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ABSTRACT
Background

There is interest from the community in the use of self help and complementary therapies for depression. This review examined the
currently available evidence supporting the use of acupuncture to treat depression.

Objectives
To examine the effectiveness and adverse effects of acupuncture in the treatment for depression.
Search strategy

The following databases were searched: CCDAN-CTR, Cochrane Central Register of Controlled Trials (CENTRAL), MEDLINE
(1966 to Dec 2008), EMBASE (1980 to Dec 2008), PSYCINFO (1874 to Dec 2008), the Database of Abstracts of Reviews of
Effectiveness (DARE), CINAHL (1980 to Dec 2008), Wan Fang database (to Dec 2008). The following terms were used: depression,

depressive disorder, dysthymic disorder and acupuncture.
Selection criteria

Inclusion criteria included all published and unpublished randomised controlled trials comparing acupuncture with sham acupuncture,
no treatment, pharmacological treatment, other structured psychotherapies (cognitive behavioural therapy, psychotherapy or coun-
selling), or standard care. The following modes of treatment were included: acupuncture, electro acupuncture or laser acupuncture.
The participants included adult men and women with depression defined by clinical state description, or diagnosed by the Diagnostic
and Statistical Manual (DSM-IV), Research Diagnostic Criteria (RDC), International Classification of Disease (ICD) or the Criteria
for Classification and Diagnosis of Mental Diseases CCMD-3-R.

Data collection and analysis

Meta-analyses were performed using relative risk for dichotomous outcomes and standard mean differences for continuous outcomes,
with 95% confidence intervals. Primary outcomes were reduction in the severity of depression, measured by self rating scales, or by
clinician rated scales and an improvement in depression defined as remission versus no remission.
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Main results

This review is an update and now contains data from 30 studies. Following recent searches, 23 new studies have been added and a
further 11 trials were excluded (due to suboptimal doses of medication, no clinical outcomes, insufficient reporting). Thirty trials with
2,812 participants are included in the meta-analysis.

There was a high risk of bias in the majority of trials. There was insufficient evidence of a consistent beneficial effect from acupuncture
compared with a wait list control or sham acupuncture control. Two trials found acupuncture may have an additive benefit when
combined with medication compared with medication alone. A subgroup of participants with depression as a co-morbidity experienced
a reduction in depression with manual acupuncture compared with SSRIs (RR 1.66, 95%CI 1.03, 2.68) (three trials, 94 participants).
The majority of trials compared manual and electro acupuncture with medication and found no effect between groups.

Authors’ conclusions

We found insufficient evidence to recommend the use of acupuncture for people with depression. The results are limited by the high
risk of bias in the majority of trials meeting inclusion criteria.

PLAIN LANGUAGE SUMMARY
Acupuncture for depression

Depression is widely experienced in our communities. In clinical depression, people report a lack of interest in life and activities which
they otherwise normally enjoy. This can be accompanied by other symptoms including weight loss, over-eating, feelings of uselessness,
sleep disturbance, self neglect and social withdrawal, insomnia or hypersomnia (sleeping too much), loss of energy, low self esteem and
poor concentration.

Acupuncture has a long history of use in China and Japan. Traditional Chinese medicine theory describes a state of health maintained
by a balance of energy in the body. Acupuncture involves the insertion of fine needles into different parts of the body to correct the
imbalance of energy in the body. There are a range of styles of acupuncture from traditional/classical acupuncture, auricular acupuncture,
trigger point acupuncture, and single point acupuncture. Traditional Chinese Medicine (TCM) and Classical Acupuncture are based
on theoretical concepts of Yin and Yang and the Five Elements and explain disease and physiological function. A westernised medical
application of acupuncture involves the use of acupuncture using trigger points, segmental points and commonly used formula points.
Medical acupuncture may involve the application of acupuncture based on the principles of neurophysiology and anatomy, rather than
TCM principles and philosophy. Auricular therapy involves the use of the ear to make a diagnosis and subsequent needling to points
on the ear.

There are studies indicating a preference for treatment with self-help and complementary therapies for depression. Thirty trials, and
2812 participants were included in the review and meta-analysis, however there was insufficient evidence that acupuncture can assist
with the management of depression.

BACKGROUND
low self esteem, poor concentration or difficulty making decisions,
and feelings of hopelessness.
Description of the condition Depression is recognised as a major public health problem, which
has a substantial impact on individuals and to society. Depressive

Clinical depression is a syndrome characterised by a number of . . . .
P Y v disorders are common in the general population. In the United

behavioural, cognitive and emotional features. Depressed patients States life time prevalence of a major depressive disorder (MDD)
has been reported at 16.2% (Kessler 2007). The World Health Or-

anisation has described depression as an “unseen burden” (Murra
& P y

often exhibit signs of dysphoric mood, loss of interest in normally
enjoyable things, self neglect and social withdrawal, poor appetite
or overeating, insomnia or hypersomnia, fatigue or loss of energy,
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1996). MDD is associated with a significant loss of work days
(Kessler 2007), but also substantial role impairment in relation to
household responsibilities, social life, and personal relationships
(Kessler 2003). It has been demonstrated in the community that
those who suffer depressive disorders experience reduced physical
and mental functioning, similar to patients with chronic diseases
such as diabetes (Hays 1995 and Wells 1989). Mood disorders
have, in addition, been shown to have a greater impact on quality
of life compared with conditions such as hypertension and car-
diac disease (Spitzer 1995). In addition, depression has consider-
able financial costs to health services and to society. The economic
burden in England is estimated to exceed £9 billion per annum
with approximately £370 million going to direct costs of treat-
ment (Thomas 2003).

