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ABSTRACT

BACKGROUND

Chronic hepatitis B virus infection is a serious public health problem with high
prevalence all over the world, especially in China. Cochrane systematic review based
on randomized clinical trials with high quality is the gold standard of evaluating the
effect of interventions, and simultaneously provides the best evidence for clinical
practice. Clinical practice guideline is the best conscience of clinical practice and
management. Although the Chinese guideline of prevention and treatment for chronic
hepatitis B updated according to the approval of new antiviral agents, there is still
absence of the evidence of Chinese medicine for treating chronic hepatitis B virus

infection.

OBJECTIVES

To evaluate the efficiency and harms of glycyrrhizin and phyllanthus species for
chronic hepatitis B virus infection in Cochrane systematic reviews. To discuss the
methodology problems of the current published clinical trials on chronic hepatitis B
virus infection. To introduce the principles of designing hepatic randomized trials.

METHODS

We did systematic and unbiased electronic search and hand-search. We included
randomised clinical trials testing glycyrrhizin and phyllanthus species separately
versus placebo, or no intervention. Co-interventions were also alowed. In the
experiment group we were looking at any trials that using glycyrrhizin or phyllanthus
gpecies in any form. We chose primary clinical outcomes which were all cause
mortality, hepatitis B related motality or morbidity, serious or non-serious adverse
events or qulity of life, and we put all the surrogate outcomes as secondary outcomes,
which were number of patients with detectable serum HBsAg, number of patients
with detectable serum HBV DNA, number of patients with detectable HBeAg,
number of patients without HBeAg seroconversion or number of patients with
worsened liver histology. We published our protocol before conducting this review.
We conducted our review following the recommendations of the Cochrane handbook.

We considered the methodological quality of the trials according to the 6 domains
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based on the Cochrane handbook and the Cochrane hepato-biliary group module.
Only the trials with adequate description of all the domains were assessed as low risk
of bias. We measured the effect using risk ratio with 95% confidence interval. We
used the | square statistic to assess heterogeneity. For meta-analysis we used fixed
effect model and random effect model according to the | sguare statistic. We

performed trial sequential analysis to reduce the risk of random errors.

RESULTS

We searched 5 international databases and 5 Chinese databases from start to Oct

2010. Handsearching was performed for more eligible trials.
In the systematic review of glycyrrhizin for chronic hepatitis B virus infection, 29
randomized trials were included comparing glycyrrhizin plus antiviral drugs with the
same antiviral drugs alone. The antiviral drugs used were apha interferon, lamivudine,
adefovir dipivoxil, thymosin, vidarabine, or conventional treatment. No trials were
identified comparing glycyrrhizin with placebo or no intervention. All trials were
considered as high risk of bias. For the primary outcomes, no trials reported mortality,
morbidity or quality of life. No trials reported serious adverse events. Six trials
reported general adverse events with data of both groups, the result of meta-analysis
showed that there was no significant difference (RR 0.89; 95% CI 0.78 to 1.02, P =
0.11; 12 = 30%). For the secondary outcomes, when glycyrrhizin plus antiviral drugs
with antiviral drugs alone, we did not find statistical significant difference between
group regarding to clearance of serum HBsAg (RR 0.98; 95% CI 0.95to 1.01, P =
0.11; 12 = 31%); we found statistical significant difference on clearance of serum
HBV DNA (RR 0.81; 95% CI 0.68 to 0.96, P = 0.01; 12 = 95%); we found statistical
significant difference on clearance of serum HBeAg (RR 0.82; 95% CI 0.71to 0.94, P
= 0.004; 12 = 91%); and we found no statistical significant difference on
seroconversion from HBeAg to anti-HBe (RR 0.89; 95% CI 0.78 to 1.02, P=0.11; 12
= 30%).

In the systematic review of phyllanthus species for chronic hepatitis B virus
infection, 20 publications which described 16 different trials were included. Of the 16
trials, 1 trial compared phyllanthus with placebo and the remaining 15 compared
phyllanthus plus antiviral drugs with the same antiviral drugs alone. All of the 1326
participants were Chinese and 72% of them were male. 12 trials used single herb of
phyllanthus and 4 trials used compound phyllanthus. These were the antiviral drugs
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included in trials. The mean treatment duration was 6 months. All trials were
considered with high risk of bias. For the primary outcomes, we did not have any data
on the three outcomes of mortality, hepatitis B related mortality or morbidity and
quality. We did have data about adverse events. They looked at general adverse events,
there were 100 patients and no significant difference was found(RR 1.04; 95% CI
0.66 to 1.63, P = 0.86; 12 = 0%). But we did have quite a bit data with regard to the
secondary outcomes. Let’s look at the secondary outcomes which you will also call as
surrogate outcomes. 4 trials reported the number of patients with detectable HBsAg
after treatment. We didnot find significant differences between the groups for this
outcome (RR 0.95; 95% CI 0.90 to 1.00, P = 0.07; 12 = 0%); 12 trials reported the
data under this outcome. We found significant differences between the groups (RR
0.69; 95% CI 0.52 to 0.91, P = 0.008; 12 = 71%); 15 trials reported data on this
outcome. We did find statistical significant differences between groups (RR 0.70; 95%
Cl 0.60 to 0.81, 12 = 68%); Seroconversion from HBeAg to HBe antibody was
reported in 8 trials. We found significant differences between the intervention groups
(RR0.77; 95% CI 0.63t0 0.92, P=0.005; 12 = 78%).

In summary, with regard to the primary outcomes, we don’'t have any information
about mortality, morbidity or quality of life. We have some information about the
adverse events, but the small number we have showed no significant differences. We
do have information on secondary outcomes, and we found statistically significant
results by conservative methods or TSA. But we have to keep in mind that they were
surrogate outcomes coming from trials with high risk of bias, so if we have something
to suggest that might be evidence, we clearly need to do more research to confirm it.

CONCLUSION

There is still absence of the evidence of the efficiency and harms of glycyrrhizin
and phyllanthus for chronic hepatitis B virus infection, according to the results of
Cochrane systematic reviews. The uncertainty for the clinical use of these two
Chinese medicines needs confirmation urgently in randomized clinical trials with high
quality. There is a series of methodology problems in the current published clinical
trials of Chinese medicine. Clinical trials in future should be improved in
implementing and reporting of methodology. Clinical relevant outcomes are supposed
to be observed in the future trials in order to highlight the advantages of interventions

of Chinese medicine.
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1 YA FIRFE iR

AWFFAN T A EATAE N B A S BUR 12 2 I RS B ARRE 4300 v
ZIRT RIGPR SE B AR R 2000 4EBFTART™, T KHLIX (APASL) 181EZ AT 44 B i R 2008
SRR RGO TR 2 4 (EASL) M8 2RI R A S Bk i mg 2000 4E B3RS pram A
() = AR B H AT AR A S BT AR A o

[ B 2 TR % K R S A i A o S 2 S TR 2 2 S U IR 2 4 S AL Y
FRGHBE M PREELMOLT 1915 45, & E NI KN E RS EARBIE, 5 it
P22 RHEOK, R 2 R A JE, I SR



SRy VYR FE A AMEAE 2T 92 R S Bt R b T 27

APASL i PRS2 5 R TR AT 72 252 25 O o g SRRl o SEAFIIERIF 2 23
T 19784, HN G EE VSR 2, LRI E . SR SO, KRB R, T
B ERINIR Ko Ao I 2 H RSS2 BT 22 I B A, IS BAZU, (e e
SEAURINI R, SCRFAN ST I (R AT A S5 B o

EASL 151 28 FF 6 1 PR 5 A wE Dby W 95 2 22 sz o RN 2% 2 o1 1966
B, T 70 A SN S BB R o o WG 2% 4 S I 2 e K 4
J8o  BAEACHERIE R IS, SCRE 2 BN 20, (et I By 7 BOR it .

2 VRS
2.1

o [ 18 I PR SE B w1 EASL 12 R m #8012 I I RIS Wi 45 T 1640
W, APASL 18 O FEFR B i IR R U] (3R Do XFEh EAT EASL 4R R T LLA H
1N G R IZ W7 T, PSR B SR AAR AL . 0T LRI 4l B 220k, A
e thHOR LA 2%, AR AR A T B

T H 18 Z s RS W

REAEA ST 49 S sk HBsAg FHPE#EE 6 4~ H, B HBsAg
/8 HBV DNA {15 BHYERE, izl yigtt HBV &4,
CHB 2 Wit ds HBV Y H MG~ R4, £
A ARG S LA RN B A A 45 2 o

1. HBeAg FHYEMS T BT 4. 1Ly HBsAg. HBeAg FH
. $i-HBe BH:, HBV DNA B, ALT $54Lik e 2T+
i, B R A T R

2. HBeAg FitEMME 4T 4. 1My HBsAg FHYE, HBeAg
FREBYE, Pi-HBe FHPESAM:, HBV DNA BHIE, ALT #F
SRl 2, B SRR AT AT R AR .

o E 18 2 iR L R FE FE
(2010)

Ry N i e 1) AR B
APASL (2008)

XFF CHB IR IZ Wi T 25 2% LU JLAN 5 TH -

144038 FR: Hu4% AST M1 ALT, PT,GGT, ALPZ: (A1);
2.HBV DNA /KFE&sfill, KA PCR EATRE, N
WHO #5E 1 1U/ml £75 HBV DNA [KI7KF, LR T4
RRYH AT AR 55 22 4 HHEAA Y (AD;

EASL (2009) AL AL HCV. HDV 5 HIV &1y, E5E
FEPRSTE. B S bt AUE. IBITTEIR (ALD;
4ALT FH=Ek HBV DNA KT 20001U/ml [ 2 42 T4
U E R A 8 9O0E IR N A e LR (AL,

ALT-NZATRBIL AN . AST-RA AR IEH Bl GGT -
y WRBGE RN ALP-BRIEREIR N . PT-35E i ik Jo i 1]
PCR-R 15 g i 30 S MY o
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& 1. RHFImRISHN R

