(ﬁ( Cochrane
/o Library

Cochrane Database of Systematic Reviews

Chinese medicinal herbs for asymptomatic carriers of hepatitis B

virus infection (Review)

Liu JP, McIntosh H, Lin H

Liu JP, McIntosh H, Lin H.

Chinese medicinal herbs for asymptomatic carriers of hepatitis B virus infection.
Cochrane Database of Systematic Reviews 2001, Issue 2. Art. No.: CD002231.

DOI: 10.1002/14651858.CD002231.

www.cochranelibrary.com

Chinese medicinal herbs for asymptomatic carriers of hepatitis B virus infection (Review) Wl LEY
Copyright © 2010 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.


https://doi.org/10.1002%2F14651858.CD002231
https://www.cochranelibrary.com

: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

TABLE OF CONTENTS

HEADER ettt ettt st sttt et h et s e Rt e Rt a e SR e e R e e bt e b S e R e e R e e b e e et SRR e R e bt s bt e R R e Rt e b e st e et e Rt e be s b e et e nneeres 1
ABSTRACT ittt e bbb e s e s e e s R e s bR E e s R s e R s e e R s e b e b e b et e b e b et e b et et e b e b et e b esre st 1
PLAIN LANGUAGE SUMMARY ..ttt ettt sttt st et sb e st b e bbb bbb b s b e b b e b e b e b e bt b e b e b e b e b e b e besbesbesbesbesbesbessensas 2
BACKGROUND ..ttt ettt ettt st st s b s ea e e st e s b e s b e s s e e st e s b e s bt s et e e st e bt s st e at e e st e be s bt embe s bt e bt sebeembe s st e bt easesnbesseeseensesnnessasane 3
OBUJECTIVES ettt ettt ettt b bbb b bbb e b s b e b s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e sbe s bt sbesaesbesaesutont 3
METHODS ettt ettt ettt bbbt b e bbb e b et et et e b e b et et et et et e b e b e b et et et et e b e b e b e b e s b e b e b e s b e sbesbesbesbesae e 3
RESULTS ettt sttt s st et b e s st e bt e b e s e e sa s e bt e be st e e mt e s e e bt s et e e mt e e bt e ae s ebeeat e e b e e abe s et e ea e e b e e st s et e st ebesasesabesneebesanesntes 5
DISCUSSION ittt bbbt st b st b e bbb b e b e e b e e b e o b e o b b e b e o b e o b e o b b e b e e b e o b s e bt e b s e Rt e bt e bt e bt e bt e bt e bt e bt sabe bt entenbenbenten 6
AUTHORS' CONCLUSIONS ..ttt sttt sttt ettt et d et ettt e b e b et et et e e et e b et et et et et e b enbenaentens 7
ACKNOWLEDGEMENTS .ttt sttt ettt sttt et st s b e st s e st s bt e s e s e e s bt s st e m s e s ae e bt e bt e abe s st e bt e b e embesbeesesasesntessesneensesneensess 7
REFERENGCES ettt et bs e b e bb e b e bb e b s e bbeabeabebbebbeabeabeabenbenbesbesbessesbensesnenns 8
CHARACTERISTICS OF STUDIES ..ttt ettt ettt ettt b bbb bbb bbb e b b e b e b e b e b e b e b e b e b et ebenbesbenbesbenne 11
DATA AND ANALYSES ettt sttt sttt st s bt e b e s b sat e st e b e st e s et e st e beses e e a b e e bt e besebeemte s st e bt s s eemtesbessesasesmtesbeenesasesnnersasen 18

Analysis 1.1. Comparison 1 Chinese medicinal herbs versus placebo or IFN, Outcome 1 Loss of serum HBSAZ. .....cccceeueerenunnee 19

Analysis 1.2. Comparison 1 Chinese medicinal herbs versus placebo or IFN, Outcome 2 Loss of HBEAZ. .....ccceeueererereereinerenen 20

Analysis 1.3. Comparison 1 Chinese medicinal herbs versus placebo or IFN, Outcome 3 Decrease of serum HBeAg level. ........ 20

Analysis 1.4. Comparison 1 Chinese medicinal herbs versus placebo or IFN, Outcome 4 Seroconversion of HBeAg to anti-HBe. 20

Analysis 2.1. Comparison 2 Duration of follow-up, Outcome 1 Loss Of SErum HBSAZ. ...ccvuvueueirinirieuiirinieieeertsieieeese e seeeene 21

Analysis 2.2. Comparison 2 Duration of follow-up, Outcome 2 Loss of Serum HBEAGZ. .....cccoueuiriririeirieniretnierieenteeseeesee e 22

Analysis 2.3. Comparison 2 Duration of follow-up, Outcome 3 Seroconversion of HBeAg to anti-HBe. .......cccecveeverrerrccncnennnnee 22
ADDITIONAL TABLES ..ottt ettt ettt b s sb s bbb s b s b s bt s b sbesbe s b e s bt s bt sbe s b e s be s b e s b e s bt sbesbesbesbeebtsbteseebesatestentententententens 23
WHAT'S INEW ettt ettt sttt sttt st ettt et et et et e et et et et et et e m b et ea b e et eas et et eatemtenteatenteabententansantantentensensantensansante 26
CONTRIBUTIONS OF AUTHORS .ottt ettt et e a bbbt b bbbt b e bbb s bbbt s bt e bt e bt s bt e bt ebt e bt e bt s bt sbtebtentebtonten 26
DECLARATIONS OF INTEREST oottt ettt sttt sttt ettt sttt bbbt b e b et e b et et et e besbesnesnes 26
SOURCES OF SUPPORT ettt sttt sttt sttt sat e st b s b st e st e b e s ae s e e e st e s e s aae s et e bt e b e s abeemt e bt e besabesntebesnesanesstesesnnessnennt 26
INDEX TERMS ettt ettt b b bbb e b e b e b e b et et et oot et et et et et et enbebesbebesbesbesaenne 26
Chinese medicinal herbs for asymptomatic carriers of hepatitis B virus infection (Review) i

Copyright © 2010 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



- Coch rane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews
[Intervention Review]

Chinese medicinal herbs for asymptomatic carriers of hepatitis B virus
infection

Jian Ping Liul, Heather McIntosh2, Hui Lin3

1Centre for Evidence-Based Chinese Medicine , Beijing University of Chinese Medicine, Beijing, China. 2Community Health Sciences
General Practice, University of Edinburgh, Edinburgh, UK. 3Department of Epidemiology, Third Military Medical University, Chongging,
China

Contact address: Jian Ping Liu, Centre for Evidence-Based Chinese Medicine , Beijing University of Chinese Medicine, 11 Bei San Huan
Dong Lu, Chaoyang District, Beijing, 100029, China. jianping_l@hotmail.com, jianping@fagmed.uit.no.

Editorial group: Cochrane Hepato-Biliary Group
Publication status and date: Edited (no change to conclusions), published in Issue 1, 2010.

Citation: Liu JP, McIntosh H, Lin H. Chinese medicinal herbs for asymptomatic carriers of hepatitis B virus infection. Cochrane Database
of Systematic Reviews 2001, Issue 2. Art. No.: CD002231. DOI: 10.1002/14651858.CD002231.

Copyright © 2010 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

ABSTRACT

Background

About 350 million people are chronically infected carriers of hepatitis B virus and are at a higher risk of serious illness and death from
cirrhosis of the liver and liver cancer. Chinese medicinal herbs have been used widely for more than 2000 years to treat chronic liver disease.

Objectives

To assess whether Chinese medicinal herbs are effective and safe for treating asymptomatic carriers of hepatitis B virus.

Search methods

The trials registers of The Cochrane Hepato-Biliary Group, The Cochrane Library, and The Cochrane Complementary Medicine Field were
searched in combination with MEDLINE, EMBASE, and handsearches of Chinese journals and conference proceedings (October 2000).

Selection criteria

Randomised or quasi-randomised trials (minimum follow-up three months) in asymptomatic carriers of hepatitis B virus. Chinese
medicinal herbs (single herb or compound of herbs) compared with placebo, no intervention, general non-specific treatment, or interferon
treatment. Trials of Chinese medicinal herbs plus interferon versus interferon alone were also included.

Data collection and analysis

Data were extracted independently by two authors. Analysis was performed by intention-to-treat where possible. Pre-specified subgroup
analyses were: ethnic origin, age at time of infection, and single herb or compound of herbs.

Main results

Three randomised clinical trials (307 patients) that followed patients for three months or more after the end of treatment were included.
The methodological quality was poor. The herbal compound 'Jianpi Wenshen recipe' had significant effects on viral markers compared to
interferon: relative risk 2.40 (95% Cl 1.01 to 5.72) for clearance of serum HBsAg, 2.03 (95% CI 0.98 to 4.20) for clearance of HBeAg, and 2.54
(95% CI 1.13 to 5.70) for seroconversion of HBeAg to anti-HBe. Phyllanthus amarus and Astragalus membranaceus showed no significant
antiviral effect compared with placebo. Analysis of pooling eight randomised clinical trials with less than three months follow-up did not
show a significant benefit of Chinese medicinal herbs on viral markers. Data on long-term clinical outcomes and quality of life were lacking.
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Authors' conclusions

Based on one low quality trial, the medicinal herb 'Jianpi Wenshen recipe' may have an antiviral activity in asymptomatic carriers of
hepatitis B virus. However, rigorous randomised, double-blind, placebo-controlled trials are needed before herbs should be used for this
condition.