Description of the intervention

The majority of depressed patients are managed in primary care
and do not require hospitalisation. In primary care depression is
most frequently treated with antidepressants (Goldman 1999).
In addition, there are a range of psychological interventions, in-
cluding cognitive behaviour therapies, interpersonal therapy, psy-
chotherapy and counselling. Surveys in Australia have shown that
Australians report a preference for self-help and complementary
therapies for depression (Jorm 1997, Jorm 2000). In the United
States, results from a survey indicate that people who are depressed
have a higher use of complementary therapies (Kessler 2000).
Acupuncture has a long history of use in China and Japan. Tradi-
tional Chinese medicine theory describes a state of health main-
tained by a balance of energy in the body. Acupuncture involves
the insertion of fine needles into different parts of the body to
correct the imbalance of energy in the body. There are a range of
styles of acupuncture from traditional/classical acupuncture, au-
ricular acupuncture, trigger point acupuncture, and single point
acupuncture. Traditional Chinese Medicine (TCM) and Classical
Acupuncture are based on theoretical concepts of Yin and Yang
and the Five Elements and explain disease and physiological func-
tion. A westernised medical application of acupuncture involves
the use of acupuncture using trigger points, segmental points and
commonly used formula points. Medical acupuncture may in-
volve the application of acupuncture based on the principles of
neurophysiology and anatomy, rather than TCM principles and
philosophy. Auricular therapy involves the use of the ear to make
a diagnosis and subsequent needling to points on the ear.
Acupuncture is not entirely free of adverse events. Two large
prospective surveys have been undertaken in the United Kingdom
(White 2001, MacPherson 2004). White 2001 reported an inci-
dence of 684 adverse events per 10,000 consultations. The ma-
jority were minor events; for example: bleeding, needling pain, or
aggravation of symptoms, a lower rate of significant adverse events
of 14 per 10,000 were reported. MacPherson 2004 reported a rate
of 107 per 1000 patients (95% CI 100 to 115). Three patients

reported a serious adverse event. The most common events re-
ported were severe tiredness and exhaustion, pain at the site of
needling, and headache. A review of the range and incidence of
adverse events associated with acupuncture has been summarised
by White 2004. Twelve prospective studies undertaken in the UK,
Germany, Singapore, Japan and Sweden, surveyed more than a
million treatments and found the risk of a serious adverse event
with acupuncture was estimated to be 0.05 per 10,000 treatments,
and 0.55 per 10,000 individual patients. From these studies it ap-
pears that the risks associated with acupuncture are low, a point
reinforced by Vincent 2001 who concluded that acupuncture is
safe in competent hands.

How the intervention might work

The rationale of treatment will determine the needling details (for
example selection or points, number of needles used) or method
of stimulation (for example use of electro-acupuncture which in-
volves passing a pulsed current through body tissues via acupunc-
ture needles), and laser acupuncture (the use of low power laser to
stimulate the acupuncture point) . It is possible that these different
styles of acupuncture may differ in their effectiveness, although
there is little research examining this question.

The effects of acupuncture are mediated in part through the au-
tonomic nervous system. Manual acupuncture causes a broad
range of central nervous system responses involving the amygdala,
hippocampus, hypothalamus, cerebellum and other limbic struc-
tures seen on functional magnetic resonance imaging and EEG

(Napadow 2005).

Why it is important to do this review

There is an increasing body of research assessing the effectiveness
of acupuncture. In 2005 we published the first version of this
systematic review and concluded there was insufficient evidence to
determine the efficacy of acupuncture. Since that time, new trials
have been published and we have been able to comprehensively

access a large literature from China.

OBJECTIVES

To examine the effectiveness and adverse effects of acupuncture in

the treatment of depression.

1. To determine whether acupuncture is more effective than sham
acupuncture and no treatment with treating depression and im-
proving quality of life;

2. To assess the effectiveness of acupuncture versus standard treat-
ment (defined as medication, and or psychological intervention)
with treating depression and improving quality of life;

Acupuncture for depression (Review)
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3. To determine the adverse events of acupuncture compared with
sham acupuncture, no treatment and standard treatment (defined
as medication, psychological intervention) with the treatment of
depression.

METHODS

Criteria for considering studies for this review

Types of studies

All published and unpublished randomised and quasi randomised
controlled trials comparing acupuncture with a control (sham or
placebo acupuncture), no treatment, pharmacological treatment,
other structured psychotherapies (cognitive behavioural therapy,
psychotherapy or counselling), or standard care. Cross over trials
were excluded due to uncertainty regarding the period to allow for
a washout for acupuncture treatment. Cluster randomised trials

were excluded.

Types of participants

Adults with depression (or depression with a co-morbidity) diag-
nosed by the Diagnostic and Statistical Manual (DSM-IV, APA
1994), or the Research Diagnostic Criteria (RDC, Spitzer 1977),
or the International Classification of Disease (ICD, WHO 1993),
or the Criteria for Classification and Diagnosis of Mental Diseases

CCMD-3-R (Chinese Psychiatric Society 2001).

Types of interventions

Active groups:

1. Manual acupuncture. Manual acupuncture involves the
stimulation of anatomical points on the body through the
penetration of the skin with thin, solid, metallic needles that are
manipulated by the hands;

2. Electro acupuncture. Electro-acupuncture involves passing
a pulsed current through the body using acupuncture needles;

3. Laser acupuncture. Laser acupuncture is the use of a low-
level laser beam instead of an acupuncture needle to stimulate an
acupuncture point.

Control groups:

There are four main categories of comparison groups in trials in-
cluded within this review. The comparator group in each study
was classified into one of the following:

1). Invasive acupuncture control. This includes sham acupuncture
which is the insertion of a needle into a non acupuncture point,
and minimal acupuncture in which needles are inserted into non
acupuncture points, but more superficially, without stimulation
or manipulation to avoid obtaining the needling sensation known
as De Qi;

2) Non penetrating acupuncture control. Techniques include use
of the placebo needle which is the use of a blunted needle which
looks as if it is piercing the skin yet does not. Two forms have been
developed (Park 2002, Streitberger 1998);

3) Mock electro-acupuncture. This involves use of a decommis-
sioned acupuncture stimulation unit and fixing electrodes to the
skin, the switch is turned off;

4) Mock laser acupuncture.