2.2 697 ENAE

AR AT IE NUE 1 € A AN ], B AR T YRoE B2 107 IR i i
HBV DNA Fl ALT /K1 (5% 2). WG IR IK 2B R B AT EASL 48R0 T BE 26
ST HBV DNA KPR AR A ] ). APASL $5FEXTT HBeAg FHYEM &5 Jide sz it
JREEIATT I HBV DNA ZK-PAN T HAB PN ERS, APASL fi 447 25 HBV DNA /K1 KT
20,0001U/ml i} &3 N4 THURERIATT « X T2 PUM #8167 IS ALT /K1, EASL 1R
FAHEAE T LAY ALT IEWE BRI, FARMANEFHER ALT KPS T 2655 B, b
v [ 18 2T IR Sk Fe ra AR, BIAE S ALT KF IEHW SR T 2 (5 IE % BRI, (HAT4H4:
A BN A A R SR A, BN BURREIRST . EASL fR R NG A1 A
VE VAT IE NAE (I Fe b 2 —

T H

rh [ 18 2 FF G PR SE e da r
(2010)

1.HBeAg(+): HBV DNA>10° (44T 2,000 1U/ml);

HBeAg(- ): HBV DNA>10" (#H34T- 2,000 IU/ml);
2. ALT=2xULN; Wi T 527097, ALT<10xULN, IfiL i s JH 2T
#<2xULN;
3. ALT<2xULN fHfF2H 272 57 Knodell HAI >4, 8548 JE R IE >
G2, WeF4Efl > S2. X FFF4: HBV DNA FHME. AT Likkr
HERIRFR AT, NS THURERRTT

WA ERF 5L 2 TR
APASL (2008)

LT 98 995 w5 52 T+ 3 FHE 4 4 A0 SRt i

HBeAg(+): HBV DNA>20,000 [U/ml + ALT>2xULN; 148 i3
JH D fie RARLZA0 ) BB 2 DD e e AR, B U SR 52
BT

HBeAg(- ): HBV DNA>2,000 [U/ml + ALT>2xULN; 41 2 H LT
D RE IAREAG ) 5 B 5 () S D e kAR, R I NS 5236
7o

HBV DNA>20001U/ml F1/d, ALT>1 ULN + FFiGE# (ak{E HBV
TG TP AR UESE I GUAREY))  Bonh E 2 VG sh R

RRUNAFAERF R 22 F8 R | JESIEREET 4t (ARUEYEr 245, #illl METAVIR Y4 2 /b
EASL (2009) A2 ek F2 WD. [AINS % RE B RS . @ HERR U 0 2
U N S DL, DLSCRE IR B T
ULN: 15 1EHE LR
Knodell HAI : Knodell #4121 %% 3)) 45 %4 (Histol ogicalactivity
- index,HAI) ¥4

G2: HAHLERIEILRI 772% G1 ~ 4
S2: JFFLFLEAL R (195 4 S1~ 4

® 2. BB ENUEN R
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23897 Bir

AR XS SR IT I H AR REAT T RE (R 3Dt EE £ IR S R A
EASL 7 R #Ks 2E 22 55 0 J R 5035 T AV A a7 I e & H bR, I 5% th ik i S8 1R 2B A7
. APASL $RFKEVATT BARA ok F 2 B I B AR B 2 I B Aw, A6 it e it
PURTERIT I LB RIR i 0, I IEEHDIRe, WM ScETE, Br ik A
o

T H 97 B4R

dpe KPR BE R I B HBV, ol I 4 it 98 RS 28 2T
P EISZFImARSEERIER | T4, SESENERD T RACES . HHEAE . P (HCC) J¢
(2010) FOIFPER A, WIS B0 R A KA A3

TEHbR: HFREK AHINE] HBV, M B 0% P R G

PR, BH ISR L RRESR AL 5

IEWIHbR: 0k HBV DNA #EREENS, ALT &%, bk

AR FSTam | B R (WIGGNE s iR P ANG T IS, Wb BT 4%
APASL (2008) JESRICRI T AT il (ERERIRREE N 2 )

A HbR: W g ACEE, v BT 7t kA Ak A

(5) HCC, FEKAAH] (FEAMNZ).

TG oI 2 N AL . RACEAE AT AL . ARSI . T
MBET, ek BE AR, ERAF . (WER LR R
AN, IR AR R SIS S B, R R fE
B FRAG, 2 H AT LA E] . H b T34 S 2R DNA (cee
DNA) {75 T 32 ALK T A A% A, HBV IR BE S8 42 435
B o

RRYH AT AR 55 22 4
EASL (2009)

*® 3 BIIHGST BArxt R

2A4GITER

RIS, =AMER PR A g GR 4. AT LA, R TRT
B AR I REEEL, B Mo A A G Ty T AT T Hiik . APASL 4R
XFT HBeAg FITE 3 (R3R 7 28 OB 4y I WIB AR, Z00RR A8 i S S 25 Ao R P AT £
ZjYE . EASL FRIMIHELE, X T HBeAg FITE R iR 7 4 nl,  JUHRYE 5 BT I PTm 73R
TR YGE »
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1% HBeAg FHTEHE, ¥6J7E HBV DNA KillA %] (PCR
) BUR TR N, ALT 5%, HBeAg 4B H AR HHibt-
HBe fufkss, WA AREE A2, HA HBeAg Il i, &
W 2 ) CRER ARG 6 AN ), ABRFEA R E T LIE 2,
(E1E2 24 J 5 5 1) MO D0 JUE A= A2 R B 4 PR R o

257 HBeAg PIMEE ., hJrE HBV DNA il A% (PCR
) BUR TR, ALT 2%, Z£Wl 3 ik (k3 /b H
k% 6/~ H) HBV DNA {5fIAZR] (PCRVZE) BR T T PR
FIALT 1E 5 B {524,

WA ERF 5L 2 TR
APASL (2008)

HBeAg FH 1 i ik 5] HBeAg IfiLiE 24454, H HBV DNA iR
B E T PCR VAR E], Wikl 2 vk, FximbE 6 AN H,
AR IAST], W2y, 5 HBeAg W11k g AT B A
T A, R I R N RV AT R R R A A A ek
5E o

RRYH AT AR 55 22 4
EASL (2009)

1. X]T HBeAg FHYEFIYIPE 38, e EAR ) vA T 26 s R RF 48
HBsAg VM KA EAE R PR I . X 0C R B2 PR R TE3)
M) 58 4= e R AN L IR ) 40 .

2. /& HBeAg FHIE B, Fe A HBeAq LI # i e i & 11
2, R OO SEIL 5 1S S AH G

3. Kik 3| HBeAg I #:4() HBeAg BH M Hi LA K HBeAg B
P, SR AMIGIT G, 4EFF HBV DNA ZERLIA 2] /K
SRR TILEIGIT IS, HBV DNA HREERMIAZ], & — Mg
A B IIRTT 4 5.

K4 BOIHEIr & RN

2.5 ¥R T HERE

SFPUR ARG, (EEZIRTT R H RIPUR B2 IESE L, = /MEMZ
A LU R 2200 (GR 5)o =AM Z M2 52 — 15 T I GV B A IR YT P 11
AN, PR LA R IR SR TS B EASL TR RIS LIKITAL L AR s Wi 2%
FRIT Ak < —, T APASL #RRIHER L i N THRE e A . O Il HBV
DNA 7Koo [E8 1 20 B0 9 I R S e $5 m R EASL 45 R 47 24 8 7% (HBeAg BH P Al
HBeAg B 1) HBV DNA /KF- KT 2,000 1U/ml i, B2 HURAEI6T, 10 APASL 457 FHiX
ANEFALE ST HBeAg FATE . Ik, = AMERI THUREAIT 10— L 2iMIETEAR R

TR o
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i H FEBZFIRRE RS | WAFRMRES MR AT AR 3R 22
3] $5F $5F
(2010) APASL (2008) EASL (2009)
MR BIBITR
1 - HBeAg(+) - HBeAg(+) - HBeAg(+)
HBY 2,000 20,000 2,000
DNA(IU/ml) - HBeAg(-) - HBeAg(-) - HBeAg(-)
2,000 2,000 2,000
VB IT YL 3K i) 3 | HBV DNA, ALT, UL | HBV DNA F1ALT | HBV DNA, ALT, L&
BEEMEE HLR2 2 HR2 02
HARFRE | pirny BRI THSEARE | LIS
B 218 J7 # | HBeAg(+) L IFN (1%); 1R IFN-a (kR
B O(—&¥WyT | L@ IFN-a (1%). 2.9 2, IFN-a | J7F) (AD
29D 2.5 4 "W IFN-a 2a | (1); 2B RF T
(1) BRBARA(); A7 BT R AT
3. 4 I IFN-a 2b | 4P (1); (AD)
(1) SIFELIRGE (1);
HBeAg(-) 6.f K KE(]);
1838 IFN-a (1), R 2% o ATk
2. % & — W& IFN-a2a | 25, (1),
(1)
E * th [E 1S YE R IR SR S R APASL 3514 VAT HE A IF IR A5 2] ()

RS AIE, AH RS E AN

K 5 &LIGTr YRR

2.6 TErE e KR

PR [0 =AM PR SRR R B HERE (TR 206 7 29T T 359005y (3R 6). I
Tk I JH 2 Wi R SRS B M1 APASL $17 19 SE PR Mt il T 2 SR bl ORI, P e 4k 1)
SKWEFEAE, SRR XK LA PR A A 228 1 PR S e W IR
Py =2, Horh “ZaEdE s == . APASL FRBIIUES 70 A IUZk. PSR ) B e g