PLAIN LANGUAGE SUMMARY

Firm evidence for effect of Chinese medicinal herbs for asymptomatic hepatitis B virus carriers is still awaited

Chinese medicinal herbs have a long history in the treatment of liver diseases. Three randomised clinical trials were included. Due to
their poor methodologic quality and the existing small number of trials, there is currently insufficient evidence for treating asymptomatic
hepatitis B virus carriers with Chinese medicinal herbs like the herbal compound 'Jianpi Wenshen recipe', Phyllanthus amarus and
Astragalus membranaceus. Methodologically better and larger randomised trials are needed comparing medicinal herbs versus placebo.

Chinese medicinal herbs for asymptomatic carriers of hepatitis B virus infection (Review) 2
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BACKGROUND

Hepatitis B is a liver disease caused by hepatitis B virus (HBV)
infection. Worldwide more than two billion people alive today have
been infected (WHO 2000). About 350 million people are chronically
infected carriers of the virus (WHO 2000) and are at a higher risk
of development of serious sequelae. More than one million carriers
worldwide die from cirrhosis of the liver and liver cancer each year
(WHO 2000). China alone bears a heavy burden of hepatitis B with
an estimated 120 million infected carriers, and 300,000 people die
each year (CMH 1999). HBV infection is, therefore, an important
public health problem in China. Alone in this country treatment
costs amount from 30 to 50 billion RMB Yuan (3.5775.95 billion US
$) every year (CMH 1999).

Most chronic HBV carriers are asymptomatic and constitute
the reservoir of HBV infection to the non-immune population.
Progressive disease is associated with persistence of viral
replication whereas remission is associated with loss of active viral
replication (Dusheiko 1999). Eradication of the carrier state is an
important step in the control of HBV infection.

HBV is transmitted by body fluids, such as blood and serum, and
can be passed from mother to child. The virus belongs to the family
hepadnaviridae (Dusheiko 1999). The virus has a round structure
(42 nm diameter) called the Dane particle and has an outer coat and
an inner core. The protein on the surface, called hepatitis B surface
antigen (HBsAg), is a standard marker of infection when found in
the serum. The inner core is made of nucleocapsid protein (HBcAg)
which encloses the virus DNA (HBV DNA). Another core protein,
called hepatitis B 'e' antigen (HBeAg), is used in the diagnosis as a
marker of infection and virus replication.

With the availability of a safe and effective vaccine, the incidence
of new HBV carriers in children has decreased in high endemic
areas. However, in areas with low endemicity a 'high risk group'
immunization strategy will not lead to a significant reduction of
HBV infection on a national or international scale (WHO 2000).
Most adult patients with chronic HBV infection were born before
vaccination was available and hence millions of patients are
awaiting improvement in the treatment of this disease. Currently,
interferon (IFN) and lamivudine are the only two drugs licensed
worldwide for treatment of chronic HBV infection. Treating adults
who have both raised alanine aminotransferase (ALT) levels and
are HBeAg and/or HBV DNA positive with alpha IFN results in
viral, biochemical, and histological remission in about 30740 per
cent of cases (Sherlock 1997). However, available information
suggests that patients with normal ALT respond poorly to IFN
and lamivudine (Lin 1999). Consequently, no drug treatment is
currently recommended for asymptomatic HBV carriers.

Chinese herbal medicine is part of Traditional Chinese Medicine
(TCM), which is a 3000-year-old holistic system of medicine
combining the use of medicinal herbs, acupuncture, food therapy,
massage, and therapeutic exercise for both treatment and
prevention of disease (Fulder 1996). TCM has its unique theories
for concepts of etiology, systems of diagnosis and treatment which
are vital to its practice. TCM drug treatment consists typically of
complex prescriptions of a combination of several components.
The combination based on the Chinese diagnostic patterns (i.e.,
inspection, listening, smelling, inquiry, and palpation) follows a
completely different rationale than many western drug treatments.

In this review Chinese medicinal herbs are considered collectively
as a special experimental treatment for HBV infection.

Chinese medicinal herbs have been used widely for more than 2000
yearsto treat chronic liver diseases, including chronic HBV infection
(Wang 2000). For hepatitis B, the TCM diagnostic process includes
laboratory measures of liver function indices and viral markers.
Many controlled trials have been done on treatment with the
medicinal herbs, but efficacy has not been assessed systematically.
The spontaneous evolution of chronic hepatitis B disease is difficult
to predict and a definitive assessment of the effects of treatment
requires long-term follow-up (Liaw 1997).

OBJECTIVES

The primary objective was to assess the antiviral efficacy of
Chinese medicinal herbs as a special experimental treatment for
asymptomatic carriers of HBV infection compared with placebo,
no intervention, non-specific treatment, or IFN treatment. Where
possible, meta-analysis on subcategories of herbal medicines
according to the organisation of the materia medica was
performed.

METHODS

Criteria for considering studies for this review
Types of studies

Randomised clinical trials (RCTs) or quasi-randomised clinical trials
were included irrespective of blinding, publication status and
language. Only trials with a minimum follow-up of three months
were included.

Types of participants

Male or female patients, of any age or ethnic origin, who were
asymptomatic carriers of HBV (serum HBsAg positive and/or HBeAg
positive for more than six months, no symptoms and signs of
hepatitis, with serum levels of ALT or aspartate aminotransferase
(AST) within the normal range). Patients with superinfection or
coinfection of HBV with another hepatitis virus were excluded.
Clinical diagnosis included disease history, symptoms and signs,
viral replication markers (HBsAg, HBeAg, HBV DNA), and liver
biochemistry.

Types of interventions

Chinese medicinal herbs (single herb or compound) compared with
placebo, no intervention, general non-specific treatments such as
vitamins, or IFN treatment (no limitation regarding IFN type or
IFN treatment regimen). Trials of Chinese medicinal herbs plus IFN
versus IFN alone were also included.

Types of outcome measures

The following outcome measures were sought at three, six and 12
months after completion of the treatment and at maximal follow-

up:
Antiviral response:

« Loss of serum HBsAg
« Loss of serum HBeAg
+ Loss of serum HBV DNA

Chinese medicinal herbs for asymptomatic carriers of hepatitis B virus infection (Review) 3
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« Seroconversion from HBeAg to anti-HBe (antibody against
HBeAg).

Viral response should be measured by validated methods as
follows: HBsAg, anti-HBs, anti-HBe, and HBeAg were measured by
either enzyme immunoassay or radial immunoassay. HBV DNA was
measured by direct molecular hybridisation or polymerase chain
reaction assay.

Biochemical response:
Normal level or no changes of ALT and AST levels (less than 40 IU/L).

Other outcome measures:

Important outcomes such as incidence of liver cirrhosis,
hepatocellular carcinoma (HCC), death, and quality of life were also
assessed.

Adverse events:

Serious adverse events (death, hospitalisation or prolongation of
hospitalisation, persistent or significant disability or events that
may jeopardise the patient or may require intervention to prevent
one of the former serious adverse events) (ICH 1997).

Less serious adverse events (fever, headache, allergy,
gastrointestinal reaction, decreased white blood cell count).

Search methods for identification of studies

Electronic searches

The trials registers of The Cochrane Hepato-Biliary Group, The
Cochrane Library, and of The Cochrane Complementary Medicine
Field were searched in combination with MEDLINE (March 1966
to Obtober 2000) and EMBASE (January 1980 to October 2000).
A search strategy for the Cochrane Library was developed
by the Cochrane Hepato-Biliary Group. MEDLINE and EMBASE
were searched using the MeSH terms: hepatitis-B, carrier-state,
medicine-Chinese-traditional, plants-medicinal, drugs-Chinese-
herbal, plants extracts, and herbs. No language restrictions were
applied.

Handsearches

Chinese Journal of Infectious Diseases, Chinese Journal of
Hepatology, Chinese Journal of Clinical Hepatology, Chinese Journal
of Integrated Traditional and Western Medicine, and Journal of
Integrated Traditional and Western Medicine on Liver Diseases were
handsearched from the first publication date onwards (October
2000). Conference proceedings in Chinese were also handsearched.

Data collection and analysis

Selection of trials for inclusion

Two authors independently selected the trials according to the
pre-specified selection criteria. Disagreement was resolved by
discussion.

Assessment of methodological quality

The quality of included trials was assessed using the instrument
developed by Jadad etal. (Jadad 1996). In addition, concealment of
the allocation sequence was scored as A (adequate), B (unclear) or
C (inadequate), following the criteria adopted from The Cochrane
Handbook and Schulz et al. (Schulz 1995) as follows:

A - Adequate measures to conceal allocations such as central
randomisation; serially numbered, opaque, sealed envelopes;

or other description that contained convincing elements of
concealment.