Other comparison or control groups include:

5) no treatment (waiting list, treatment as usual);

6) pharmacological treatment (standard medication to treat de-
pression), medication is grouped into class of pharmacological
management;

7) structured psychotherapies (cognitive behavioural therapy, psy-
chotherapy, counselling);

8) other standard care as defined by the country-specific health
care setting.

Comparisons with other acupuncture groups do not (for the pur-
poses of this review) constitute an eligible control group.

Types of outcome measures

For inclusion, data on at least one primary outcome needed to be
reported:

Primary outcomes

1. Reduction in the severity of depression, measured by self-

rating scales such as the Beck Depression Inventory (Beck 1961),
or by clinician-rated scales, such as the Hamilton Rating Scale
for Depression (Hamilton 1960).
2. Improvement in depression measured as a dichotomous out-
come, remission compared to no remission. The authors recognise
that subjective assessment may give rise to a source of bias. If a
difference was found in this outcome, preference was given to the
validated scales.

Secondary outcomes

3. Quality of life indices (such as the Short Form 36 Health Status
questionnaire (Ware 1994))

4. Change in use of medication or use of other support systems
5. Adverse events

6. Acceptability of acupuncture, electro acupuncture or laser
acupuncture (assessed by questioning participants in the trial, or
satisfaction measures).

Acupuncture for depression (Review)
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Short-term outcomes reported at the end of the trial intervention
as well as long-term outcomes are reported separately.

Search methods for identification of studies

Electronic searches

CCDAN-CTR Trials Registers

The Cochrane Collaboration’s Depression, Anxiety and Neurosis
Review Group maintains two clinical trials registers at their ed-
itorial base in Bristol, UK. The CCDAN-CTR references regis-
ter contains over 23,000 references to international trials (within
the scope of CCDAN) and a studies register which contains over
11,000 individually coded trials.

References to trials for inclusion in the Group’s registers are col-
lated from routine generic searches of MEDLINE, EMBASE,
PsycINFO and CENTRAL; annual searches of PSYNDEX and
LILACS and review specific searches of CINAHL, AMED, the
Chinese Biomedical Literature Database (CBM) and Wan Fang
data. Details of trials are also sourced from international trials reg-
isters and hand searching of key journals and conference proceed-
ings.

For this review, the Cochrane Depression, Anxiety & Neurosis
Review Group registers were searched using the following terms:
depress* or dysthymi* and acupuncture

Contact was made with the Cochrane Complementary Medicine
field to search their database for potentially eligible trials.

The following databases were searched using the following items:
depression, depressive disorder, dysthymic disorder and acupunc-
ture.

Cochrane Central Register of Controlled Trials (CENTRAL)
MEDLINE (1966 to December 2008)

EMBASE (1980 to December 2008)

PSYCINFO (1874 to December 2008)

Database of Abstracts of Reviews of Effectiveness (DARE) (to
December 2008)

CINAHL (January 1980 to present)

Wan Fang database (to December 2008)

Search terms for MEDLINE were as follows:
. acupuncture.mp.

—

. exp Depressive Disorder/

. Depression/

. (depress$ or dysthymi$).tw.
1and (2 or 3 or 4)

. randomized-controlled-trial. pt.
. controlled clinical trial.pt.

. randomized controlled trial.sh.

O 00NN A BN

. random allocation.sh.

10. double blind method.sh.

11. single blind method.sh.

12. clinical trial.pt.

13. exp clinical trial/

14. (clin$ adj25 trial$).ti,ab.

15. ((singl$ or doubl$ or tripl$ or trebl$) adj25 (blind$ or mask$
or

dummy$)).mp.

16. placebos.sh.

17. placebo$.ti,ab.

18. random$.ti,ab.

19. research design.sh.

20. comparative study.sh.

21. exp evaluation studies/

22. follow up studies.sh.

23. prospective studies.sh.

24. (control$ or prospectiv$ or volunteer$).ti,ab.
25. or/6-24

26. (animals not humans).sh.

27.25 not 26

28.27 and 5

Searching other resources

The reference lists of selected journals were inspected for more
published reports and for citations of unpublished randomised
controlled trials.

Personal Communication

The authors of significant papers, and other experts in the field
were approached to ask if they knew of other relevant published
or unpublished material for this review.

Data collection and analysis

Selection of studies

Translation of relevant Chinese language papers was undertaken.
Abstracts of trials were evaluated for their appropriateness for in-
clusion based on trial design and meeting the criteria of the type of
intervention by two authors (CS and PH). Where there was uncer-
tainty about inclusion of the study, the full text was retrieved. The
original author was contacted for further information if necessary.
Reasons for excluding trials have been stated.

Data extraction and management

Following an assessment for inclusion, the methodology of the
trial was assessed. Data were extracted on patients, methods, in-
terventions, outcomes and results. The data were extracted onto
hard copy data sheets. Data extraction and assessment of risk of

Acupuncture for depression (Review)
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bias were made by CS, PH and HM. Missing data or clarification
on the study were sought from the respective authors by mail or
email.

Assessment of risk of bias in included studies

The Cochrane risk of bias tool was used (Higgins 2008). The tool
consists of six items. Two of these assess the strength of the ran-
domisation with reducing selection bias. The third item relating
to blinding aims to assess the influence of performance bias on the
study results. The fourth item assess the likelihood of incomplete
outcome data to assess the effect bias ion the effect estimate. The
fifth item assesses selective reporting, and the tendency to pref-
erentially report statistically significant outcomes (this requires a
comparison with trial protocols if available). The final item refers
to other sources of bias such as deviation form the study protocol,
or imbalance at randomisation.

Two authors reviewed each article (CS/PH/HM). Disagreements
between review authors that arose at any stage were resolved by
email discussion or with a third party, when necessary. When in-
adequate details of allocation concealment or other aspects of the
trial design were omitted, the authors were contacted by email
or phone to obtain further additional information (this included
translation of communications with Chinese authors).