SRV T BEATUR I AR, T S AR 5 B SR T e 5O RAE

EASL $ R 1A 70 2% ik

P R A HER SR O R 4. EASL 45 R BT IR WIIE SR IR ORI, (HEgm &, Iy
(I E 8 AU 45 7l 15 2 I e K PR BT RERAS IO ST Bt . =R R AERE— 40 ifT 3
IR TARE TR A, 2 WK 5.
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I BEALS R PRI
-1 A% BEEAEBEA LG AR5
o EE Z IR RSZERIRES | 11-2  BAFIBEST B0 BT
(2010) -3 Z W] SR B R F0 T, 2550 0 A T AR
W 5225 F AU R SRR PR AT 24 5T

| BTk A AR I R

I vk RAF A BAFIRIE S sl (0] SR 5T

I IR SI . o BRI i b 1 AL ik 6
IV LZIGRL MR KR B s

WK AR 5L 2
APASL (2008)

SR
U RERAESE (A 32D IR 2 IR 28 DAl AT
RE™ A5

A FEES (B)  BE— B HIWFFT AT BE S0 24 /Y 197 R P

i AR F N, DL T O i A A R

REAAR TR (C)  HE— P ISR T XS i 7

BRI RERF 5T RO PIAL 5 R A5 o AT T2 PRA A AN E 1 -
EASL (2009) WHEL

SRAHERE (1) SEMAEAE s R i D s A AR TR 1 A5 2 (BUE

ML N A 45 Jadabs, L B

WS MIHERE (20 A R D AS AT 1) A0 288 A i A2

b, SHEAFAEE 2 ARENE. 597 AE . W7 s

ERBEYEAE R R AR L PR A

K 6: 18 LG T HEEILIE 2 SO R

wie

i A S5 ke A1 R i PR A DAy bl B i R I ZE M 6 A A > P i S Ak R B2 Bt A 95 R AL
i PR 5 B 415 Pl 1) 7 26 S 1 24 PR e PR S BEA AE AR R IR 22 57, AT BRIy DB B 2800
IMEBLRAEIT, DAR) 2 AFAE AN TR 2 (B T 38t o AT, 1l P S B A5 Pl A 1%
e Ve BEXIPE . FTATPEANSGREE, W RS R R RE N LR E A, LT ROk
S, DAIESE b it

I 2005 4 H [F B e 1k £ 2 T 2 i PR SRR R A A LUK S A7 15, SRS 3 1
WFFEAIE AR AE RIPOw 75 2y eidte iy, PIEAE 2010 4RJE, AR 2 2 IR 27 7 2 Al
1 GeIp 2 0 2 WA LY 2R W PR S BRAR B HEAT TABAT NS . &5 DA B [ B S Bk
A 2T 9 i R 52 e 41 T KO ORT SRR PRSI A Rl PRV - AR SO ST R 18 o R i P 228
F R RS AR R REAT T RS AV . 128, R OREL, R 4R S PR S
FFIYS EASL $RRIEIR Z 7 AR AIALIYE,  JErp JE L e e v L R I PR 12
WORA ST, T ARV PR PR32 W AR T 7 AR 9 0 T Il R T R PEAR AR T 25 e B AT
JUEPEIRS o FU B R £ R R ATH AR IR R S R PR SE M4 A 2 PR M 5038 975 ot
BRI HAR, ARBLT B Es BRI LR A O R 3=, B IRR S ER
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GET . BN, RTETH PRI A RE . BT R Z ST A RS IESE, FR e T IR T 2
Lo g R RS o
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SBERS HEIRBIFIAH T 2R KPR IEE F IR

B HERGFGTEREZETR: BN RRKR RSN

— HHRER

18k 2T T 98 S 5 BRI YL PR BT IR o« B ZEiH A EK A 3.5 218 P £ AT %
(hepatitis B virus, HBV) &4, T ESH 1.212. 181k AT R RATE R 0.1%—1%.
SUFIATIIA AR, RECAH L EAOL% HBV K4, R8I HBsAg # #
2y 0.24%; FRIGH K 230/10 )7, FFE KL 100 J7 AL T HBV 51EZN . 75%—85%
JEUR TS HBV R 56,

ek SR R B A MR IIRIT 29 TIRZE R R 72 B it bs HfEEn
Jrig M QAU g T, 2 30%—50%I100 N P SRR # . I RE AL LI %
figt. BRI, ATHRGTUE SRR KB BA 2, LR RIR R G, KR w521
M 25PE AR TEAL R, HAAEM™EWEIER, It Bt HAardE R EF AR
e [V o

CH RGN R, R8I LU A W7 ORI R 5. HRoA
FES TR RAT & AN DT L. HEMGE T 20 (MRARRE), RN Ffh; << 3290 1
AR, B KA. 6503 7 (RERE) Pidgkmdih ian
B HATEZZ 57 AT R T 2 TSI T ARG 7 T S SR IR AL
AT H R B (BFER) e/ NERG T IR K H R 5 A5 80, $RIESLARIT 3
JE. 8 A, HAEAPEMERIHA. B, NSESRG L HARR) 2 T R 6T,
R STFURIN S 535 16T 7 R o

AR I, AH SRR S U H i A B A R PUwsE . 2 E TR A
AT A0 0 G e S 2 P E AR o B SERAR B, R S e A T 7 1 4 PR
SRS LRI FH o e A% 4 AT 325 1 BEL L5 25 100 N 40 P I i ik B0 B2 VR o S5 ar
RS R, AT A T B B HBV-AEDCHUR, #H] HBsAg 2 iR7T 12
PERE 8 1R At o

VTR ST 9 0 H B U AR R A (RS AR )T RIH AR A
CRI S A RO WiFf . 1980 4F HA 1 Yl FH SR it s e dh . H it 32 5 H R
PRI TR R ASEEE) EIRK DB IR R . BN 1994 E g H
BRIR SRR SRR, T TR IR, AR R L T T REL TR ) T W
A I R T S BB IS I AR B0 3 2R B, H SRR T e A BRI = e v e T



S ARy H RSN R ZRJE FO PR LS AR 37

BE~ T BRARE T 28 90 2 A 2 W0 AT 73 S0 MR AR R A o A SO I 5738 PR I TR, X
HE SRR T I QBRI T RN 2 Ve AT R GE Mk 27k

— BRRGE
1 PINFRUE
L1F5URE
B IR IR S (randomised clinical trial, RCT) , ANS2iE 5 MR BRI IRE . 6
WRTARE . WEBEHEEERIRRE TN,
12 NS
bk S 98 58, AZAERE . P RTR R (1 B o
MIEHBSAGRFSERH PRI AR LA F, JF HARA IS N 2 (alamine
aminotransferase, ALT) /o5 5 Z i (aspartate aminotransferase, AST) T ek [ &%
3, FFAZUGR AR RESCE, 12W 18 R 4% .
1.3 THsE
T FUEAE T R 2RI, ANEAE LU R4 B 2 b 255075 7). 0 BT Pl 4542
BEFIAANRIT o H R A & 2586 B ] 5 e 249 B i falt ] B )t s 77 A

N

A4 G RV R bR
VYT 5 U B e K PR BB VT R R R IGAR 35 — T 4 R R A
1.4.1 & R4 Rt
(1) AF R R I AL
(2) 121 L BT SAH R I FE5 5
(3) &1k 4 BT SEAH R I R 55
(A ARFF MR AR, AR EARFAWAET . BUREC P BUEKAEREN |, A
AR A
(5) ZEiG i
1.4.2 B4 Rtats:
(1) I3 HBsAg BH M B 5
(2) 1fi3E HBV DNA BH 1 £ 151 %
(3) i HBeAg BHPE & 1% (ALET X ¥R T7 T HBeAg P ¥ 35
(4) KK HbeAg LT B I B 0140 (AR XAYT T HBeAg BHYE M 35
(5) JHFIEZH 2R 2% A [ £ 01 4

2 MR
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21 BTFRER

HL R % W k2 £, 4% CochranefH IF i 28 1056 14 T B RLZE . Cochranel] 5 78 ) JE 461
W B ZE (CENTRAL) , MEDLINE, EMBASE, Science Citation Index Expended, [ :4)
B2 E W A (CBMD , Hp R4 SO 1 CCNKID R SCRHESUI I B 1 (VIP)
TCMAE L H5cdla PERI T J7 5 122 . BT LA v 7508 122 9 A SL 8 H DT 4R, EL$12010
FI0H . WAE SRR
22FTIRE

hSCR R R LM CH, ARAE. SUORSCHE. WIS, WF TRARB
T4, DA R SO AH DG SCHR 19 2 2% SCR LASRECAT Bk 1) I R IR0 S AR H R k- 3
2010410 .
2.3 finkr&

A5 58 SCHR T B 2 2 SCHR ASREORT e 5 4% 11858

3 T s
31 BERIIE

AR SR KT IRTE B P A4 RIS DA 58 B 4% BRI T IR BEbmotl, o ) W H
(5] A 2 B 54 SR A R E ) SCHR AT 255, B WA — Bz bl 5 5 = A4
WRYR . T BERSRIN A SO SCHR IR G RS PEEAT %5 5E o SCHERPIBGS R, WS B30T Sk
MR BRAL. RESRE LI RARE .
3.2 BERHEX

ORI Y 44 0F78 DR TG € s BHRIBGR AL 5e e, IF— A . A —2z
Wbid it 55 = A AR . BORMZI I H AR 4

() 5% (Paticipants): Fud. PEil. Fig. Bt NARTRIT 49, 2 Wibs

e BENLIR B AN TR I EBORR vk R U B8 S i A

(2) THiHE (ntervention): HESEHIFIMIHIE . 7k A&, IRHJTE:

(3) X[ HEfE I (Control): HFR. J7rFE. F&E. RIS

(4) 4iFifRbr (Outcome): WIFTHTIA

U SRAE A S R S B R R I SCHR, IR R A A B T e 25 5 T ]
FFFIE A IR SCIR -
33 EIFH

I N SCHR R 5T VAL B P AR IFTT DU S8 B, AN — Bl abili i 5 5 = A AR 1 HE iR
o FUERPHG 45 H ACHERRAEDT T -

(L BEBUPF A

LA NS LBE B AL A 3 L B R A1
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-U ANE : AR HEBEHLY 517 1 7%

-H A BALT A 2 s BB LB L.