B - Unclearly concealed trials, in which the authors either did not
report an allocation concealment approach at all, or reported an
approach that did not fall into one of the categories in (A).

C - Inadequately concealed trials, in which method of allocation
was not concealed, such as alternation methods or use of case
record numbers.

Data extraction

Data were extracted independently by two authors using a self-
developed data extraction form. Disagreement was resolved by
discussion. Papers not in English or Chinese were translated with
the help of the Cochrane Hepato-Biliary Group.

Data on the number of allocated patients, irrespective of
compliance or follow-up, were sought to allow an intention-to-
treat analysis. If the above data were not available in the trial
reports furtherinformation was sought by correspondence with the
principal investigator.

Data synthesis

Dichotomous data were presented as relative risk (RR) and
continuous outcomes as weighted mean difference (WMD), both
with 95% confidence intervals (Cl). Intention-to-treat analysis was
performed if possible. For dichotomous outcomes, patients with
incomplete or missing data were included in sensitivity analyses
by counting them as treatment failures ('worst-case' scenario
analysis).

We intended to display studies as comparisons of traditional
Chinese medicinal herbs versus:

- placebo

- no treatment

- general non-specific treatment (such as vitamins)

- IFN treatment.

Trials of Chinese medicinal herbs plus IFN treatment versus IFN
treatment alone were presented as a separate comparison.

Trials within these comparisons were presented as pre-
specified sub-categories according to whether the herbal therapy
intervention was:

- single herb (or component from single herb), or

- compound of herbs.

Meta-analysis was only performed within comparisons where
individual trials compared similar treatment and control
interventions.

We pre-specified the following subgroup analyses:

- ethnic origin

- age at time of infection. Age is a major factor in determining the
outcome of HBV infection. Children and adults exhibit different
patterns of disease outcome. Young children rarely develop
symptomatic HBV infection, but about 25 per cent infected under
the age of seven will become carriers. After the age of seven,
children exhibit an adult pattern of disease outcome with about 5
to 10 per cent becoming carriers (WHO 1999).

- single herb or compound of herbs.

Sensitivity analysis
If a sufficient number of trials was found, sensitivity analyses were
pre-specified as follows:

Chinese medicinal herbs for asymptomatic carriers of hepatitis B virus infection (Review) 4
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- excluding quasi-randomised trials (such as alternate allocation or
systematic allocation)

- excluding studies with inadequate concealment of allocation
(Schulz 1995)

- excluding unblinded studies.

Potential biases (Vickers 1998) were investigated according to Egger
etal. (Egger 1997).

RESULTS

Description of studies

Our initial searches (October 2000) identified 95 articles, 56 from
the electronic searches and 39 from handsearching. After reading
titles and abstracts, 53 of these articles were excluded because
they were duplicates, non-clinical studies or had study objectives
different from this review. A total of 42 articles published in Chinese
and English were retrieved for further assessment. Of these, 31
articles were excluded because they did not meet our inclusion
criteria. The reasons for exclusion are listed under 'Characteristics
of excluded studies' None of the studies were excluded due to
superinfection or coinfection with other hepatitis virus.

In total, 11 articles, each describing a RCT, were identified. They
reported random allocation of asymptomatic HBV carriers (n =932)
to Chinese medicinal herb versus placebo, no treatment, or IFN.

These trials tested eight different herbal medicines. Two single
herbs versus placebo: Phyllanthus amarus (Leelarasamee 1990;
Milne 1994; Peng 1993; Thamlikitkul 1991) and Astragalus
membranaceus (Peng 1997). One single herb (Geshanxiao) versus
no intervention (Yang 1995). One compound of herbs (Ganling Wan)
versus placebo (Qiu 1993). And four compounds of herbs versus IFN:
Toad-ant capsule (Dang 1997), Jianpi Wenshen recipe (Song 1994),
Ganbifu (Xu 1999), and Yiganling (Yang 1996a).

Of the 11 trials, eight had a follow-up duration of less than three
months after the end of treatment. According to our inclusion
criteria, trials had to report a minimum of three months follow-
up. However, in order to investigate immediate therapeutic effects,
we decided to present the eight trials with shorter follow-up in a
separate analysis. These eight trials are described in 'Additional
table: Trials with less than three months follow-up' (Table 1).

The remaining three trials involving 307 patients met all the
inclusion criteria (Leelarasamee 1990; Peng 1997; Song 1994). They
followed patients for three to 12 months (median six months) after
the end of treatment. One trial included Thailanders (n = 116), but
did not describe their sex or age (Leelarasamee 1990). The other
two trials included Chinese children and adults, with a male to
female ratio of 2:1 (130:61) (Peng 1997; Song 1994). The average
sample size of the trials was 102 patients, ranging from 80 to
116. The median duration of treatment was three months (range
one to three months). The primary outcomes reported were viral
responses (including serum HBsAg, HBeAg, anti-HBe). Only one
trial described adverse events (Leelarasamee 1990).

Risk of bias in included studies

The three included trials had low methodological quality (Jadad-
score two for Leelarasamee 1990 and Peng 1997, and one for Song
1994). Allocation concealment and generation of the allocation
sequence were not described in these trials. Only one trial was

described as blinded, but no details on the degree of blindness were
given (Leelarasamee 1990).

The eight trials with follow-up of less than three months also
had general low methodological quality, but two trials had high
methodological quality (Jadad-score three; Peng 1993; Qiu 1993).
The Jadad-scores were two for Dang 1997, Milne 1994, and
Thamlikitkul 1991; one for Xu 1999, Yang 1995, and Yang 1996a.
Adequate allocation concealment was described in one trial (Qiu
1993) and was not stated in the other trials. Four trials were
placebo-controlled (Milne 1994; Peng 1993; Qiu 1993; Thamlikitkul
1991), but two gave no information on how the placebo was applied
(Milne 1994; Thamlikitkul 1991).

Three trials reported sample size calculation (Dang 1997;
Leelarasamee 1990; Milne 1994). Two trials reported numbers lost
to follow-up (Leelarasamee 1990; Peng 1993), and another trial
described the withdrawal of patients (Milne 1994). No trial reported
using intention-to-treat analysis.

An insufficient number of trials was found to perform
meaningful sensitivity analysis excluding studies with inadequate
methodological quality.

Effects of interventions

Antiviral response

One trial (Song 1994) involving 80 patients showed a significantly
better effect of a herbal compound 'Jianpi Wenshen recipe' on
clearance of serum HBsAg compared with IFN (RR 2.40, 95% Cl 1.01
to 5.72, P = 0.05). RRs were 2.54 (95% Cl 1.13 to 5.70, P = 0.02) for
seroconversion of HBeAg to anti-HBe and 2.03 (95% Cl 0.98 to 4.20,
P =0.06) for clearance of serum HBeAg.

Another trial (n = 101) (Peng 1997) showed no antiviral effect of a
herbal extract of Astragalus membranaceus on clearance of serum
HBsAg (RR 7.84, 95% Cl 0.49 to 124.12, P = 0.14), on clearance of
serum HBeAg (RR 2.77, 95% Cl 0.97 to 7.90) and on seroconversion
of HBeAg to antiHBe (RR 1.55, 95% Cl 0.52 to 4.59, P = 0.4) when
comparing with placebo. One trial (Leelarasamee 1990) reported
outcome of serum HBeAg level in patients treated with herbal
medicine Phyllanthus amarus versus placebo, but the difference
was not significant (WMD -0.01, 95% CI -0.24 to 0.22). Phyllanthus
amarus showed no effect on clearance of serum HBsAg in this trial.

None of the included trials reported serum HBV DNA levels.

Eight trials with less than three months follow-up were examined
to see how their findings were compared with three trials with a
minimum of three months follow-up after the end of treatment.
Data were available for clearance of serum HBsAg (n = 532), HBeAg
(n = 380) and seroconversion of HBeAg to anti-HBe (n = 104). The
RR for serum HBsAg clearance was 1.22 (95% Cl 0.57 to 2.60) using
random effects model because of significant heterogeneity (Chi-
square = 11.1, df = 5, P = 0.05). The RR for serum HBeAg clearance
was 1.06 (95% Cl1 0.70 to 1.62) using random effects model (test for
heterogeneity Chi-square = 13.1, df = 6, P = 0.04). Seroconversion
from HBeAg to anti-HBe was reported in two trials and the RR was
2.47 (95% C1 0.61 to 10.04).

No trials were found examining medicinal herbs plus IFN versus IFN
alone in asymptomatic carriers of HBV.

Biochemical response

Chinese medicinal herbs for asymptomatic carriers of hepatitis B virus infection (Review) 5
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One trial reported assessment of liver biochemistry after the end of
therapy and showed no abnormal values (Leelarasamee 1990).

Other outcomes
None of the included trials reported on death, liver cirrhosis, HCC,
or quality of life.