Measures of treatment effect

Statistical analysis was performed using Review Manager (Revman
2005) software.

We undertook a statistical summary of the data and expressed
dichotomous data as a Relative Risks with corresponding 95%
confidence intervals (95% Cls). We expressed continuous data as
mean difference (MD) with 95% Cls, or as standardised mean
difference if outcomes were conceptually the same but measured
in different ways, for example the use of different instruments e.g.
the Beck Depression Inventory and the Hamilton Rating Scale.

Unit of analysis issues

Trials with multiple arms were included and are described in
the Characteristics of included studies. For example, acupuncture
might be compared with sham acupuncture and with another arm
where no acupuncture was delivered. If there were two acupunc-
ture groups, data from both treatment arms were combined into
one group. For studies with a sham control and no treatment con-
trol group, the shared intervention was divided evenly between
groups as described in the Cochrane Handbook (Higgins 2008).
Where outcomes were repeated measures, analysis of outcomes
was undertaken at the end of the intervention.

Dealing with missing data

No trialist reported undertaking a intention to treat analysis. We
did not impute data for missing data but we did report the pro-
portion lost to follow up and analysed per protocol.

Assessment of heterogeneity

Heterogeneity between studies was investigated by the I statistic (I
2 to or more than 50% was considered indicative of heterogeneity)
and the p value from the x 2 test , and by visual inspection of the
forest plots. The interpretation of the 12 was as follows:

e 10-40% might not be important;
30-60% may represent moderate heterogeneity;

50-90% may represent substantial heterogeneity;

75-100% considerable heterogeneity.

Data synthesis

A random effects model was used to pool the results of all studies,
because this model is more conservative than fixed effects model
and incorporates both within-study and between-study variance.
This was a change from the original protocol due to the hetero-
geneity of the studies.

Subgroup analysis and investigation of heterogeneity

Pre-specified subgroup analysis aimed to examine the effects of
different styles of acupuncture (for example classical/traditional
acupuncture versus single point therapy, or auricular acupunc-
ture). Other subgroup analyses planned to explore the effects of
treatment in people with different diagnoses (for example, major
depression and dysthymia), and in people of different ages (less
<65 years and > 65 years).

Sensitivity analysis

A priori, it was planned to perform sensitivity analyses on results
to look at the possible contribution of: (1) differences in method-
ological quality on the robustness of the results, for example, ex-
cluding trials with unclear concealment of random allocation, or
(2) excluding trials of drop out greater than 20%.

RESULTS

Description of studies

See: Characteristics of included studies; Characteristics of excluded
studies; Characteristics of studies awaiting classification.

Acupuncture for depression (Review)
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Results of the search

The original review included seven trials, and two trials were
excluded. This update identified 32 potential trials for assess-
ment. This update includes 30 trials, and excluded 11 trials. See
Characteristics of included studies, Characteristics of excluded
studies, Characteristics of studies awaiting classification, Charac-
teristics of ongoing studies.

Included studies

Design

A parallel group design was used in all trials. Twenty trials had two
groups (acupuncture plus a control group), and nine trials had
three arms (Allen 1998, Allen 2006, Cheng 2007, Dong 2007,
Duan 2008, Fan 2005, Fu 2008, Luo 1998, Roschke 2000). Trials
with multiple arms and the unit of analysis adjusted based on
the description in the methods included: Allen 1998, Allen 2006,
Dong 2007, Duan 2008, Fan 2005 and Luo 1998.

Eight trials used sham controls. Sham techniques varied. Stimula-
tion of active acupuncture points not used to treat depression was
used in two trials (Allen 1998,Allen 2006). Invasive insertion of
a needle into non acupuncture points with minimal or no stimu-
lation was reported in five trials (Eich 2000, Fan 2005, Fu 2008,
Roschke 2000, Whiting 2008). An inactive laser was used in the
Quah Smith 2005 trial. Comparison with a medication or stan-
dard care group was reported in 24 trials, placebo medication was
reported in the Luo 1998 trial, and no treatment was used in the

Tang 2003b trial.

Sample sizes

Studies included in this review were relatively small, ranging from

19 (Whiting 2008) to 460 (Zhang 2003).

Setting

Twenty four studies were undertaken in China, two in the United
States of America, two in Germany, and one each in Australia and
the United Kingdom.

The majority of studies (16) recruited participants from an inpa-
tient hospital setting, ten trials recruited from both in and outpa-
tients, three trials recruited participants from the community via
newspapers, and one trial from primary care.

Participants

Trials recruited participants with country specific diagnostic cri-
teria of depression using the DSM-IV, or the CCMD2/3. A score
of >18 was specified in 18 trials. The Eich 2000 trial used ICD 10
F32.0, or 32.1, and Quah Smith 2005 used the BDI with a score

of 12-30. Clinical depression was diagnosed using an alternative
Chinese diagnotic framework in the He 2005 trial. All other trials
solely specified the CCMD-3.

Interventions

The acupuncture delivered in the trials varied in terms of point
selection, frequency of treatments and total number of treatments
administered. The majority of trials (19) used a standardised treat-
ment protocol with a fixed selection of points administered at each
acupuncture session. The selection of points varied and included
acupuncture points located on the arms, legs, abdomen and head.
Seven trials used a semi-standardised treatment protocol consist-
ing of a pre-defined set of acupuncture points used in combination
with acupuncture points selected on the basis of diagnosis and the
identification of a symptomatic patterns (Duan 2008, He 2005,
Khang 2002, Quah Smith 2005, Wang 2006, Whiting 2008 and
Zhang 2003). The treatment protocol was unclear for one study
(Han 2002). An individualised treatment for study participants
based on their diagnosis was administered in three trials (Allen
1998, Allen 2006 and Wenbin 2002).