(2) BKEHLFF B

LA AL C e p S s A P RS S EANE I AEEE B
FRALFERS

U ANE: RUTEREIR BN 51 1 B

-H RS IESUE RE BRI 515 BRI AR KR .

(3 Hik:

LA IR R R BV, R IR B AT RS A

-UAHE: WIS B, HBCH RS BE RENE X%

-H X R E .

(4) ARG, Jadi ity :

L AR R ot R R PR 9 S B S AT, it WD R T A AT 913 A e

U e s IR BB, TCR HR BR8], BRI T A A AR A e P4 09 491«

-H R s IR IR H R 1 4

(5) EREPER G 4 A

L AR s R T T IR B R G K 45 R 4R 5«

U AT s AR SRR P (1 B0 R AH DG 1) &5 SRy Fia b

-H m RS s N 2 I RAR DG A SR FR ARk 2K
3.4 BER T

il 23 Hr R Cochrane Vi 2L 45181 RevMan 5.0, R I & [ 13
(relativerisk, RR) [t 95%f il {5 [X [1] (confidence interval, CI) X %5 2] 48 2 (1) 45 Ry b
Bl a8 . kg0 45 A I B, A BEALAN Y (random-effect model),
Z UM FH [ 52 VAR (fix-effect model) e X T8 R s A ATkl A TR B I 5iR50 1
FEAEHRFIRE . WERAIRTGVEIRE, WA LA = < AR RS L4 A (best-case
scenarios)”” k= < i ZE T L/ HT (worst-case scenarios)”? Y IR & 2 o PRI =1 €]
(funnel plot) 73T, B LAREG A A0 JLak R /M o
3.5 WAL 5 HT

AR A A R H BRI AN SCHRIR 5228 U A5 2 (B AN IR O I LA &
FH 25 AR IEEAT 73 L LA

= MREGR
1 ANRB LR
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i AL 10 LB R A R AT A R, JLAFRAROCSCHR 829 i, Hrh A KL
DR ) 2 52 N M S 5 AR 9 MR AN P I FlE R, 65 R SCRSRE &S ik — b i, Hip 36
ARSI HERR . 28, RREENAN 29 RBEHLN GREE, 494 S0k
*o AMEEAPEAN,

L1 AHFFE R AR f 3R

1 RIS I AERE R, 4 FIREBARE NI 1L, 5 R IR M g AE B
M2, A 6 ik BoA i S ki . IARIRE IIFEA &N 40 3 200 145,
FIIREAR N 82, 2 R IRIARE MR LE RIS, SFIERR N 36.5; 1 RN
TILEER, TR 75 128 HARBAMANRNES, FHFRK 35 5. 4
AH) 16 Rk, U 2Bkl B i ke, it LR 14 55530 1063 44 i
I A o3 i A T2%F 28%.

K2 HORI ARG B = Hhn . KRR IAEIRARE A S W R A FrvE . 29 G it ah
ANIEFER HBeAg BHVE B . 20 Rk B &5 AN IR 8 22 QB 9899 2 DNA BH PRI
5 DNA A s Vg s AL T3 85 SIS BRI . 5 RIS RS HEBRbRvE, 6 Fixk
G A HE IR AN #5088 B R BB 7 R IR 1 HE R N LR 2 4 A S PO 2
21 K o FE TR B s 3 R IO & HEBR J AR PRI A48 g 85 7 iRy
HEBR A LB 25 ™ FE 0 (1 R

NN 29 iy, AT AR HEZ T RS B GA YT, RS IRIT A S o T
Pz, hoKIE BIAERETNE. IR, BB IR LA AR SR T8 1R ilie e T
FIF G A, P 29 RS LU T H RESE IR A P 15 254 5 S P 1 2
Yo WAL PURTEAIGT G ETIR) o AINREG iR RN 3 AN H E 12
ANHAREE, SFEPTRERD 6 4N H o RIT A S0 IRA T2 (s B2 0K 4.

ZNNI 29 RS IR (1 45 R Fabm R s T A VR YT o e 2 Fabn AU AL Fbn (s, B0
AR S A RGP Iy ik A 1) - LS JRARRR, W AEAR . 18 SHAH S IR R 3 R A
A, ARG T DL o B R IR IR S T B0 ok Tt b AN R S A 0L

2 AN RS DAy

R 7 ¥ A TSR R RS PP A AR, AR 29 R BEHLXT RS, T8 1R T BENLF
G A (7RI B LB, AR RS T S A, RV FI 29 kg5 Al
HEZ. WA LRRMRS T 301SGR I Ui R . BT g 29 Rl 35 R 75 5 K
FHRGE ), BRI, A A N TR0 B8 RS Ay 7 v PSS 1 e o ELAR R 25 DL XU D A1
Kl R
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Random sequence generation (selection bias) |

Allocation concealment (selection bias) |

Blinding (performance bias and detection bias)
Incomplete outcome data (attrition bias)
Selective reporting (reporting bias)

Other bias

I
0%

! ! ! ]
25% 50% 75%  100%

Low risk of bias D Unclear risk of bias

! High risk of bias
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chen2006| 2 |2 @ ©® | @ @
Fan2005| 2 |2 @ @ @ @
Gong2007 |2 |2 @ @ @ | @
Gouz2007 |2 |2 @ @ @ | @
Guwz2007|2 |2 | @ @ @l @
Han2007 [ 2 | 2 @ | @ @ | @
Huang2009 |2 | ? @ | @ @ | @
Jdzoos| 2 |2 @ @ @ | @
Lizoos| 2 |2 @ @ @ @
Lizooza| 2?2 |2 @ @ @@
tizoor| 2 |2 @ @ @ @
Lizooza| 2 |2 @ @ @ | @
Liuzo03| 2 |2 @ @ @ @
w2004 2 |2 @ O @@
shen2005 |2 | ? @ @ @ | @
Tian2008 | 2 |2 @ @ @ | @
wang2003| 2 |2 @ @ @ | @
wang2007 |2 |2 @ @ @ | @
weng2008| 2 |2 @ @ @ | @
vang1997 | 2 | ? @ @ @ | @
vang1998 | 2 |2 @ @ @ | @
vang199sa| 2 | ? @ @ @ | @
vinzo06 | 2 |2 @ @ @ | @
Zhang2003 |2 |2 @ | @ @ | @
zhang2005 |2 | ? @ @ | @ | @
zhang2007 |2 |2 @ @ @ | @
zhang2009 |2 | ? @ @ | @ | @
zhou2006 | 2 |2 @ @ @ | @
Zzhouz2006a|? | ? @ @ | @ | @
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3 FIHE ST 5 T
3.1 IRIEEM IR E

ENNTRURIG AT 1 TR 75 9o ST G P 2 R ST G (R A AR AL

32 A RN

5 F ik 2l kit TR AL X AU A A R RN R E I BT Rkl A BN
BJARP AN R RN, B 8 U AEAS R ST R B 2w sh Wiifyr . BT Rk 506
IR R FEAN RS N e, meta 734 (045 R S R ALIRI BT e v 52 72 5% (RR 1.02; 95%

Cl 0.89t01.16, P= 0.76; 1° = 0%).

Glycyrrhizin Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
1.6.1 Trials with low risk of bias
Subtotal (95% Cl) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.6.2 Trials with high risk of bias
Chen 2006 3 27 2 29 06% 1.61[0.29, 8.91] »
Guo 2007 7 48 6 42 1% 1.02[0.37, 2.80]
Shen 2005 3 55 1 47 04% 2.56[0.28, 23.83] ‘
Weng 2008 1 30 4 30 04% 0.25[0.03, 2.11] ¢
Weng 2008 1 30 3 30 04% 0.33[0.04, 3.03] ¢
Zhang 2009 12 29 10 28 40% 1.16 [0.60, 2.24] I
Zhang 2009 27 29 26 28 86.0% 1.00[0.87, 1.16]
Zhang 2009 16 29 13 28 6.6% 1.191]0.71, 1.99]
Subtotal (95% Cl) 277 262 100.0% 1.02[0.89, 1.16]
Total events 70 65
Heterogeneity: Tau? = 0.00; Chi2=4.18, df = 7 (P = 0.76); [2 = 0%
Test for overall effect: Z = 0.25 (P = 0.80)
Total (95% Cl) 277 262 100.0% 1.02[0.89, 1.16]
Total events 70 65 O L

Heterogeneity: Tau? = 0.00; Chi2=4.18, df = 7 (P = 0.76); [2 = 0%
Test for overall effect: Z = 0.25 (P = 0.80)
Test for subgroup differences: Not applicable

3IEEHE

NI 29 Tk B0 h BT 1R kg g i A s e

3.4 & HBsAQ P B E %

0507 1 152
Favours glycyrrhizin - Favours control

7 IR TIRIT S MG HBsAg EFHPER B H 5. MetarHT g R ios, H R
FI5HU% 7 2 5 sl T POw S 25 LA, XTI HBSAQ W R B3 Tk
(RR 0.95; 95% Cl 0.88 10 1.02, P= 0.32; 1° = 13%). 7 555 o W FH (BT R 29 4% o T8
F BRI E RIS . HRRHIRI AR R CHER 8 RISERE (H R sh =



A4 H SR R ER BRI 8 ORI R G
JrIFED .
Glycyrrhizin Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI

1.2.1 Trials with low risk of bias

Subtotal (95% Cl) 0 0 Not estimable

Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.2.2 Trials with high risk of bias

Li 2003a 30 30 30 3 Not estimable

Liu 2003 70 70 70 70 Not estimable

Lu 2004 35 40 34 34 21.2% 0.881[0.77, 1.00] i

Shen 2005 52 55 45 47 50.8% 0.99[0.90, 1.08] -+

Wang 2003 43 50 42 46 22.0% 0.94[0.82, 1.09] —

Yang 1998a 44 44 1 41 Not estimable

Zhou 2006 41 41 1 41 Not estimable

Subtotal (95% Cl) 330 309 100.0% 0.95[0.88, 1.02] L

Total events 315 303

Heterogeneity: Tau? = 0.00; Chi2=2.30, df = 2 (P = 0.32); 12 = 13%

Test for overall effect: Z = 1.53 (P = 0.13)

Total (95% Cl) 330 309 100.0% 0.95[0.88, 1.02] L

Total events 315 303

Heterogeneity: Tau? = 0.00; Chiz= 2.30, df = 2 (P = 0.32); 12= 13% ‘0.5 o=.7 j 1=.5 2‘

Test for overall effect: Z=1.53 (P = 0.13) Favours glycyrrhizin - Favours control
3.5 Ifl{F HBV DNA FHPE B E %

21 i SR T T VRYT G LG HBV DNA 2FHPEREE L. Meta g R or, H#E
B G HUR T WIS S AN PR R ILLEL, W TERR ML HBV DNA H A 2%
PEST 2U(RR 0.78; 95% Cl 0.64 to 0.94, P = 0.01; 1% = 81%). 21 ikt % F w2525 9060
& oo THE. PoRIKE JIRIK o, BEEAE SRR . HARHIRA )T CH AR
g . HEHIFIGREE R CHSRRR 8 FI2ERE CHERR AL 7 HIHD .