Adverse events

Only one out of three included trials reported monitoring
adverse events through biochemical and haematological analyses
and showed no significant abnormal values during one month
treatment with Phyllanthus amarus (Leelarasamee 1990). Five out
of eight trials with follow-up less than three months reported
adverse events (Dang 1997; Milne 1994; Qiu 1993; Thamlikitkul
1991; Yang 1995). One of them reported appearance of the
symptoms including nausea, gastric discomfort, sore mouth,
tiredness, flu-like symptoms, dizziness and headache in 18/52
Phyllanthus amarus recipients and in a similar proportion of 53
placebo treated patients (Milne 1994). This trial also reported an
erythematous truncal rash in one Phyllanthus amarus recipient.
Four patients in the Phyllanthus amarus group complained
of plant-smell after belching and at urination in another trial
(Thamlikitkul 1991).

No serious adverse events were reported.

Publication bias
There was an insufficient number of trials for us to investigate
publication bias.

DISCUSSION

Based on three RCTs, it appears that herbal compound Jianpi
Wenshen recipe' may have positive effects on the clearance of
serum HBsAg and on the seroconversion of HBeAg to anti-HBe in
asymptomatic HBV carriers.

Strength of the evidence

The three trials included in this review had poor methodological
quality and provided only limited descriptions of how the
allocation sequence was generated or how allocation was
concealed. One placebo-controlled trial was described as blinded
but no details were given about the appearance, taste and smell of
the placebo or how blinding was applied (Leelarasamee 1990). The
other two trials were not blinded, and they reported extraordinary
large difference in the distribution of patients between the arms
in the trials, but gave no explanation on how this happened (Peng
1997; Song 1994). Methodologically less rigorous trials show larger
differences between experimental and control groups and larger
treatment effects than trials conducted with more rigor (Schulz
1995; Moher 1998; Kjaergard 1999). The small number of trials
identified and their general low methodological quality prohibited
meaningful sensitivity analysis to explore how robust the results
of this review are to exclusion of the trials with inadequate
methodology. We cannot, therefore, exclude potential bias in
selection of patients, their subsequent treatment, and judgement
of outcomes in the included trials. No multi centre, large scale RCTs
with long-term follow-up were identified.

Population

The small number of trials made itimpossible to conduct subgroup
analysis for ethnic origin or age at infection. One included trial was
in Thai patients and the other two in Chinese patients.

Category of Chinese medicinal herbs

The included trials tested different herbs against different
control interventions. Two single herbs, Phyllanthus amarus and
Astragalus membranaceus were compared with placebo, and one
compound of herbs ('Jianpi Wenshen recipe') was compared with
IFN in the included trials. The herbs were given in different
formulations (capsule, injection, and decoction) and in different
ways (orally, acupoint injection, and intramuscular injection).
Ideally, we should consider differences in herbal constituents,
dosage, duration, and control intervention in each trial when
evaluating the efficacy of Chinese medicinal herbs. We were limited
in this respect by the small number of trials.

Efficacy

Based on three trials with adequate follow-up, only one herb
compound 'Jianpi Wenshen recipe' may have a positive effect on
clearance of HBV compared to IFN in asymptomatic HBV carriers.
Eight trials with less than three months follow-up, however, did not
show a beneficial viral response to Chinese medicinal herbs. Data
from RCTs on clinical relevant outcomes from long-term follow-up
are lacking.

Among the herbs tested in this review, including the trials with
less than three months follow-up, the single herb Phyllanthus
amarus tested in four trials showed no significant antiviral effect
compared with placebo. In our recent review of chronic hepatitis
B infection Phyllanthus amarus demonstrated significant antiviral
activity (clearance of HBeAg and seroconversion of HBeAg to anti-
HBe) compared with non-specific treatment or no intervention (Liu
2001). One explanation for the difference could be that chronic
hepatitis B and asymptomatic HBV carriers differ in their response
to Phyllanthus amarus. Other possible explanations include the
difference of ethnic origin of the participants, the source of the herb,
the processing and preparation of the herb, and the duration of
treatment. One of the trials in this review of asymptomatic carriers
compared the herbal compound 'Jianpi Wenshen recipe' with IFN
and showed a tendency towards a better effect with the herbs than
of IFN among the participants, who were mainly children (Song
1994).

The goal of treatment of asymptomatic HBV carriers is to prevent
progression to hepatic fibrosis, liver cirrhosis and HCC. Long-term
follow-up studies suggest that HBeAg seroconversion, whether
induced by IFN therapy or spontaneously, is beneficial in terms of
survival, liver failure and HCC (Niederau 1996; Lin 1999). However,
asymptomatic HBV carriers are not suitable candidates for IFN or
lamivudine treatment because of poor response rates. There are
two possible reasons for the poor response: the immune tolerance
to HBV after infection at birth or during early childhood (Lai 1998)
and persistence of the viral DNA in the infected person's liver (Lin
1998). Searches on The Cochrane Library and MEDLINE did not
find evidence supporting the use of IFN treatment in asymptomatic
HBV carriers. Three RCTs (Lai 1987; Lai 1991; Rodriguez 1997) have
compared alpha-IFN versus placebo involving 143 asymptomatic
HBV carriers, but no significant effects were found. The combined
odds ratios were 4.20 (95% Cl 0.48 to 95.14, P = 0.15) for loss of
serum HBeAg, 2.82 (95% Cl 0.52 to 20.05, P = 0.16) for loss of HBV
DNA, and no patients lost their serum HBsAg by IFN treatment (Liu
2000).

Adverse events
A conclusion on adverse events associated with Chinese medicinal
herbs cannot be drawn from this review due to the limited
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number of trials identified, the duration of treatment and follow-
up, and inadequate recording and reporting of adverse outcomes.
Only one included trial reported adverse events (Leelarasamee
1990). In China, clinical trials of medicinal herbs seldom report
adverse events, and the reason for this is possibly that Chinese
practitioners perceive medicinal herbs as free of side effects (Liu
1999b). However, there are reports of liver toxicity and even
cancer associated with using Chinese herbal medicines (Melchart
1999; Nortier 2000; Tomlinson 2000). Safety of complementary
medicines needs to be monitored (Marrone 1999). In clinical trials
efficacy and safety should receive equal attention and occasional
and severe adverse events need to be investigated in large scale
epidemiological studies.

AUTHORS' CONCLUSIONS

Implications for practice

Based on this systematic review, herbal compound Jianpi Wenshen
recipe' may have antiviral activity in asymptomatic HBV carriers.
However, due to the poor methodological quality of the trials and
the small number of trials conducted, there is currently insufficient
evidence for treating asymptomatic HBV carriers with any of these
Chinese medicinal herbs.

Implications for research

The methodological quality of clinical trials of Chinese medicinal
herbs needsto beimproved (Tang 1999). The followingis necessary:
(i) detailed reporting of the generation of the allocation sequence
and of allocation concealment, (ii) application of blinding and
placebo control, (iii) clear description of withdrawals/dropouts
during the trial, (iv) reporting of clinically important outcome
measures from long-term follow-up.

Rigorously designed, multicentre, randomised, double-blind,
placebo-controlled trials are required to evaluate Chinese
medicinal herbs for asymptomatic HBV carriers. Outcome
measures should include liver histopathology (such as hepatic
fibrosis, cirrhosis and liver cancer), quality of life and mortality
as well as virological and biochemical outcomes. Adverse events
should be critically assessed by standardised monitoring or an
effective self-report system, and attention should be paid to long-
term adverse effects of Chinese medicinal herbs.
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Methods

See Additional table: Trials with less than three months follow-up.

Participants

Interventions

Outcomes

Notes

Risk of bias

Bias Authors' judgement  Support for judgement
Allocation concealment? Unclear risk B - Unclear

Leelarasamee 1990

Methods Randomised clinical trial.

Generation of allocation sequence: no information.
Allocation concealment: no information.
Blinding: the trial was described as blinded, but no detail was given on appearance, taste and smell of
the placebo.
Estimation of sample size: yes.
Loss during follow-up: Ten patients in treatment group and 15 in placebo group were lost at six months
follow-up.
Jadad-score=2.

Chinese medicinal herbs for asymptomatic carriers of hepatitis B virus infection (Review) 11

Copyright © 2010 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

Leelarasamee 1990 (Continued)

Participants Ethnic: Thailanders;

116 patients (59 in the treatment group; 57 in placebo group), no data on gender and age.

Setting: outpatients.

Inclusion criteria: blood donors being HBsAg positive for six to 12 months and with normal biochemical

and haematological tests, and with informed consent.
Exclusion criteria: unstated.

Interventions Experimental:
Phyllanthus amarus, two capsules (400mg), orally, three times daily, for 30 days.
Control:
Placebo (glucose), orally, three times daily, for 30 days.

Outcomes HBsAg, HBeAg; Symptoms;
Biochemical and haematological tests. Adverse effects.
Maximum follow-up: six months.

The outcomes were assessed at one, two, and six months after the end of treatment.

