T B,

2. EN: MR BIRTEFES (= 60
B ) L2 B B R EDILL, 2J8 fud B T A sk
A A 77.3%H190.9%, THEE, TP ELRRM
KAES FEEMIBITHER TR (8= 60
7)) ARFTURKERKEGNTER, BAETRE
AR ALTFIASTA T (P < 0.05) , HEFANEH
THEE (P <0.05), FxtmkFaamHERk
&, AATHE".

3. 4R ARG HIFHEREET
WIHEE BT8R, HibIyarAath, B ik & k4
HEEKE (P<005), BNHEATELrRS
TR &, FRMZAHAEILASH, THELH A
B BOLE £ KK E A REHRES. R BTE
XA duin & 25 e T 406 22 #1 (15~30/8 ) CHB
B, RO HBVE | oA B B A% 3 2 0y 7] B
R HEFIEIKE (P <0.05) ™, {233 E
BT IR A I IFTh Bk R F Y e A T AR R
FLGE R #H— S iE. Hih, o THEREH
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