WGBTS R 7R, 580y 1 SRR R 8 A I AR K 2 58 SR AR IS HBY
DNA {5 R % 2 5 3T 48245 X (RR 0.13; 95% CI 0.01to 2.40) ; H Ak S50 2 i &
IS S P0R R 25 A T EL g, 4TS BRI HBV DNA 13 W3 04t it2% 2 5 (RR 0.84;
95% Cl 0.68t0 1.04, P=0.10; 1> = 82%); It 5 400 2 25 A . FH 547055 25 24 490 0 4 P
LA, X TEBR G HBV DNA 2 53 HAT 414 5 L(RR 0.62; 95% Cl 0.40to 0.96, P = 0.03;

12 = 76%).
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Glycyrrhizin Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
2.3.1 Potenline (Ammonium glycyrrhizin)
Zhang 2003 0 16 3 15 04% 0.13[0.01, 2.40] 1
Subtotal (95% Cl) 16 15 04%  013[001,240) “=ee——
Total events 0 3
Heterogeneity: Not applicable
Test for overall effect: Z=1.36 (P = 0.17)
2.3.2 Diammonium glycyrrhizinate
Fan 2005 38 120 86 108 6.9% 0.40 [0.30, 0.53] -
Gou 2007 10 31 9 25 3™ 0.90[0.43, 1.86] I
Han 2007 20 30 21 30 64% 0.95[0.67, 1.34] T
Ji 2008 13 60 13 50 41% 0.83[0.43, 1.63] T
Li 2003 18 20 2 24 15% 0.98[0.81, 1.19] T
Li 2003a 4 30 5 30 19% 0.80[0.24, 2.69] T
Li 2007a 24 61 42 61 63% 0.57[0.40, 0.81] -
Liu 2003 70 70 70 70 Not estimable
Tian 2008 52 84 62 8l T74% 0.81[0.66, 0.99] ™
Wang 2007 19 34 20 34 59% 0.95[0.63, 1.43] T
Yang 1998 32 38 27 31 14% 0.97[0.80, 1.17] T
Yang 1998a 23 44 21 41 59% 1.02 [0.68, 1.54] T
Zhang 2005 72 80 49 70 76% 1.29[1.08, 1.52] -
Zhang 2007 1 27 6 37 08% 0.23[0.03, 1.79] N
Zhang 2009 14 29 14 28 50% 0.97[0.57, 1.64] 1T
Zhou 2006 41 41 1 41 Not estimable
Subtotal (95% Cl) 799 761 76.7% 0.84[0.68, 1.04] ¢
Total events 451 508
Heterogeneity: Tau? = 0.11; Chi2 = 70.46, df = 13 (P < 0.00001); I = 82%
Test for overall effect: Z=1.61 (P = 0.11)
2.3.3 SNMC/Potenxin (Compound glycyrrhizin)
Huang 2009 27 41 23 34 66% 0.97[0.71, 1.34] T
Lu 2004 14 40 25 34 54% 0.48[0.30, 0.76] -
Shen 2005 13 55 29 47 50% 0.38[0.23,0.65] -
Wang 2003 21 50 26 46 59% 0.740.49, 1.12] N
Subtotal (95% Cl) 186 161 22.9% 0.62 [0.40, 0.96] 4
Total events 75 103
Heterogeneity: Tau? = 0.15; Chiz=12.57, df = 3 (P = 0.006); 12 = 76%
Test for overall effect: Z=2.15 (P =0.03)
Total (95% Cl) 1001 937 100.0% 0.7810.64, 0.94] ¢
Total events 526 614
Heterogeneity: Tau? = 0.12; Chi2 = 94.45, df = 18 (P < 0.00001); I2 = 81% 0 2 0 ) j 1‘0 5‘0

Test for overall effect: Z=2.54 (P =0.01)
Test for subgroup differences: Not applicable

Favours glycyrrhizin - Favours control

FADS % EIRAE TR & (A NEPR) S RERAE AR M e o



46 HRE RN PR R IR ST IR LA 2K R ST

o SE(00[RR) 5
o &
60¢ 0
051
! o
151 %
) 1 1 1 1 1 1 1 RR
01 02 05 1 2 5 10

Subgroups
IE Trials with low risk of bias <> Trials with high risk of bias

3.6 L& HBeAq PP B &

20 B sS TIRIT 5 HBeAg EFHTER B H . Meta /0 Hr g R wbow,  HHE I
S BT e YR G s U R LU, R T IE HBeAg B 7 5w A W3k
gt % X (RR 0.82; 95% Cl 0.71t0 0.94, P = 0.004; 17 = 91%).

VAR TR, w8 T SHURSEHWECS 5 R PUR R L, X T
i HBeAg [ 22 53 HAT g i 24 = X (RR 0.17; 95% Cl 0.04 to 0.65); H Al ik 5w 2 2ai ik
£ NS BN F PO SR 2 L, XTI HBeAg B 2 7 B o MR R U(RR
0.87; 95% Cl 0.75t0 0.99, P = 0.04; 1> = 91%); ks 15+ S P 3 2ok & 5 b B
WEELPILLER, XTI HBeAg Bl #: 72 s HA 4iih 2% 5% X (RR 0.73; 95% Cl 0.56 to 0.95, P
=0.02; 1> = 54%).
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Glycyrrhizin Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
2.4.1 Potenline (Ammonium glycyrrhizin)
Zhang 2003 2 16 11 15 09% 0.17 [0.04, 0.65]
Subtotal (95% CI) 16 15 0.9% 0.17[0.04, 0.65]
Total events 2 11
Heterogeneity: Not applicable
Test for overall effect: Z = 2.60 (P = 0.009)
2.4.2 Diammonium glycyrrhizinate
Fan 2005 42 120 82 108 55% 0.46 [0.35, 0.60] -
Gou 2007 10 24 11 21 29% 0.80[0.43, 1.49] e
Han 2007 20 30 21 30 48% 0.95 [0.67, 1.34] T
Li 2003 19 20 23 24 65% 0.99[0.87, 1.13] T
Li 2003a 21 30 2 30 50% 0.95 [0.69, 1.31] BB
Li 2007a 42 61 53 61 6.1% 0.79 [0.65, 0.96] ™
Liu 2003 70 70 69 70 6.9% 1.01[0.98, 1.06]
Tian 2008 52 84 60 8L 5% 0.84[0.68, 1.03] ™
Yang 1997 44 48 50 50 6.7% 0.92[0.84, 1.01] b
Yang 1998 23 27 18 22 56% 1.04[0.81, 1.34] T
Yang 1998a 22 34 20 33 46% 1.07 [0.74, 1.55] 1T
Zhang 2005 56 80 60 70 6.2% 0.82 [0.69, 0.97] ™
Zhang 2007 11 27 26 37 3.6% 0.58[0.35, 0.96] T
Zhou 2006 39 41 41 41 6.8% 0.95[0.88, 1.03] A
Subtotal (95% CI) 696 678 71.2% 0.871[0.75, 0.99] ¢
Total events 471 556
Heterogeneity: Tau? = 0.05; Chi2 = 149.88, df = 13 (P < 0.00001); I2 = 91%
Test for overall effect: Z=2.07 (P =0.04)
2.4.3 SNMC/Potenxin (Compound glycyrrhizin)
Chen 2006 17 27 20 29 45% 0.91[0.63, 1.33] -
Huang 2009 24 37 19 29 4% 0.99[0.69, 1.41] T
Lu 2004 13 40 25 34 3% 0.4410.27,0.72] T
Shen 2005 23 55 29 47 45% 0.68 [0.46, 1.00] ]
Wang 2003 21 50 29 46 44% 0.67 [0.45, 0.99] BN
Subtotal (95% CI) 209 185 21.9% 0.73[0.56, 0.95] 2
Total events 98 122
Heterogeneity: Tau? = 0.05; Chi2=8.77, df = 4 (P = 0.07); 12 = 54%
Test for overall effect: Z =2.35 (P = 0.02)
Total (95% Cl) 921 878 100.0% 0.82[0.71, 0.94] ¢
Total events 571 689 . . . .
Heterogeneity: Tau?=0.07; Chi2 = 221.77, df = 19 (P < 0.00001); I2 = 91% 005 02 1 5 20

Test for overall effect: Z = 2.86 (P = 0.004)
Test for subgroup differences: Not applicable

LU 303 1 B3 s B R i iy (R4 AE

Favours glycyrrhizin - Favours control



48 H SRR A FER S YT IR M LRI R R 5T

0__SE(|0g[RR]) o
4%
o 0 %
021 ® & <
) O
04T
0.6T
‘
0.8T
RR
1 } } } } }
0.5 0.7 1 15 2