Notes
Risk of bias
Bias Authors' judgement  Support for judgement
Allocation concealment? Unclear risk B - Unclear
Milne 1994
Methods See Additional table: Trials with less than three months follow-up.

Participants

Interventions

Outcomes

Notes

Risk of bias

Bias Authors' judgement  Support for judgement

Allocation concealment? Unclear risk B - Unclear

Peng 1993

Methods See Additional table: Trials with less than three months follow-up.

Participants

Interventions

Outcomes
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Peng 1993 (continued)

Notes

Risk of bias

Bias

Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Peng 1997

Methods

Randomised clinical trial.

Generation of allocation sequence: no information. Allocation concealment: no information.
Blinding: not blinded.

Estimation of sample size: no information.

Loss during follow-up: four patients in treatment group and two in control group were lost.
Jadad score=2.

Participants

Ethnic: Chinese;

111 patients (72 in the experimental group I, 59 males and 13 females, average age 34 yrs, from 8-54 yrs;
20 in experimental group Il, 15 males and five females, average age 31 yrs, from 17-48 yrs; 19 in control
group, 13 males and six females, average age 35 yrs, from 13-61 yrs).

Setting: outpatients.

Inclusion criteria: carriers of HBsAg for more than six months, with normal liver function, and no clinical
symptoms and signs of liver disease, confirmation made after six months' observation.

Exclusion criteria: unstated.

Interventions

Experimental:

Group I: Astragalus membranaceus, one ml, acupoint injection, thrice weekly, for three months.
Group II: Astragalus membranaceus, four ml, i.m., thrice weekly, for three months.

Control:

Saline, one ml, acupoint injection, thrice weekly, for three months.

Data of group | and Il were combined and compared with the control group.

Outcomes HBsAg, anti-HBs, HBeAg, anti-HBe and anti-HBc.
Maximum follow-up: six months.
The outcomes were assessed at the end of three months treatment and at six months of follow-up.
Notes The distribution of patients in the three arms of the trial showed a ratio of 3.8:1.1:1.0, and the trial re-
port did not explain how this happened. We have sent a letter, requesting an explanation.
Risk of bias
Bias Authors' judgement Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Qiu 1993

Methods

See Additional table: Trials with less than three months follow-up.

Participants

Interventions

Chinese medicinal herbs for asymptomatic carriers of hepatitis B virus infection (Review) 13
Copyright © 2010 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

Qiu 1993 (Continued)

Outcomes

Notes

Risk of bias

Bias Authors' judgement  Support for judgement

Allocation concealment? Unclear risk B - Unclear

Song 1994

Methods Randomised clinical trial.
Generation of allocation sequence: no information. Allocation concealment: no information.
Blinding: not blinded.
Estimation of sample size: no information.
Loss during follow-up: unstated.
Jadad score=1.

Participants Ethnic: Chinese;
80 patients (50 in the treatment group, 27 males and 23 females, average age 15 yrs, from 7-32 yrs; 30 in
control group, 16 males and 14 females, average age 15 yrs, from 8-31 yrs).
Setting: outpatients and inpatients.
Inclusion criteria: carriers of HBsAg for more than six months, with normal liver function, and no clinical
symptoms and signs of liver disease.
Exclusion criteria: unstated.

Interventions Experimental:
Jianpi Wenshen recipe (self-prescription of 11 herbs), one dose decoction orally, two times daily, for
three months.
Control:
interferon-alpha, one mega unit (MU) i.m., two times daily (for children, one time daily), for three
months.

Outcomes HBsAg, HBeAg, anti-HBe and anti-HBc IgM.
Follow-up: at three, six and 12 months after the end of treatment.
The outcomes were assessed at three, six and 12 months of follow-up.

Notes The distribution of patients in the two arms of the trial showed a ratio of 1.7:1 and the trial report did
not explain how this happened. We have sent a letter, requesting an explanation.

Risk of bias

Bias Authors' judgement  Support for judgement

Allocation concealment? Unclear risk B - Unclear

Thamlikitkul 1991

Methods See Additional table: Trials with less than three months follow-up.

Participants

Chinese medicinal herbs for asymptomatic carriers of hepatitis B virus infection (Review) 14
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Thamlikitkul 1991 (continued)

Interventions

Outcomes

Notes

Risk of bias

Bias Authors' judgement  Support for judgement

Allocation concealment? Unclear risk B - Unclear

Xu 1999

Methods See Additional table: Trials with less than three months follow-up.

Participants

Interventions

Outcomes

Notes

Risk of bias

Bias Authors' judgement  Support for judgement

Allocation concealment? Unclear risk B - Unclear

Yang 1995

Methods See Additional table: Trials with less than three months follow-up.

Participants

Interventions

Outcomes

Notes

Risk of bias

Bias Authors' judgement  Support for judgement
Allocation concealment? Unclear risk B - Unclear

Chinese medicinal herbs for asymptomatic carriers of hepatitis B virus infection (Review)
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Yang 1996a

Methods

See Additional table: Trials with less than three months follow-up.

Participants

Interventions

Outcomes

Notes

Risk of bias

Bias

Authors' judgement  Support for judgement

Allocation concealment?

Unclear risk B - Unclear

Characteristics of excluded studies [ordered by study ID]

Study

Reason for exclusion

Bodenheimer 1983

Randomised clinical trial comparing quinacrine versus placebo in patients with chronic hepatitis B.

Cao 1996

Comparison between two case series of 143 patients treated with either Phyllanthus urinaria (a
herb) or a compound of three herbs (Rhizoma Polygoni cuspidati, Chinese Taxillus twig, Astragalus
membranaceus). The patients were 102 asymptomatic HBV carriers, 39 chronic hepatitis B, and
two HBV-induced liver cirrhosis. The outcomes were not reported separately.

Chen 1992

Comparison between two case series of 89 asymptomatic HBV carriers treated with either Jian Qi
Ling (compound of herbs) or Ganbifu (compound of herbs) plus Mieaoling (compound of herbs).

Chen 2000

Randomised clinical trial comparing a compound of herbs (Chaoyang Wan) versus cinobufacin (ex-
tract of herb) versus non-specific treatment in three groups. The participants were a mixture of
chronic hepatitis B (n=160) and asymptomatic HBV carriers (n=20). The results were not reported
separately.

Cong 1999

Randomised clinical trial comparing two herbal compounds (Yigan Qingjie recipe plus Yigan Fubu
recipe) versus Weilining (commercial Chinese spelling name of a western medicine, no detail on its
pharmaceutical name) plus anti-hepatitis Bimmune ribonucleic acid (iRNA, an immunoregulatory
agent) in 43 cases of HBV carriers.

Doshi 1994

Observational study on Phyllanthus amarus without control group in 30 asymptomatic HBV carri-
ers. No patients lost their HBsAg during four to eight weeks treatment.

Guo 1998

Comparison between two case series of 25 asymptomatic HBV carriers treated with either
Huanggi Jianzhong Tang (compound of herbs) plus Qixie granule (compound of herbs) or Huanggi
Jianzhong Tang alone.

Lei 1999

Comparison between two case series of asymptomatic HBV carriers treated with either Shennong-
su Ganbao (compound of herbs) or glycyrrhizin (a herbal ingredient from liquorice root).

Li 1997

Randomised clinical trial comparing Yigan Wan (compound of 28 herbs) versus polyinosinic and
cytidylic acid (Poly I:C) in 60 asymptomatic HBV carriers. Both groups received the same co-inter-
vention (multivitamins). The trial showed better effects of the herbal compound on loss of HBsAg
(16/30), HBeAg (23/30), and conversion of HBeAg to anti-HBe (22/30) than of Poly I:C alone (7/30,

Chinese medicinal herbs for asymptomatic carriers of hepatitis B virus infection (Review)
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Study

Reason for exclusion

14/30, and 14/30, respectively) for six months treatment. The control intervention did not fulfil our
inclusion criteria.

Li 1999

Comparison between two case series of 59 patients with chronic hepatitis B and 11 asymptomatic
HBV carriers treated with either composita genus Phyllanthus (a compound consisted mainly of
Phyllanthus) or IFN.

Li 1999b

Randomised clinical trial comparing Yigan Kangte capsule (herbal compound) plus thymosin ver-
sus Yigan Kangte capsule alone and versus thymosin alone in 90 cases of asymptomatic HBV carri-
ers. The intervention with thymosin led to the exclusion. The comparison of Yigan Kangte plus thy-
mosin versus thymosin alone showed no significant effects of the combination regarding loss of
HBsAg (5/30), HBeAg (13/30) and HBV DNA (9/25) than thymosin alone (3/30, 7/30, 4/20, respective-
ly).

Ma 1993

Randomised clinical trial comparing two different herbal compounds (composita Phyllanthus
amarus tablet versus Mieaoling tablet) in 60 asymptomatic HBV carriers.

Mi 1999

Randomised clinical trial comparing Fuzheng Jiedu Tang (decoction of herbal compound) plus Poly
I:C versus Poly I:C in 128 cases of asymptomatic HBV carriers. The control intervention did not fulfil
our inclusion criteria. The trial showed better effects of the combination than of Poly I:C alone on
loss of HBsAg (18/66 versus 2/62, P=0.003), HBeAg (16/34 versus 8/34, P=0.05) and seroconversion
of HBeAg to anti-HBe (8/34 versus 0/34, P=0.05).