Twenty trials reported a needling duration of between 20-30 min-
utes. The duration of needling was 45 minutes in three trials (Han
2002, Khang 2002 and Luo 1998), and 60 minutes in two tri-
als (Yan 2004, Zhang 2003). No details were reported in five tri-
als (Allen 1998, Eich 2000, Luo 1985, Xiujuan 1994 and Quah
Smith 2005). The number of treatment sessions was greater than
30 in 17 trials. One trial was less than ten sessions (Allen 2006 8
sessions), six trials were between 10-20 (Allen 1998, Eich 2000,
Tang 2003b, Whiting 2008, Zhang 2003, Zhuang 2004), and two
trials delivered between 20 and 30 treatments (Cheng 2007, Wang
20006). The frequency of treatment was daily in most of the longer
duration trials. Most trials started with more frequent treatments
before reducing frequency to weekly sessions.

Outcomes

The majority of trials assessed depression using the Hamilton Rat-
ing Scale for Depression. The Beck Depression Inventory was
used in four trials (Allen 2006, Fu 2008, Quah Smith 2005 and
Whiting 2008. The Clinical Global Improvement scale was used
in six studies (Eich 2000, Han 2002, Luo 1985, Luo 1988, Luo
1998 and Roschke 2000). The Ashberg scale was used in four tri-
als (Han 2002, Luo 1985, Luo 1988, Luo 1998). The instrument
used in the Shen 2005 trial was unclear, although they initially
assessed eligibility using the Hamilton Rating Scale.

Four trials assessed the outcome at weekly intervals in addition to
reporting the main outcome at the end of the intervention. The
timing of data collection was unclear in the Whiting 2008 trial,
which reported data collection after 12 sessions.

There was variation in the frequency of measurement. Twenty tri-
als measured the outcome of depression at the end of the interven-
tion. Outcome was assessed weekly in addition to the end of the
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intervention in two trials (Khang 2002, Xiujuan 1994), and peri-
odically at pre-specified weekly intervals in six trials (Allen 1998,
Allen 2006, Cheng 2007, Ding 2003, Han 2002, and Quah Smith
2005).

Adverse events were reported in four trials (Ding 2003, Duan
2008, Fu 2008, and Zhang 2007). Mean dosage change in medica-
tion was reported in Roschke 2000. Quality of life outcomes were
reported in three trials (Tang 2003b, Wang 2006, and Whiting
2008).

Excluded studies

Eleven trials were excluded (see Characteristics of excluded
studies). Seven studies did not meet the inclusion criteria for the
control group, either due to a sub optimal dose of medication, or

Figure 1.

the fact that a non specified control group was used (He 2007b,
Huang 2004, Huang 2005, Lu 2004, Song 1999, Wang 2004,
Wang 2005). Two trials contained data from participants who
did not meet the diagnosis for depression (Chang-du 1994, Zhou
2007). One trial (Gallagher 2002) did not report on clinical out-
comes by group in a follow period to the Allen 1998 trial. No
relevant clinical outcomes were reported in the Agelink 2003 trial.
Further background information on these trials are presented in
the Characteristics of excluded studies.

Risk of bias in included studies

See Figure 1 and Figure 2 for a graphical summary of the risk
of bias assessments made by authors for the 30 included studies,
based on the six risk of bias domains.

Methodological quality graph: review authors’ judgements about each methodological quality

item presented as percentages across all included studies.
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Figure 2. Review authors’ judgements about each ’risk of bias’ domain for each included study.
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All trials were described as randomised.

Allocation

Using the Cochrane criteria which rates the adequacy of the ran-
dom allocation concealment, most of the trials were rated as un-
clear (n=16) or at a high risk of bias in two trials (Khang 2002,
Wang 2006. The allocation sequence was assessed as being at a
low risk of bias in 11 (30%) trials.

Sequence was computer generated in the Allen 1998, Ding 2003,
Duan 2008, Fan 2005, Fu 2008, He 2005, Li 2004, Shen 2005,
and Wenbin 2002 trials. The Zhuang 2004 trial used random
number tables. The Quah Smith 2005 trial used coin tossing and
lot drawing.

Allocation concealment was assessed as being at a low risk of bias
in six trials. Central randomisation was undertaken in the Allen
1998, Allen 2006 and Whiting 2008 trials. Fan 2005 and Fu 2008
reported concealment of the allocation using opaque envelopes.
Quah Smith 2005 used coded beans. The method of allocation

was not reported, or was assessed as unclear, for 24 trials.

Blinding

Blinding was assessed as being at low risk of bias in four tri-
als (13%) (Allen 2006, Eich 2000, Quah Smith 2005, Whiting
2008). Many of the comparisons in this review were of acupunc-
ture versus medication and could not be blinded. For those studies
comparing acupuncture with a sham control, we sought evidence
of verification of blinding of participants. The outcome assessors
were blind in 12 trials Allen 1998, Allen 2006, Duan 2008, Eich
2000, Fan 2005, Fu 2008, He 2007, Khang 2002, Quah Smith
2005, Roschke 2000, Whiting 2008, and Yan 2004.

Incomplete outcome data

Ouctome reporting was assessed as being at a low risk in the ma-
jority of trials 22 (73%) trials. Five trials were at high risk due to
drop out or in complete data (Allen 2006, Fan 2005, Fu 2008,
Quah Smith 2005, Whiting 2008), and reporting bias was unclear
in three trials (Dong 2007, Li 2004,Luo 1985).

Selective reporting

The risk of bias from selective reporting was rated as low as the
most important outcome measures were always presented and con-
sistent. The study protocol was not available for all studies. In
one studyShen 2005comes were assessed by clinical staff. The in-
strument was not reported but most likely the instrument used
to assess eligibility (Shen 2005). Data were not reported on all
outcomes used in the study by Li et al (Li 2007).