Subgroups
IE Trials with low risk of bias <> Trials with high risk of bias

3.7 IfliE HBeAg/anti-HBe F#e & ¥

6 RIS TIAIT R LM HBeAg/anti-HBe #4 (K1 4, meta J3 M7 45 S 42
N, HEZHIF S PUR S 5 N FPUR 2y s, XTI HBeAg/anti-HBe
A, A2 SR Gt X (RR 0.89; 95% CI 0.78 to 1.02, P = 0.11; 1% = 30%) »
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Glycyrrhizin Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
2.5.1 Potenline (Ammonium glycyrrhizin)
Zhang 2003 3 14 3 4 14% 029[0.09,090) ¥
Subtotal (95% CI) 14 4 14%  0.29[009,090 =——
Total events 3 3

Heterogeneity: Not applicable
Test for overall effect: Z=2.13 (P = 0.03)

2.5.2 Diammonium glycyrrhizinate

Zhang 2005 70 80 67 70 452% 0.91[0.83, 1.01] L
Zhang 2007 13 27 27 37 84% 0.66 [0.43, 1.02] /]
Zhang 2009 14 29 15 29 6.3% 0.93 [0.56, 1.56] N
Subtotal (95% Cl) 136 136 60.0% 0.87[0.71, 1.06]

Total events 97 109

Heterogeneity: Tau? = 0.01; Chi2=2.87, df = 2 (P = 0.24); 12 = 30%
Test for overall effect: Z = 1.37 (P = 0.17)

2.5.3 SNMC/Potenxin (Compound glycyrrhizin)

Chen 2006 20 27 23 29 16.2% 0.93[0.70, 1.25]
Huang 2009 30 37 24 29 224% 0.98[0.78, 1.23]
Subtotal (95% Cl) 64 58 38.6% 0.96 [0.80, 1.15]
Total events 50 47

Heterogeneity: Tau? = 0.00; Chi2=0.07, df = 1 (P = 0.80); [2= 0%
Test for overall effect: Z=0.42 (P = 0.67)

Total (95% Cl) 214 198 100.0% 0.89[0.78, 1.02] ¢
Total events 150 159

02 05 1 2 5
Favours glycyrrhizin - Favours control

Heterogeneity: Tau?=0.01; Chi2=7.17, df = 5 (P = 0.21); 12 = 30%
Test for overall effect: Z=1.61 (P = 0.11)
Test for subgroup differences: Not applicable

3.8 RAEMAHLAEH R BHES
KA RIS KA T2 R 2k R 1) B 4
3.9 WA T

U FE T G T, JATHT AR ARGEAN ] (i H s S . AN SCHR IR 7 ik o i i A
e BB AR TG LRI G TR R BT 0 A UL, (H AT R i B, e
AT BERRGEAN ] (0 H 5 AN & HI 2 R M SR T 2L P AR

g g
1 ARG R
BEHL HEUE (RGP S, BATT B s o H B2 IR T8k £ 2 i 98
BHRCER . RIR RIS A 8. WAk, AR RGN AR, AT w1
BEALRT FRGRIG (RE R B, HREIE I AT DL v O B 2 S R I e 5 R b o
Meta 7 HT IS5 R Wor, T RLSEHIR SHUR IS, T8k 4 B 5 5 19
HBeAg 1% Ml HBV DNA R Al BEAL T i FIPUm a2, B0, FRATRAH %S H &

g
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N5 RO ARG, HTA 9N 29 F LA B SIS DU 28 25 R bl
I RE 25 AR IR D AR TR 6 . 8 meta 70 M IO A R o T it W P e 5w
HEAWNSCHRIN 7 ik O kb, JET S 2 BRG] A, BATT G 2 S
Tl KA SG G Ry R 7 80 e P AR UE AR O R RS IR B H B S A 22 Ak

2 UEYE 58 BB 9T ) JRS R

WRAE EAERIIE T ZERIT ARGV WL, ™ 4% 4% Cochrane R ZEvFAT Tk
PAT. RGremAR T E NSRRI, IFSOT TR 2 LU AT REHSR I 5 STk,
M 5 K FRE L FAEARG 1 BBk D ey o WF S FRORE BN R IS IO A P AZ AR B S T R
AR T REAT WA T TR HIE T R BINLRZE MBI R ZE, iR
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Z UM [ 5 AR (fix-effect model) o X T-H R BN Aok, FoA PR E IS S5 IR5 1
TEAEF IR . WIRAIIRTGVEIRI, WK LA N == B fE A% 070 4T (best-case
scenarios)”” k= < i ZE T I /3T (worst-case scenarios)” > YEE IR & 2 o PRI =1 €]
(funnel plot) 734, B LATRES O FE AT RN K /IMER .

3.5 W45+ #T

RN ERIAFI RS« YNSRI TR BRSSO AN A IR G DL AR
IR SEEAT 73 2 AL
36 RWFHAHT (Trial Sequential Analysis, TSA)

KPP BT (TSAD Ty meta 734t DRI B i Mo 52 00 1 5 kS A B AL 1 22
TSA il meta 2> T T FEACE: (information size) SKVPAL T FlS M R . LEA RS
P, meta AT BT FEAS BT SIET 209%AH X B RS B A . X IR AL I i R AR L
FARR AR (5%) F I SRR IR (20%).

= MREGR
1 AR IR AEHB

Ll B 7 AT ER RN T TR R, A BIAROCSCHR 209 F, 171 e SCHREA
PRI . AR RIS B8 ARG OTIT H IO HERR, 18 6 SCHRIAANT & i A bR
HETIHEER . 20 RS SCRRBEAN AN RGEVEAN, Jorb 4 B R R R B, ARG
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Mg\ 16 ks BENLAHRARES, 15 N R ZE, 15k Ah k. 16 b BN EAREG ILgh A
B 1326 4, B RN KRRERS LA 1.
LLGINFIHEBRIT S RFIE i A 2 L3R 1 F13k 2,

Flow didgram of the search

Records identified through elecironic
databases searching (n= 190
CENTRAL
The Cochrane Library 2
s MEDLINE 7
5 EMBASE 15
% SCIE 4
= CBM 10
o CNEI 118
2 vIP 17
TCh Onling 0 Addifional records identified
Wanfang Dafabase 14 through manual searches
|n= 19)

k.

—_—
Records screened for eligibillity
o [n=20%)
£
=
[
% s Records excluded due to
i - duplicotes refrieved from different
L dalabases, non-clinical studies, non-
it Padonds aishsad for randomised frials. animal esperimenis,
eligibility elc. (n=171)
) [n=38]
__;_' Records excluded due fo
% - not meet the inclusion criteno, like the
= participants were asymptomatic carriers
[n=10)
L - included in another review [ n = §]
S Records assessed for
eligibility
In=20]
o
[
3 L
g Included 20 publicafions
= an 14 randomsed Irasls

Kl 1: PRISMA RGN RIFE K
® 1 NTESCRAE R A
2. HEBRBESCI AR R A

1 RRIEAR S A B, 4 RIS AN 12, 5 RIS [N AR
M2, A 6 Rk BoA i S kil . IARIREIFEA &N 40 3] 200 145,
FIIREAR R 82, 2 R IRIARE MR LE RIS, SFIER A 36.5; 1 RN
TILEER, FREEA 75 122 HARKBAMANRNES, FHFRK 35 5. 4
AH) 16 FikE, U 2Rkl B i ke, it R 14555350 1063 44 i
I AR o3 0] A T2%F 28%.

K2 HORI ARG B = Hhn . KRR IAEIRARE R S W R A bR vt . 14 B ah
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AR HBeAg BT, LR 2 iR A 110 # 8%, 96 4 4 HBeAg
FAPERE o 15 Rk AR i A KB 2 LT 2 i 75 DNA B DNA Z8 5 5 S Y
SE R RTNAL TR R R R I 5 I BT IR HEER AR, 6 Je e H 7 HEBR LA 5
HFR S A B 7 Rk IR i HERR N AL 158 A I 0 75 2590 e S 50 R 1 7 1 A8
B 3 AR TS HEER AR P PR AT 40 et (s 7 Rl ity HR R & T L e ik 2™ 1
PRI B

A 16 e, T AURE R BRI ERT, IRER T AR o TR
e AOKIGE . BB R MRRIK. B AR DL AR geifn . 1 RRIR B T R Bk
LG, 15 RIS LU T N BRI U R 2 S Y TR R 25 16 R P AT
12 JE ARt T R ER BRG], U LRI TN BRI R Bk
AL S WL 3. Hogx 4 FKK N &5 R BRG], (I AT R 2ROy ME— 35 1k
J8 5o XA A R LAY BUR R AIG)T (WLETR) o AIANIRE RS
FE 3R] 1240 AAGE, RN 640 . wrdl s A T s B2 Wk 4.