Shang 1996

Randomised clinical trial comparing anti-hepatitis B iRNA (an immunoregulatory agent) plus Qiang
Lichun (herbal preparation) versus anti-hepatitis B iRNA alone. The patients were 10 asymptomatic
HBV carriers, 15 chronic active hepatitis B and 30 chronic persistent hepatitis B, but the outcomes
were not reported separately in the two groups of patients. The trial showed significantly better ef-
fects of the combination than of anti-hepatitis B iRNA alone on loss of HBsAg (14/26 versus 6/24,
P=0.05), HBeAg (12/24 versus 3/20, P=0.03), and HBV DNA (12/28 versus 0/27, P=0.02).

Shen 1996

Randomised clinical trial comparing herbal compound (Hepatitis B II) versus other herbal inter-
ventions including Yunzhi Gantai, plus Aotaile or Yiganling (silymarin preparation) in 328 cases of
asymptomatic HBV carriers and chronic hepatitis B. The trial showed significantly better effects of
the herbal compound than other three herbs on loss of HBsAg (160/218 versus 28/100, P<0.00001),
but not on HBeAg (120/184 versus 38/74, P=0.06).

Tajiri 1991

Observational study on Sho-Saiko-to (compound of seven herbs) without control group in children
with chronic hepatitis B infection with elevated serum alanine aminotransferase.

Thyagarajan 1988

Randomised, double-blind, placebo-controlled trial comparing Phyllanthus amarus versus place-
bo. The participants were 28 asymptomatic HBV carriers, 14 HBV carriers with symptoms and 18
HBV carriers with glomerular nephritis, but the outcomes were not reported separately. A letter has
been sent to the authors and if we get useful information, it will be included in this review.

Wang 1999 Randomised clinical trial comparing cinobufacin (herbal extract) plus co-interventions (compound
Yiganling, Gantaile, vitamin B compound and C) versus the same co-interventions. The participants
were asymptomatic HBV carriers and patients with chronic hepatitis B, but the results were not re-
ported separately.

Wang 1999b Comparison between two case series of 72 asymptomatic HBV carriers treated with either a herb
extract (Astragalus membranaceus) or saline.

Xu 1996 Comparison between two case series of 130 asymptomatic HBV carriers treated with integrated
traditional Chinese medicine and western medicine.

Xue 1991 Comparison between two case series of 50 asymptomatic HBV carriers treated with either Chinese
herbal medicine or IFN plus transfer factor (an immunoregulatory agent).

Chinese medicinal herbs for asymptomatic carriers of hepatitis B virus infection (Review) 17
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Study Reason for exclusion

Yang 1992 Comparison between two case series of 130 asymptomatic HBV carriers treated with either
Caiguang decoction (compound of herbs) or Shushe tablet (compound of herbs).

Yang 1996b Non-randomised study comparing a compound of 12 herbs versus another herbal compound (Fu-
fang Shushe tablets) plus non-specific drugs in 162 HBV carriers.

Zhang 1992 Randomised clinical trial comparing Phyllanthus amarus plus basic treatment versus Indigowood
root plus basic treatment in chronic HBV infection.

Zhang 1994a Randomised clinical trial comparing three different herbal medicines: Aotaile (herbal compound)
granule versus Fugankang granule versus glycyrrhizin tablet (a herbal extract) in 90 cases of asymp-
tomatic HBV carriers.

Zhang 1994b Randomised clinical trial comparing a herbal compound (Kang Ao Yigan granule) versus Yunzhi
Gantai (a herbal extract) in 334 asymptomatic HBV carriers.

Zhang 1995 Randomised clinical trial comparing a herbal compound versus Polyporus umbellatus polysaccha-
ride (a herbal extract) in 60 cases of asymptomatic HBV carriers.

Zhang 1996 Randomised clinical trial comparing a herbal compound (Yigan tablet No 1) versus anti-hepatitis B
immune ribonucleic acid (an immuno moderator) in 150 asymptomatic HBV carriers.

Zhang 1999 Randomised clinical trials comparing ultra-red irradiation therapy plus levamisole smear versus ul-
tra-red irradiation therapy alone in 75 asymptomatic HBV carriers.

Zhao 1991 Randomised clinical trial comparing different medicinal herbs and western medicines: agaric (a
herb) plus agacore (another herb) plus hepatitis B vaccine versus agaric plus agacore plus BCG
(Bacille Calmette-Guerin) vaccine in asymptomatic HBV carriers.

Zhuo 1985 Non-randomised trial comparing herbal compound 848 pill versus no treatment in two case series

of 39 asymptomatic HBV carriers.

DATA AND ANALYSES

Comparison 1. Chinese medicinal herbs versus placebo or IFN

Outcome or subgroup title No. of No. of Statistical method Effect size

studies partici-

pants

1 Loss of serum HBsAg 3 Risk Ratio (M-H, Fixed, 95% Cl) Subtotals only
1.1 Phyllanthus amarus versus 1 111 Risk Ratio (M-H, Fixed, 95% Cl) 0.0[0.0,0.0]
placebo
1.2 Astragalus membranaceus 1 101 Risk Ratio (M-H, Fixed, 95% Cl) 7.84[0.49,124.12]
versus saline
1.3 Jianpi Wenshen compound 1 80 Risk Ratio (M-H, Fixed, 95% Cl) 2.4[1.01,5.72]
versus IFN
2 Loss of HBeAg 2 Risk Ratio (M-H, Fixed, 95% Cl) Subtotals only

Chinese medicinal herbs for asymptomatic carriers of hepatitis B virus infection (Review)
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Outcome or subgroup title No. of No. of Statistical method Effect size

studies partici-

pants

2.1 Astragalus membranaceus 1 101 Risk Ratio (M-H, Fixed, 95% Cl) 2.77[0.97,7.90]
versus saline
2.2 Jianpi Wenshen compound 1 59 Risk Ratio (M-H, Fixed, 95% Cl) 2.03[0.98, 4.20]
versus IFN
3 Decrease of serum HBeAg lev- 1 Mean Difference (IV, Fixed, 95% Cl) Subtotals only
el
3.1 Phyllanthus amarus versus 1 36 Mean Difference (IV, Fixed, 95% Cl) -0.01[-0.24,0.22]
placebo
4 Seroconversion of HBeAg to 2 Risk Ratio (M-H, Fixed, 95% Cl) Subtotals only
anti-HBe
4.1 Astragalus membranaceus 1 101 Risk Ratio (M-H, Fixed, 95% CI) 1.55[0.52, 4.59]
versus saline
4.2 Jianpi Wenshen compound 1 59 Risk Ratio (M-H, Fixed, 95% Cl) 2.54[1.13,5.70]

versus IFN

Analysis 1.1. Comparison 1 Chinese medicinal herbs versus placebo or IFN, Outcome 1 Loss of serum HBsAg.

Study or subgroup Herbs Control Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.1.1 Phyllanthus amarus versus placebo
Leelarasamee 1990 0/57 0/54 Not estimable
Subtotal (95% ClI) 57 54 Not estimable
Total events: 0 (Herbs), 0 (Control)
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.1.2 Astragalus membranaceus versus saline
Peng 1997 18/84 0/17 ——.— 100% 7.84[0.49,124.12]
Subtotal (95% Cl) 84 17 —e— 100% 7.84[0.49,124.12]
Total events: 18 (Herbs), 0 (Control)
Heterogeneity: Not applicable
Test for overall effect: Z=1.46(P=0.14)
1.1.3 Jianpi Wenshen compound versus IFN
Song 1994 20/50 5/30 —.— 100% 2.4[1.01,5.72]
Subtotal (95% CI) 50 30 N 100% 2.4[1.01,5.72]

Total events: 20 (Herbs), 5 (Control)
Heterogeneity: Not applicable
Test for overall effect: Z=1.97(P=0.05)

Favours control

0.005 0.1 1 10 200

Favours herbs

Chinese medicinal herbs for asymptomatic carriers of hepatitis B virus infection (Review)
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Analysis 1.2. Comparison 1 Chinese medicinal herbs versus placebo or IFN, Outcome 2 Loss of HBeAg.