Other potential sources of bias

The risk of bias from other sources of bias was rated as low for
the majority of trials. An imbalance at randomisation was assessed
in eight trials (Allen 1998, Ding 2003, Fan 2005, Fu 2008, Luo
1988, Luo 1998, Whiting 2008, Xiujuan 1994).

Effects of interventions

Overall 30 trials contributed data to the meta analysis. The trials
contained a total of 2,812 participants. The results are presented
by manual acupuncture, electro-acupuncture, laser acupuncture
and for a population of patients with depression following a stroke
by mode of stimulation, and by comparison by control group
(medication type, sham acupuncture, wait list etc).

1) Manual acupuncture versus control

Efficacy outcomes were available from nine trials of acupuncture
compared with medication, and two trials reported respectively
on quality of life and adverse events. Medication was grouped by
the same class of drug.

1.1) Outcome: reduction in the severity of depression

(Figure 3, Analysis 1.1).
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Figure 3. Forest plot of comparison: | Manual acupuncture versus control, outcome: I.l1 Reduction in the
severity of depression.

Favours treatment Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight W, Random, 95% CI I, Random, 95% CI
1.1.1 Wait list control
Allen 1858 -11.7 7.3 B -1 1049 11 346% -0.54 [-1.56, 0.48]
Allen 2006 134 a5 24 19 76 52 B5.4% -0.78 [-1.27,-0.28] |
Subtotal (95% CI) | 63 100.0% -0.73[-1.18, -0.29] [ ]
Heterogeneity: Tau®= 0.00; Chi*= 017, df=1 (P = 0.68); F= 0%
Testfor overall effect: Z= 3.24 (P = 0.001)
1.1.2 Sham acupuncture {invasive)
Fan 20045 1652 713 14 2037 629 25 GB4.4% -0.57 [1.24,0.10]
Whiting 2008 213 105 13 135 116 4 356% 0.69[-0.46,1.54]
Subtotal (95% CI) 27 20 100.0% -0.03 [-1.26, 1.19]
Heterogeneity: Tau®= 057, Chi®=3.45, df=1 (F=0.06), F=T7T1%
Test for overall effect: 2= 0.05 (P = 0.96)
1.1.3 Non specific acupuncture
Allen 1858 -11.7 7.3 B 29 74 11 327% -1.08[-2.16,-0.01] —
Allen 2006 134 a5 248 119 77 43 B7.3% 0.22[-0.26,0.71] :
Subtotal (95% CI) | 60 100.0% -0.34 [-1.61, 0.93]
Heterogeneity: Tau®= 067, ChiF=4.71, df=1 (F=0.03); F=749%
Testfor overall effect: Z=0.92 (P = 0.60)
1.1.4 Amitriptyine
Hiujuan 1984 155 B.74 0 128 937 21 100.0% 0.33[-0.29, 0.94] !
Subtotal (95% CI) 20 21 100.0% 0.33[-0.29, 0.94] 1
Heterogeneity: Not applicable
Testfor overall effect: Z=1.03 (P = 0.30)
1.1.555R]
Fan 20045 1652 713 14 1548 6.01 25 292% 016 [-0.50,0.81]
Li 2004 158 6.1 49 1572 584 25 3AT% 0.01 [-0.47,0.49] I
Wenhin 2002 78 7.3 3z 87 649 0 3/\1% -0.17 [0.67,0.33]
Subtotal (95% CI) 05 80 100.0% -0.02 [-0.33, 0.28] [
Heterogeneity: Tau®= 0.00; ChiF=0.63, df=2 (P=0.73); F= 0%
Test for overall effect Z=015 {F = 0.88)
1.1.6 Sertraline, venlafaxineimirtazepine plus acupuncture
Wang 2006 7O 3499 23 13.05 536 22 100.0% -1.06 [-1.69,-0.43] !
Subtotal (95% CI) 22 100.0% -1.06 [-1.69, -0.43]
Heterogeneity: Mot applicable
Test for overall effect: Z=3.31 (P = 0.0003)

1.1.1) Wait list control

Two trials (94 participants) compared acupuncture with a wait
list control. There was evidence of a reduction in the severity of
depression for participants in the acupuncture group (SMD -0.73,
95%CI -1.18, -0.29) (I** 0%).

1.1.2) Sham acupuncture

Two trials (56 participants) found no evidence of a reduction in
the severity of depression between groups (SMD -0.03, 95%CI -
1.26, 1.19) (I>=71%). There was significant heterogeneity, clini-

40 -5 0 5
Favours treatment Fawvours contral

cally different points were used and the treatment frequency varied
markedly between trials.

1.1.3) Non-specific acupuncture

Two trials (94 participants) found no evidence of a reduction in
the severity of depression between groups (SMD -0.34, 95%CI -
1.61, 0.93) (I1°=79%). Athough the study protocols of these two
studies were similar, there was heterogeneity in the methods with
a greater risk of bias in the Allen 2006 trial, although the sample
size was larger.
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1.1.4) Amitriptyline

One trial of 41 participants compared acupuncture with amitripty-
line. There was no evidence of a difference between acupuncture

and amitriptyline (SMD 0.33, 95% CI -0.29, 0.94).

1.1.5) SSRI

Three trials (175 participants) compared acupuncture with flu-
oxetine, or Prozac, all given within the therapeutic range. There
was no evidence of a difference in the reduction in the severity of
depression between acupuncture and SSRIs (SMD -0.02, 95%CI
-0.33, 0.28).

1.1.6) Sertraline, venlafaxine/mirtazepine

One trial (45 participants) compared acupuncture plus sertraline,
venlafaxine/mirtazepine to a combination of sertraline, venlafax-
ine/mirtazepine alone. There was evidence of a reduction in the
severity of depression for participants in the acupuncture plus

medication group (SMD -1.06, 95%CI -1.69, -0.43).

B) Outcome: improvement in depression

(see Figure 4, Analysis 1.2)
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Figure 4. Forest plot of comparison: | Manual acupuncture versus control, outcome: 1.2 Improvement in

depression.