. . Dose Length
IS[t)udy Source Species ;I\)/Ia?tjécmal g;tﬁ?sratlon
(/day) (day)
Cai No data Nodata |[Nodata |Tablet, butno |15 180
2006 |lavailable. |lavailable. |available. |detail. tablets/day
Extracted,
Chan |China P. Whole filtered, and
2003 |(Hainan) |urinaria. |plant. concentrated to a lto3g/day |98
plaster.
Cui China Nodata |[Nodata |Tablet,butno |12to 18 %9
1998 available. ||available. ||detall. tablets/day
(Yunnan)
Gu China Nodata |[Nodata |Tablet,butno |12to 18 %9
2005 available. ||available. ||detall. tablets/day
(Yunnan)
China
Nodata |[Nodaa |Capsule, but no
He 2008 available. [available. | detail. 3gdy 360
(Kunming)
Ouyang (China Nodata |[Nodaa |Tablet, butno |15 %9
1999  |(Yunnan) |available. |available. |detail. tablets/day
. China
Qian Nodata |[Nodata | Tablet, but no
2008 available. |available. |detail. 45g/day 360
(Yunnan)

Song ||Nodata Nodata |Nodata |Capsule, but no

2007 |available. ||available. |available. ||detail. 225g/day 180

ISu2004/Nodata  |Nodata |Nodata |Tablet, no detail. [5.4 g/day  ||168
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| |lavailable. |available. |[available. | [ [

China
\Wang Nodata |No data :
2009 v unan) available. lavailable Tablet, no detall. 5.4 g/day 180
Yan No data Nodata |Nodata |Capsule, butno |6 180
2008 |available. |available. ||available. |detail. capsules/day
Zhang |INo data Nodata |Nodata |Capsule, but no
2009 |lavailable. |available. javailable. | detail. 24g/dy |84
% 3 BBRMTFERRIE. WA AMImRNAE — R
M ean Post
Study n |age Male sex Phyllanthus ||Control Length ;rfi%técvﬂtp
ID ears (% male) group group (days)
(months)
Single herb
S 64 [18t060 |67 (phyllanthus  |[lamivudine 180  |INo
plus
lamivudine)
Single herb
gggg 40 |18t0 65 |47 Placebo  ||98 |6
(phyllanthus)
Compound
Cheng
2005 60 |7to12 |68 (phyllanthus |FN-a 180 ||No
plus IFN-a)
Single herb
Cui (phyllanthus  |lconventional
1998 122131 76 plus treatment 90 No
conventional
treatment)
Single herb
%05 66 |17t053 |83 (phyllanthus  |vidarabine |90 |INo
plus
vidarabine)
Single herb
He adefovir
89 |[18to 56 |77 (phyllanthus R 360 No
2008 plus adefovir dipivoxil
dipivoxil)
nggg 70 [15t055 |71 Compound o 180 ||No




64 H SR R ER BRI 8 ORI R G
(Phyllanthus
plus IFN-a)
Single herb

Ouyang .

1999 63 ||37 71 (phyllanthus thymosin 90 No
plus thymosin)
Single herb

Qian adefovir

2008 84 |118t0 62 |60 gl)l:\glaldaz;gslsr dipivoxil 360 No
dipivoxil)
Single herb

gggg 16836 73 ohyllanthus |V 180 |[2 years
plus IFN-a)
Single herb

Su 200482 ||16t0 59 |57 (Phyllanthus |[lamivudine {168 No
plus
lamivudine)
Compound

o |60 [16t0 58 81 (phyllanthus  [lamivudine ||180  [No
plus
lamivudine)
Single herb

Wang adefovir

2009 40 (15to 55 ||72 él?:g!dag;g\lﬁ dipivoxil 180 No
dipivoxil)
Single

Yan

2008 56 |35 80 (phyllanthus |FN-a 180 ||No
plus IFN-a)
Single

Zhang No data |No data adefovir

2009 | ?®available. [available E)‘I’Sg'a'dag}gsfr dipivoxil |24 |N©
dipivoxil)
Compound

Zhu .

2005 62 |16t0 53 ||74 (phyllanthus thymosin 168 No

plus thymosin)

R4 AANARTREXNREE &

AN 16 K356 (0 45 R FE bR i A VG ST R R RS Fa b MR AR G, BEAt
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Bl 5 ARGV Tk T A 1) A R AR AR, WO AEA S T LA G IR AR AR AR A
o AR DL g . B RIS AR TS T B A AAN R B o

2 Je RIS ARG 4 e B AT T RIS, BEUTIIRR 2 o 24 JAIRT 2 4, AT RV
IR 1 R AR S IR T TR 24 ), e — IR A RS T A5 R 2 A SE K
(¥, DI RGEHN DT E R I R 26 F

2 SINGRER XS DF A

AR 7 T IR XS PEA AR AE, 29N 16 G BEA LG GRS, 2 SR T BENLAS
PAERTRE, 1R T RENLEER, 1 RIS N TR kit R 1506
IR R LRSS HIAE R, ARl TP g, REEvHn st A A 15 F3ik
RN EE . R VRREARS TAEAR T . Pra g 16 Filie s Rkt ik AR AR
K&, L, BT g N RS A 0P Al A A7 7 i KU IR D 7 o AR IR S I KU DAl P
2 sl 3.

Random sequence generation (selection bias) - |

Allocation concealment (selection bias) . |

Blinding (performance bias and detection bias) _

Incomplete outcome data (attrition bias) . |

Selective reporting (reporting bias) | |
omer vias |

0% 25% 50% 75%  100%

. Low risk of bias |:| Unclear risk of bias . High risk of bias

B 2 AN AR ey KBS RAR TR PR — YR
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Random sequence generation (selection bias)

Allocation concealment (selection bias)
Incomplete outcome data (attrition bias)

. . . . . . . . . . . . . . . . Blinding (performance bias and detection bias)
. Y
iV]

Selective reporting (reporting bias)

)
S .
0000000000000 "0 o

Cai 2006 | (2 2 |2
chan2003 | @ | @ ® -
Cheng 2005 | ©? ? ? ?

Cui1998 | ' ? ?

Gu 2005 | (? ?

He 2008 | (? ?

Huang 1999 | (? ?

Ouyang 1999 | ' ? ?

Qian 2008 | (2 | (2

Song 2007 | (? ?

Su 2004 | (? ?

Tian 2004 | (2 ?

Wang 2009 | ' ? ?

Yan 2008 | ' ? ?

Zhang 2009 | ' ? ?

Zhu 2005 | @ | 2

Bl 3 A N IRT A for RS VAL — YER

3 THHEHEST Bt

3LIRFLEMRIRE
GINRREG B 1 RS i AL Bl P £ TR 98 AH OC 1R Ao R AL %6
32 R R RN

5w iRIR iR i Tk AN R AR O Terb, 2 RS 2 R i TR T 4L 0 TR
AR RN EHEGIEG 2 508 iRt AR R o - I B R R AEAN ROV, 15
BRI HAR T T AN RS RS BT R AR TS A AR IR AN [ SN R B BT A R AN IR
SR AN SN, BRI B R A R N I R 2 b iR T . T Bk
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2 FRRIGIR A I — A K N E g, meta 20 AT 045 SR BRI B it F 2 R (RR 1.04
95% Cl 0.66 to 1.63, P = 0.86; 12 = 0%).

Phyllantus Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.8.1 Trials with low risk of bias
Subtotal (95% Cl) 0 0 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

1.8.2 Trials with high risk of bias

Chan 2003 30 35 4 5 96.3% 1.07[0.68, 1.69] "
Tian 2004 1 30 2 30 3% 0.501[0.05, 5.22]

Subtotal (95% Cl) 65 35 100.0% 1.04[0.66, 1.63] ‘
Total events 31 6

Heterogeneity: Tau? = 0.00; Chi2 = 0.57, df = 1 (P = 0.45); 12 = 0%
Test for overall effect: Z = 0.18 (P = 0.86)

Total (95% Cl) 65 35 100.0% 1.04[0.66, 1.63]
Total events 31 6

Heterogeneity: Tau? = 0.00; Chi2 = 0.57, df = 1 (P = 0.45); 12 = 0%

Test for overall effect: Z = 0.18 (P = 0.86)

Test for subaroun differences: Not applicable

} t T } t
0.05 0.2 1 5 20
Favours phyllanthus ~ Favours control

33 EEHE
PN 16 Bk 5 A 1A RIS A4S T .
3.4 & HBsAQ P B & %

4RI R TVRIT G M HBsAg S FHVER B 4. Meta /i & Ko, HTRERS
YU EE WIS 5 SN HUR R I L, XTI HBSAQ T FR I B3 T A(RR
0.95; 95% CI 0.90 to 1.00, P = 0.07; 17 = 0%). 4 ki ik = B (0% 95 200 6045 o TR %
i B IK AL SE 69T 254«

Phyllantus Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
1.1.1 Trials with low risk of bias
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

1.1.2 Trials with high risk of bias

Cui 1998 60 62 60 60 41.2% 0.97[0.92, 1.02] L
Huang 1999 35 40 28 30 21.5% 0.94[0.81, 1.09] =
Ouyang 1999 36 42 20 21 17.9%  0.90[0.77,1.05] —
Zhu 2005 29 32 28 30 19.4% 0.971[0.84,1.12] — .
Subtotal (95% CI) 176 141 100.0%  0.95[0.90, 1.00] ¢
Total events 160 136

Heterogeneity: Chiz = 1.03, df = 3 (P = 0.79); I2= 0%
Test for overall effect: Z = 1.80 (P = 0.07)

Total (95% ClI) 176 141 100.0%  0.95[0.90, 1.00] L/
Total events 160 136
Heterogeneity: Chiz = 1.03, df =3 (P = 0.79); I2= 0%
Test for overall effect: Z = 1.80 (P = 0.07)

Test for subaroup differences: Not applicable

! 1 1
05 07 1 15 2
Favours phyllanthus  Favours control
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3.5 & HBV DNA Pt 25 %

12 RIS T 897 5 3% HBV DNA 2P EFH . Meta i gi L woR, HF
R 5 PO B 29SS N PO B 2 L, W T BR HBV DNA HAT B PEIT L
(RR 0.69; 95% CI 0.52 to 0.91, P = 0.008; |2 = 71%). 155k TR Ex E AT T 2
SRR, BT SR R R A B R 2 R (RR 0.51; 95% CI 0.36 10 0.73)

Phyllantus Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
1.2.1 Trials with low risk of bias
Subtotal (95% Cl) 0 0 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

1.2.2 Trials with high risk of bias

Cai 2006 4 32 7 3R 44% 0.571[0.19, 1.76] - |
Cheng 2005 10 30 15 30 8™ 0.67[0.36, 1.24] -
He 2008 17 46 19 43 10.2% 0.841[0.50, 1.39] I
Huang 1999 14 34 14 23 10.0% 0.68[0.40, 1.14] - T
Qian 2008 6 42 11 42 5% 0.551[0.22,1.34] I
Song 2007 27 98 26 70 11.0% 0.74[0.48, 1.15] -
Su 2004 5 43 3 39 3% 1.51[0.39,5.91] |
Tian 2004 2 30 9 30 30% 0.22[0.05, 0.94] —
Wang 2009 13 20 15 20 11.5% 0.871[0.58, 1.30] /T
Yan 2008 8 28 16 28 82% 0.501[0.26, 0.97] -
Zhang 2009 89 100 92 100 14.9% 0.97 [0.88, 1.06] b
Zhu 2005 9 32 21 30 8% 0.40[0.22,0.73] -
Subtotal (95% Cl) 535 487 100.0% 0.69[0.52, 0.91] ’
Total events 204 248