Study or subgroup Herbs Control Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.2.1 Astragalus membranaceus versus saline
Peng 1997 41/84 317 B 100% 2.77(0.97,7.9]
Subtotal (95% ClI) 84 17 i 100% 2.77[0.97,7.9]
Total events: 41 (Herbs), 3 (Control)
Heterogeneity: Not applicable
Test for overall effect: Z=1.9(P=0.06)
1.2.2 Jianpi Wenshen compound versus IFN
Song 1994 22/38 6/21 B 100% 2.030.98,4.2]
Subtotal (95% Cl) 38 21 e 100% 2.03[0.98,4.2]
Total events: 22 (Herbs), 6 (Control)
Heterogeneity: Not applicable
Test for overall effect: Z=1.9(P=0.06)
Favours control ~ 0.02 0.1 1 10 50 Favours herbs
Analysis 1.3. Comparison 1 Chinese medicinal herbs versus
placebo or IFN, Outcome 3 Decrease of serum HBeAg level.
Study or subgroup Herbs Control Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% Cl
1.3.1 Phyllanthus amarus versus placebo ‘
Leelarasamee 1990 18 0.6 (0.3) 18 0.6 (0.4) . 100% -0.01[-0.24,0.22]
Subtotal *** 18 18 ¢ 100% -0.01[-0.24,0.22]
Heterogeneity: Not applicable ‘
Test for overall effect: Z=0.08(P=0.93) ‘
Favours control -2 -1 0 1 2 Favours herbs
Analysis 1.4. Comparison 1 Chinese medicinal herbs versus
placebo or IFN, Outcome 4 Seroconversion of HBeAg to anti-HBe.
Study or subgroup Herbs Control Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.4.1 Astragalus membranaceus versus saline ‘
Peng 1997 23/84 3/17 —_— 100% 1.55[0.52,4.59]
Subtotal (95% CI) 84 17 ‘ 100% 1.55[0.52,4.59]
Total events: 23 (Herbs), 3 (Control)
Heterogeneity: Not applicable

Test for overall effect: Z=0.79(P=0.43)

1.4.2 Jianpi Wenshen compound versus IFN
Song 1994 23/38 5/21 —.— 100% 2.54[1.13,5.7]
Subtotal (95% CI) 38 21 P 100% 2.54[1.13,5.7]
Total events: 23 (Herbs), 5 (Control)
Heterogeneity: Not applicable

Test for overall effect: Z=2.27(P=0.02)

Favours control ~ 0.02 0.1 1 10 50 Favours herbs
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Comparison 2. Duration of follow-up

Outcome or subgroup title No. of No. of Statistical method Effect size
studies partici-
pants

1 Loss of serum HBsAg 11 Risk Ratio (M-H, Fixed, 95% Subtotals only
Cl)

1.1 Follow-up < three months 8 532 Risk Ratio (M-H, Fixed, 95% 1.35[0.92,1.98]
o))

1.2 Follow-up = or > three months 3 292 Risk Ratio (M-H, Fixed, 95% 3.03[1.29, 7.15]
cl

2 Loss of serum HBeAg 9 Risk Ratio (M-H, Fixed, 95% Subtotals only
Cl)

2.1 Follow-up < three months 7 380 Risk Ratio (M-H, Fixed, 95% 1.13[0.90, 1.42]
Cl)

2.2 Follow-up = or > three months 2 160 Risk Ratio (M-H, Fixed, 95% 2.32[1.26,4.27]
Cl)

3 Seroconversion of HBeAg to anti-HBe 4 Risk Ratio (M-H, Fixed, 95% Subtotals only
o))

3.1 Follow-up <three months 2 104 Risk Ratio (M-H, Fixed, 95% 2.47[0.61, 10.04]
dl))

3.2 Follow-up = or > three months 2 160 Risk Ratio (M-H, Fixed, 95% 2.11[1.11,4.01]

Cl)

Analysis 2.1. Comparison 2 Duration of follow-up, Outcome 1 Loss of serum HBsAg.

Study or subgroup Herbs Control Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.1.1 Follow-up < three months ‘
Dang 1997 14/36 13/36 —i— 37.66% 1.08[0.59,1.96]
Milne 1994 0/52 0/53 Not estimable
Peng 1993 3/16 2/14 — T 6.18% 1.31[0.25,6.76]
Qiu 1993 0/36 0/40 Not estimable
Thamlikitkul 1991 2/34 0/31 R 1.51% 4.57[0.23,91.66]
Xu 1999 2/23 8/21 — 24.23% 0.23[0.05,0.96]
Yang 1995 11/30 0/30 —_— 1.45% 23[1.42,373.46]
Yang 1996a 14/40 10/40 i 28.97% 1.4[0.71,2.77]
Subtotal (95% Cl) 267 265 L 4 100% 1.35[0.92,1.98]
Total events: 46 (Herbs), 33 (Control)
Heterogeneity: Tau?=0; Chi*=11.09, df=5(P=0.05); 1>=54.91%
Test for overall effect: Z=1.54(P=0.12)
2.1.2 Follow-up = or > three months ‘ ‘ ‘ ‘

Favours control 0.005 0.1 1 10 200 Favours herbs
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Study or subgroup Herbs Control Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Leelarasamee 1990 0/57 0/54 Not estimable
Peng 1997 18/84 0/17 B 11.66% 7.84[0.49,124.12]
Song 1994 20/50 5/30 -l 88.34% 2.4[1.01,5.72]
Subtotal (95% Cl) 191 101 - 100% 3.03[1.29,7.15]
Total events: 38 (Herbs), 5 (Control)
Heterogeneity: Tau?=0; Chi?=0.73, df=1(P=0.39); 1>=0%
Test for overall effect: Z=2.54(P=0.01) ‘ ‘ ‘ ‘
Favours control 0.005 0.1 1 10 200 Favours herbs
Analysis 2.2. Comparison 2 Duration of follow-up, Outcome 2 Loss of serum HBeAg.
Study or subgroup Herbs Control Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.2.1 Follow-up < three months ‘
Dang 1997 23/36 24/36 'i' 36.05% 0.96[0.68,1.34]
Milne 1994 0/23 1/25 2.16% 0.36[0.02,8.45]
Peng 1993 4/7 3/6 — 4.85% 1.14[0.41,3.19]
Qiu 1993 3/36 8/40 — 11.38% 0.42[0.12,1.45]
Xu 1999 7/16 10/15 — 15.51% 0.66[0.34,1.27]
Yang 1995 9/30 2/30 — 3% 4.5[1.06,19.11]
Yang 1996a 29/40 18/40 —— 27.04% 1.61[1.09,2.38]
Subtotal (95% Cl) 188 192 * 100% 1.13[0.9,1.42]
Total events: 75 (Herbs), 66 (Control)
Heterogeneity: Tau?=0; Chi*=13.12, df=6(P=0.04); 1>=54.26%
Test for overall effect: Z=1.02(P=0.31)
2.2.2 Follow-up = or > three months
Peng 1997 41/84 3/17 —— 39.23% 2.77[0.97,7.9]
Song 1994 22/38 6/21 —— 60.77% 2.03[0.98,4.2]
Subtotal (95% Cl) 122 38 - 100% 2.32[1.26,4.27]
Total events: 63 (Herbs), 9 (Control)
Heterogeneity: Tau?=0; Chi*=0.24, df=1(P=0.62); 1>=0%
Test for overall effect: Z=2.69(P=0.01)
Favours control 002 01 1 10 50 Favours herbs

Analysis 2.3. Comparison 2 Duration of follow-up, Outcome 3 Seroconversion of HBeAg to anti-HBe.

Study or subgroup Herbs Control Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.3.1 Follow-up < three months ‘
Xu 1999 2/23 2/21 —B— 80.7% 0.91[0.14,5.92]
Yang 1995 4/30 0/30 _ 19.3% 9[0.51,160.17]
Subtotal (95% CI) 53 51 ~l— 100% 2.47[0.61,10.04]
Total events: 6 (Herbs), 2 (Control)
Heterogeneity: Tau?=0; Chi*=1.87, df=1(P=0.17); 1>=46.41%
Test for overall effect: Z=1.27(P=0.21)

Favours control ~ 0-005 0.1 1 10 200 Favours herbs
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Study or subgroup Herbs Control Risk Ratio Weight Risk Ratio
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.3.2 Follow-up = or > three months
Peng 1997 23/84 3/17 —i— 43.65% 1.55[0.52,4.59]
Song 1994 23/38 5/21 —— 56.35% 2.54[1.13,5.7]
Subtotal (95% Cl) 122 38 o 100% 2.11[1.11,4.01]
Total events: 46 (Herbs), 8 (Control)
Heterogeneity: Tau?=0; Chi?=0.51, df=1(P=0.47); 1>=0%
Test for overall effect: Z=2.27(P=0.02) ‘ ‘ ‘ ‘
Favours control ~ 0-005 0.1 1 10 200 Favours herbs