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup Bvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.2.1 Wait list control
Allen 19498 3 f 2 11 3058% 275062, 12.17] = 4
Allen 2006 f 25 ] A2 BY.5% 1.39[0.55, 3.47] —i—
Suhtotal (95% CI) 3 63 100.0% 1.67 [0.77, 3.65] st
Total events g 1
Heterogeneity: Tau®=0.00; Chi*=0489 df=1 {F=044); F=0%
Test for overall effect Z2=1.29(F=0.20)
1.2.2 Sham acupuncture {invasive)
Eich 2000 "2 4 28 100.0% 3.67 [1.36, 9.91] i
Subtotal (95% CI) 21 28 100.0% 3.67 [1.36, 9.91]
Total events 11 4
Heterogeneity: Mot applicahle
Testfor overall effect £= 256 (F=0.01)
1.2.3 Non specific acupuncture
Allen 19498 2 g 1 11 16.3% 367 [0.41, 32.549] *
Allen 2006 A 25 18 49 83T% 052022 1.23] —.——
Subtotal (95% CI) )| 60 100.0% 1.05 [D.17, 6.69] e e
Total events 7 20

Heterogeneity: Tau®=1.21; Chi*= 2 68 df=1 {P=010); F=63%
Testfor overall effect, £=0.05 (F = 0.96)

1.2.4 Amitriptyline
Hiujuan 1994 4 22 1 24 100.0% 4,36 [0.53, 36.12) l *
Subtotal (95% CI) 22 24 100.0% 4,36 [0.53, 36.12] —

Total events 4 1

Heterogeneity: Mot applicahble
Testfar overall effect =137 (F=017)

1.2.5 55R]

Fan 2005 25 28 22 25 321% 1.01 [0.84,1.23] .

He 2005 ar a6 46 86 29.5% 1.24 [0.87,1.54] ri—

Li 2004 44 49 16 25 26.A5% 1.40[1.03, 1.91] Bl
Wienbin 2002 12 3z ] . 11.9% 1.25[0.62, 2.53] N
Subtotal (95% CI) 195 166 100.0% 1.18[0.99, 1.40] !.
Total events 138 93

Heterageneity: Tauw=0.01; Chi*=438 dfi=3{F=023); F=31%
Test for overall effect Z2=1.82 (F=0.07%)

1.2.6 Acupuncture plus mianserin

Roschke 2000 4 22 1 24 100.0% 4.361[0.53, 36.12) l *
Subtotal (95% CI) 22 24 100.0% 4,36 [0.53, 36.12] ——
Total events 4 1

Heterogeneity: Mot applicahle
Testfor overall effect £=1.37 (F=0.17)

[ | 1 1
010z 0.4 2 a4 10
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1.2.1) Wait list control

Two trials (94 participants) found no evidence of an improvement
in depression between groups (RR 1.67, 95% CI 0.77, 3.65,) (I
2-0%).

1.2.2) Sham acupuncture

One trial (49 participants) found acupuncture improved depres-
sion compared with sham acupuncture (RR 3.67, 95%CI 1.36,
9.91).

1.2.3) Non specific acupuncture
Two trials (91 participants) found no evidence of an improvement

in depression between groups (RR 1.05, 95% CI 0.17, 6.69) (2=
63%).

1.2.4) Amitriptyline

One trial (46 participants) found no evidence of an improvement
in depression from acupuncture compared with amitriptyline (RR

4.36, 95% CI 0.53, 36.12).

1.2.5) SSRI

There was no evidence of an improvement in depression for par-
ticipants receiving acupuncture compared with medication, four
trials (361 participants), RR 1.18, 95% CI 0.99, 1.40). There was

some evidence of statistical heterogeneity (12=31%).

1.2.6) Acupuncture plus mianserin

Onne trial (46 participants) found no evidence of an improvement
in depression from acupuncture plus mianserin compared with

mianserin (RR 4.36, 95% CI 0.53, 36.12).

C) Outcome: Quality of life-sleep
(Analysis 1.3)

1.3.1 Sertraline, venlafaxine/mirtazepine

One trial (45 participants) of sertraline venlafaxine or mir-
tazepine plus acupuncture compared with medication alone found
acupuncture improved sleep compared with medication (MD-

4.62 95%CI -6.93, -2.31).

D) Outcome: Quality of life-emotional

(Analysis 1.4).

One trial (17 participants) found no evidence of an improvement
in quality of life emotional domain MD -0.50, 95%CI -36.47,
26.47).

E) Outcome: Adverse events

(see Analysis 1.5).
One trial (17 participants) reported on adverse events. There was
no evidence of a difference in the occurrence of adverse events

between groups (RR 2.50, 95%CI 0.15, 40.37).

2) Electro- acupuncture versus control

Efficacy outcomes on depression were available from ten trials of
acupuncture compared with medication. No other outcomes were
reported. Medication was grouped by the same class of drug.

A) Outcome Reduction in the severity of depression

(see Figure 5, Analysis 2.1).
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Figure 5. Forest plot of comparison: 2 Electro-acupuncture versus control, outcome: 2.1 Reduction in the
severity of depression.