Heterogeneity: Tau? = 0.13; Chiz = 38.13, df = 11 (P <0.0001); I2= 71%
Test for overall effect: Z = 2.64 (P = 0.008)

Total (95% Cl) 535 487 100.0% 0.69[0.52, 0.91] L 2
Total events 204 248

Heterogeneity: Tau? = 0.13; Chiz = 38.13, df = 11 (P <0.0001); I2= 71%
Test for overall effect: Z = 2.64 (P = 0.008)

Test for subaroup differences: Not applicable

1 1
02 05 1 2 5
Favours phyllanthus  Favours control

WA R R, MRS o T-HUER e BRI A W 62 2 B Aot Y e 2 2% 9
FIILE HBY DNA R N EREROK IOE sBI AR 5 BRIK S N 5 RIR P 2 254 o
MAFFILEAL, XTI HBV DNA B Goil2# v 22 5

TSA IS RIFA S meta 70 ISR W 4 s, A meta 70 B S ok 8 2R 3R il
g (Ethsg) 7d TR 5%giil 2 BF MR e U A &k (LR, HIFE
A5 TSA WA A (ZLtihs) , IXRBAT D) IR SCFr meta 70 BT 145 2R -
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15 W IREHRE TIRITE HBeAg MMM B EE. Meta M HTHIZ R BoR, I FERSHt
TR 5 BT T BUR R 25 LR, 0TI HBeAg W14 LA i 35 97 4% (RR 0.70;
95% Cl 0.60t0 0.81, 1° = 68%). 1 RIS T iaiT s BT T 24FEIIBHYT, BHVIM4E
B BRI AT B3 T2 5 (RR 0.54; 95% CI 0.38 10 0.75).

Phyllantus Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
1.4.1 Trials with low risk of bias
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

1.4.2 Trials with high risk of bias

Cai 2006 14 32 23 32 55% 0.61[0.39, 0.95]

Cheng 2005 19 30 217 30 77% 0.70 [0.52, 0.95] -
Cui 1998 38 62 5 60 9.2% 0.66 [0.53, 0.81] -

Gu 2005 12 34 23 32 48% 0.49 [0.30, 0.81]

He 2008 19 38 21 37 65% 0.69 [0.47, 1.00] I
Huang 1999 17 36 16 25 5.4% 0.74[0.47, 1.16] I
Ouyang 1999 13 36 11 16 44% 0.53[0.30, 0.91]

Qian 2008 18 42 29 42 6.1% 0.62[0.41, 0.93] -
Song 2007 41 98 37 70 7.3% 0.79[0.57, 1.09] - T
Su 2004 26 43 34 39 82% 0.69 [0.53, 0.91] -
Tian 2004 18 30 26 30 7.3% 0.69 [0.50, 0.96] -
Wang 2009 13 18 13 17 6.3% 0.94[0.64, 1.39] - T
Yan 2008 9 28 17 28 38% 0.53[0.29, 0.98]

Zhang 2009 58 64 64 68 10.8% 0.96 [0.87, 1.06] -
Zhu 2005 17 32 24 30 6.6% 0.66 [0.46, 0.96] -
Subtotal (95% CI) 623 556 100.0% 0.70[0.60, 0.81] <&
Total events 332 427

Heterogeneity: Tau? = 0.05; Chi2 = 44.35, df = 14 (P < 0.0001); 12 = 68%
Test for overall effect: Z = 4.81 (P < 0.00001)

Total (95% CI) 623 556 100.0% 0.70[0.60, 0.81] <&
Total events 332 427

Heterogeneity: Tau? = 0.05; Chi2 = 44.35, df = 14 (P < 0.0001); 12 = 68%
Test for overall effect: Z = 4.81 (P < 0.00001)

Test for subaroup differences: Not applicable

1 1 1 1
0507 1 152
Favours phyllanthus  Favours control

WA R EoR, RS o THE. RERKE. BRIk, BORIRTT ot geiny 7
2PV 5% PUR SR 2 Sl F LA, i HBeAg AL HAT BE T L. RS
BR] A 5 TR B A 5 PR BT A G L, 4 2 R i 2% 7 (RR 0.81; 95% Cl
0.60t0 1.09, P=0.17; 1% = 76%).

TSA M CHE meta TSR IS S Wil 5 FoR, 2l meta /T4 RN Gl
k) 7l T TSA Mifhek (Lreadhs) , M HAAMBEE G T meta ST BT FEA
B OAEIEEZ , Ko meta 75T 0 2 ALk Ge T DR g At R 5 D s i = A B L R 22
(RIS, AEDR M N PRS0 20 A7 7 oy RS () D 2, DRLERRAT 15 B B DD LR S HF meta 434
4R .
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8 NIRRT T ia9T 5 KBNS HBeAg/anti-HBe 5t g 5. 1 5k b 7T
B, SREOR, XTI HBeAganti-HBe i FER S 22 RIFILLE:, BT ss
W (0.95; 95% CI 0.73 to 1.25, P = 0.74)i4 2 Fifi 1 45 (RR 1.00; 95% Cl 0.63 to 1.60, P = 1.0),
ZEFB G FE L 7 AR R T R EREEA PO B 20 5 R U RE 25,
meta 7 M IS5 R R, XIS HBeAg/anti-HBe #4iiH Bk 5§10 #5 28 Wi A0 T HUw
S, JL2E B A A S L (RR 0.77; 95% Cl 0.63 to 0.92, P = 0.005; I° =
78%).

Phyllantus Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
1.6.1 Trials with low risk of bias
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

1.6.2 Trials with high risk of bias

Cai 2006 20 32 27 32 12.0% 0.74[0.54, 1.01] -
Chan 2003 31 35 5 5 12.9% 0.95[0.73, 1.25] T
Gu 2005 14 34 2 32 85% 0.60 [0.38, 0.95] -
He 2008 27 42 34 40 13.2% 0.76 [0.58, 0.98] -
Qian 2008 24 42 32 42 11.9% 0.75[0.55, 1.02] |
Su 2004 31 43 36 39 14.6% 0.78 [0.64, 0.96] —_
Tian 2004 14 30 28 30 9.9% 0.50 [0.34, 0.74] -
Zhang 2009 59 64 65 68 17.1% 0.96 [0.88, 1.05] -
Subtotal (95% CI) 322 288 100.0% 0.77[0.63,0.92] L 2
Total events 220 249

Heterogeneity: Tau? = 0.05; Chiz = 32.45, df = 7 (P < 0.0001); I2 = 78%
Test for overall effect: Z = 2.80 (P = 0.005)

Total (95% Cl) 322 288 100.0% 0.77[0.63,0.92] <&
Total events 220 249

Heterogeneity: Tau? = 0.05; Chiz = 32.45, df = 7 (P < 0.0001); I2 = 78%
Test for overall effect: Z = 2.80 (P = 0.005)

Test for subaroup differences: Not applicable

1 1 1 1
0507 1 152
Favours phyllanthus  Favours control

WA AT IS S B, R ERS RK I e s BT IR I A 5 R WP 0 5 24 sk
LS, 6T M3 HBeAg/anti-HBe $44ft, 28 R AT S H# 7 3o R ER 5 B A T S Ik
A 55 Bl B fE A B S LU, XTI HBeAg/anti-HBe #44, 2 REH %= X (RR
0.84; 95% Cl 0.64t0 1.08, P= 0.18; I? = 77%).

TSA ST FE meta TR SR W 7 Bk, B meta T4 R sk Gl
e ZEak T TSA Wlihde (atahd) , RoaAMUINIET SR meta AT g &, |
M B 5 B0 25 250 3 R i T I HBeAg/anti-HBe #ii %, fH & % T4 N5
TR A 7, FRATTUIRABE T 5 5E 4518
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Data extraction form

Study ID: Date: Extractor (initials):

Full citations (including all authors’ name, title, Journal name, year; vol (issue):page:

[METHOD]

-Parallel or cross-over?
-Randomisation method:

-Generation of allocation sequence Adequate Unclear Inadequate
-Concealment of allocation sequence Adequate Unclear Inadequate
-Blinding:

Subiject blinded Yes No Unclear

Provider blinded Yes No Unclear

Outcome assessor blinded Yes No Unclear

- Pre-sample size estimation: yes or no

Group 1 Group 2

No. of andomized patients
No. of patients analysed*

[PARTICIPANT]

Median or mean age (yrs):

Agerange:

Gender (M/F):

Ethnicity:

Location of study (country):

Study setting (hospital or clinic, inpatients or outpatients):

Inclusion criteria :

Diagnostic criteria :

Exclusion criteria :

Patient attrition/loss of follow-up:
Reasons:

[INTERVENTION]
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CHM vs placebo []

CHM vs No Intervention [1 CHM+WMvsWM [

Drug Times/day Duration
(mg/kg) (day)
Group 1*
Group 2
[OUTCOME]
For dichotomous data:
OUTCOMES GROUP 1 GROUP2
(n/N) (n/N)
Primary All-cause mortality
outcomes | Hepatitis B-related mortality
Hepatitis B-related morbidity
Number of participants with
serious and non-serious
adverse events in separate
Quality of life
Secondary | Number of participants with
outcomes | detectable HbsAg
Number of participants with
detectable HBV DNA
Number of participants with
detectable HbeAg
Number of participants
without HbeAg
seroconversion
Number of participants with
worsened liver histology
Investigator(s) contacted for more information:  Yes No

Name of person contacted:

Address:

Telephone:

E-mail:

Comments:
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