ADDITIONAL TABLES

Table 1. Trials with less than three months follow-up

Study ID Methods Participants Interventions Outcomes Method-
ology
Dang 1997 Randomised clinical trial. Ethnic: Chinese; Experimental: HBsAg, Low
Generation of allocation se- 72 patients (36 in the Toad-ant capsule (a self- HBeAg, and
quence: using random rank ta-  treatment group, 24 prescribed compound) oral-  adverse ef-
ble. males and 12 females, ly, 10712 capsules (373.6 fects.
Allocation concealment: noin-  nine with age less than g) for adults, 0.971.5 g for The out-
formation. or equal to 18 yrs, 27 children, three times dai- comes were
Blinding: no blinding. with lrager than 18 yrs; ly (t.i.d), for six to nine assessed at
Estimation of sample size: yes, 36 in control group, 23 months. the end of
by formula. males and 13 females, Control: treatment.
Withdrawal/ eight with age lessthan  alfa-interferon tablet, one
drop-out: unstated. or equal to 18 yrs, 28 tablet (no data on unit)
Jadad score=2. with age larger than 18 orally, daily, for six to nine
yrs). months.
Setting: unstated.
Inclusion criteria: car-
riers being HBsAg pos-
itive for more than six
months, with normal
liver function and no
symptoms.
Exclusion criteria: age
less than 12 yrs or larg-
er than 65 yrs; pregnant
or breast feeding; aller-
gic to test drugs.
Milne Randomised placebo- con- Ethnic: the treatment Experimental: HBsAg, Low
1994 trolled trial. group included 22 Phyllanthus amarus, one HBeAg; ALT,
Generation of allocation se- Maoris, 21 Europeans, capsule (290 mg) orally, count of
quence: no information. five Pacific Islanders t.i.d, for eight weeks. blood cells,
Allocation concealment: noin-  and four Asians; the Control: serum urea
formation. placebo group includ- Placebo (glucose), one cap-  and serum
Blinding: not stated. ed 22 Maoris, 22 Euro- sule (300 mg) orally, t.i.d, creatinine.
Estimation of sample size: no peans, five Pacific Islan-  for 30 days. Adverse ef-
information. ders and four Asians. fects.
Withdrawal/ 105 patients (52 in the Follow-up:
drop-out: yes, two in placebo treatment group, all till the end of
group. males, average age 31 treatment.
Chinese medicinal herbs for asymptomatic carriers of hepatitis B virus infection (Review) 23
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Table 1. Trials with less than three months follow-up (continued)

Jadad-score=2. yrs, ranging 18-66 yrs ; The out-
53 in placebo group, all comes were
males, average age 31 assessed at
yrs, ranging 18-68 yrs). the end of
Setting: unstated. two months
Inclusion criteria: blood treatment.
donors being HBsAg
positive for more than
six months and with
normal ALT level.
Exclusion criteria: un-
stated.

Peng 1993  Randomised, double blind, Ethnic: Chinese; Experimental: HBsAg, High
placebo-controlled trial. 30 patients (23 males Phyllanthus urinaria (a HBeAg.
Generation of allocation se- and seven females,age  herb), two capsule (400 mg)  Follow-up:
quence: no information. from 21758 yrs. 16 in orally, t.i.d, for 60 days. one month
Allocation concealment: noin-  treatment group, 14 in Control: after the
formation. control group). Placebo (glucose powder), end of treat-
Blinding: double blind; the Setting: unstated. two capsules orally, t.i.d, for ment.
placebo was glucose made as Inclusion criteria: car- 60 days. The out-
the same weight and appear- riers being HBsAg pos- comes were
ance as the tested drug. itive for more than six assessed at
Estimation of sample size: no months and with nor- the end of 60
information. mal liver function. days of treat-
Withdrawal/ Exclusion criteria: un- ment and
drop-out: yes, one in both stated. one month
group respectively. after the
Jadad-score=3. treatment.

Qiu 1993 Randomised, double blind, Ethnic: Chinese; Experimental: HBsAg, High
placebo-controlled trial. 169 patients (including Ganling Wan (a herbal com-  HBeAg, and
Generation of allocation se- 93 acute and chronic pound), two pills orally, adverse
quence: random number ta- active hepatitis,and 76 t.i.d, for three months. events.
ble. asymptomatic HBV car-  Control: The out-
Allocation concealment: riers. No details on age Placebo (composed of 1/10 comes were
sealed, labelled drugs. and gender. Only data amount of Ganling Wan), assessed
Blinding: double blind; the of 76 carriers were used  two pills orally, t.i.d, for atthe end
placebo was composed of 1/10  in this review). three months. of three
of the tested drug with same Setting: inpatients and months
appearance. outpatients. treatment.
Estimation of sample size: no Inclusion criteria:
information. asymptomatic HBV car-

Withdrawal/ riers being HBsAg and
drop-out: unstated. HBeAg both positive for
Jadad-score=3. more than six months,
with normal liver func-
tion.
Exclusion criteria: un-
stated.

Thamlik- Randomised placebo- con- Ethnic: Thailanders; Experimental: HBsAg, Low

itkul 1991  trolled trial. 65 patients (34 in the Phyllanthus amarus, one HBeAg; liver
Generation of allocation se- treatment group, 19 capsule (200 mg) orally, function test
quence: no information. males and 15 females, t.i.d, for 30 days. Subjects and renal
Allocation concealment: noin-  average age 25 yrs, who fully complied with the  function test;
formation. ranging 16-36 yrs ; 31 drug were given Phyllan- symptoms
Blinding: how the placebo ap-  in placebo group, 16 thus amarus 200 mg orally and signs.
plied was not stated. males and 15 females, t.i.d for another 30 days. Adverse ef-
Estimation of sample size: yes. Control: fects.
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Table 1. Trials with less than three months follow-up (continued)

Withdrawal/ average age 26 yrs, Placebo (starch powder), Follow-up:

drop-out: none. ranging 19-35 yrs). one capsule orally, t.i.d, for till the end of

Jadad-score=2. Setting: outpatients. 30 days. Subjects who ful- treatment.
Inclusion criteria: blood  ly complied with placebo The out-
donors and health care  were given two capsules comes were
personnel being HBsAg (400 mg) of Phyllanthus assessed at
positive for more than amarus orally t.i.d, for an- the end of 30
six months and with other 30 days. and 60 days
normal ALT level. of treatment.
Exclusion criteria: sub- Only data
jects with known hema- from the first
tologic, liver, lung and study peri-
renal diseases as well as od of 30 days
pregnant women were were extract-
excluded. ed.

Xu 1999 Randomised clinical trial. Ethnic: Chinese; Experimental: HBsAg, Low
Generation of allocation se- 44 patients (23 in the Ganbifu capsule (mixture HBeAg.
quence: no information. Allo- treatment group, 19 of herbs), two capsules The out-
cation concealment: no infor- males and four females, (500 mg) orally, t.i.d, for six comes were
mation. age from 18-44 yrs; 21in  months. assessed at
Blinding: no blinding. control group, 18 males  Control: the end of
Estimation of sample size: no and three females, age Interferon, 20,000750,000 six months
information. from 17-48 yrs). units, acupoint injection, treatment.
Withdrawal/ Setting: unstated. every other day, for 20 days,
drop-out: unstated. Inclusion criteria: car- then stop for one week. This
Jadad score=1. riers being HBsAg pos- treatment schedule was re-

itive for more than six peated 6.6 times during six
months and with nor- months.

mal liver function.

Exclusion criteria: un-

stated.

Yang 1995 Randomised clinical trial. Ethnic: Chinese; Experimental: HBsAg, Low
Generation of allocation se- 60 patients (30 in the 'Geshanxiao' (Chinese anti-HBs,
quence: no information. Allo- treatment group, 19 herbal medicine) 16 g de- HBeAg, an-
cation concealment: no infor- males and 11 females, coction divided into three ti-HBe, an-
mation. average age 36 yrs, to five times orally, for six ti-HBc, and
Blinding: no blinding. from 12-51yrs; 30in months. adverse
Estimation of sample size: no control group, 17 males  Control: events.
information. and 13 females, average  no treatment. The out-
Withdrawal/ age 39 yrs, from 16-47 comes were
drop-out: unstated. yrs). assessed
Jadad score=1. Setting: unstated. attheend

Inclusion criteria: of three
asymptomatic carriers months
being HBsAg, HBeAg treatment.
and anti-HBc posi-

tive for more than six

months, with normal

liver function and no

clinical symptoms and

signs of liver disease.

Exclusion criteria: un-

stated.

Yang 1996  Randomised clinical trial. Ethnic: Chinese; Experimental: HBsAg, Low
Generation of allocation se- 80 patients (40 in the Yiganling decoction (mix- HBeAg.
quence: no information. Allo- treatment group, 31 ture of 15 herbs) one dose The out-

males and nine fe- orally, daily, for two to three  comes were
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Table 1. Trials with less than three months follow-up (continued)

cation concealment: no infor- males, average age 25 months. Co-interventions assessed
mation. yrs, from 11-47 yrs; 40in  included vitamin B co (two at the end
Blinding: no blinding. control group, 28 males  tablets) plus vitamin C (0.2 of three
Estimation of sample size: no and 12 females, average  g) plus hypoxanthosine months
information. age 24 yrs, from 13-44 (0.2 g) orally, t.i.d, for three treatment.
Withdrawal/ yrs). months.
drop-out: unstated. Setting: unstated. Control:
Jadad score=1. Inclusion criteria: carri- Interferon, one MU, i.m.,

ers being HBsAg, HBeAg  every other day, plus the

and/or anti-HBc posi- same co-interventions as

tive for more than six treatment group; all for

months, with normal three months.

liver function and no
clinical symptoms and
signs of liver disease.
Exclusion criteria: un-

stated.
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