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean 5D Total Weight IV, Random, 95% Cl I, Random, 95% CI1
2.1.1 Amitriptyline
khang 2002 96 33 26 52 43 26 12.8% 010 [-0.44, 0.65]
Luc 1985 128 1048 27 142 83 20 11.8% -0.14 [-0.72,0.44]
Luc 1988 83 807 133 104 114 108 2BE% -0.22 [-0.47,0.04]
Lug 1998 123 233 18 98 23 5 45% 1.00[-0.04, 2.04] ™
an 2004 1284 a4 18 1421 3.87 11 8.0% -0.27 [-1.02,0.48] -
Fhang 2003 143 34 M0 153 32 250 341% -0.30 -0.49,-0.132] L
Subtotal (95% Cl) 433 420 100.0% -0.17 [-0.37, 0.04] f

Heterogeneity: Tau*=0.02; Chi*=7.47, df=5(F=019); F= 33%
Test for averall effect £2=1.59 P =011}

2.1.2 SSRI

Han 2002 11.73 613 30 9.89 6 3 91T% 0.30[-0.21,0.80]
Li 2007 1322 B.32 32 1429 B39 24 48.3% -0.17 [-0.70, 0.36]
Subtotal (95% Cl) 62 99 100.0% 0.07 [-0.38, 0.53]

Heterogeneity: Tau®* = 0.04; Chi*=1.585,df =1 (F=0.21); F= 36%
Testfor averall effect Z=0.32 (P =0.79)

2.1.3 Electro-acupuncture plus SSRI

Zhang 2007 7232 22 3.8 41
Subtotal (95% Cl) 22

Heterogeneity: Mot applicahle
Test for averall effect 2= 219 (P =0.03)

2.1.1) Amitriptyline

Six trials (853 participants) found no evidence of a reduction in
the severity of depression between groups (SMD-0.17, 95% CI-
0.37, 0.04). There was some statistical heterogeneity 1=33%, and
clinical heterogeneity evident with use of standardised and few
acupuncture points, to more comprehensive treatments involving
points described in semi-structured treatment protocols.

2.1.2) SSRI

Two trials (117 participants) found no evidence of a reduction in
the severity of depression between electro-acupuncture and SSRI

20 100.0%
20 100.0%

-0.F0 F1.32,-0.07]
-0.70[-1.32, -0.07]

A0 -5 0 5 10
Favours treatment  Favours contral

(SMD 0.07, 95%CI -0.38, 0.53) 12=36%).

2.1.3) Electro-acupuncture plus SSRI

One small trial (42 participants) found a reduction in the severity
of depression in the electro-acupuncture plus medication group
compared with medication alone (SMD 0.70, 95% CI -1.32, -
0.07).

B) Outcome: Improvement in depression

(see Figure 6, Analysis 2.2).
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Figure 6. Forest plot of comparison: 2 Electro-acupuncture versus control, outcome: 2.2 Improvement in

depression.

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.2.1 Amitriptyline
Khang 2002 16 26 17 26 9.7% 0.94 [0.62,1.42] "
Luo 1885 12 27 4] 20 2.8% 148067, 3.27] I e —
Luo 1988 72 133 50 108 21.8% 1.17[0.890,1.51] T
fan 2004 14 19 7 11 6.3% 1.16[0.69, 1.95] -
Zhang 2003 150 210 189 250 59.4% 0.94 [0.85, 1.06] ,
Subtotal (95% Cl) 15 415 100.0% 0.99 [0.90, 1.09]
Total events 264 269

Heterageneity: Tau®= 0.00; Chi*=4.00, df=4 (P=0.41) F= 0%

Test far overall effect: Z=0.27 (P =0.749)

2.2.2 SSRI

Duan 2008 19 23 ] 12 52.8%
Li 2007 23 32 14 24 4A71%
Subtotal (95% Cl) 55 36 100.0%
Total events 47 23

Heterogeneity; Tau®=0.00, Chi#F= 017, df=1 (F=0.68), F= 0%

Test for overall effect: £=1.06 (P = 0.249)

2.2.3 Electro-acupuncture plus medication

Duan 2008 22 24 ] 11 7%
Zhang 2007 16 22 g 20 22.9%
Subtotal (95% Cl) 46 31 100.0%
Total events K] 17

Heterageneity: Tau®=0.11; Chi*= 2.84, df=1 (P = 0.08); F= 65%

Test for overall effect; £=1.09 {F = 0.28)

2.2.1) Amitriptyline

Five trials (830 participants) found no evidence of an improvement
in depression between groups (RR 0.99, 95% CI 0.90, 1.09) (I
2-0%). Two trials may have used sub optimal doses (Luo 1985,
Zhang 2003).

2.2.2) SSRI

Two trials (91 participants) found no evidence of an improvement
in depression between groups (RR 1.16, 95%CI 0.88,1.53) (I*=
0%).

2.2.3) Electro-acupuncture plus medication

Two trials (77 participants) found no evidence of an improvement
in depression between groups (RR 1.36, 95%CI 0.78, 2.35).

C) Outcome: Adverse events

Limited data were reported on adverse effects. Han 2002 reported
on adverse effects for the acupuncture group only, these included

1.10([0.786, 1.61]
1.23[0.82,1.84]
1.16 [0.88, 1.53]

1.12[0.83,1.54]
1.82[1.00,3.30]
1.36 [0.78, 2.35]

010z 05 2 5 10
Fawours control  Favours treatment

sleep disturbances 10%, headaches 7% and tiredness 7%. Adverse
effects relating to dry mouth, constipation, heartburn, sleepiness
and headaches were reported by the medicated group, although
data were not presented. Luo 1988 reported that adverse effects
in the amitriptyline group were significantly greater than in the
acupuncture group. Luo 1998 reported 138 adverse events in the
acupuncture group, with headaches (n=26), palpitations (n=16)
and dryness of the mouth (n=16) the most common adverse effects.
In the medicated group, 342 participants reported slight adverse
effects, with palpitations (n=43), dryness of the mouth (n=42),
and physical tiredness (n=38) most commonly reported.

3) Laser acupuncture versus control

A: Outcome reduction in the severity of depression

(Analysis 3.1).
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One trial (26 participants) found an improvement in the severity of
depression for laser acupuncture compared with the sham control

(MD -7.30, 95%CI -12.68, -1.92).

B: Outcome: Improvement in depression

(Analysis 3.2).
One trial (26 participants) found no evidence of an improvement

in depression between groups (RR 2.0, 95%CI 0.66, 6.08).

4) Manual acupuncture versus control for participants
with depression as a co-morbidity.

Efficacy outcomes were available from five trials of acupuncture
compared with medication. No other outcomes were reported.

Medication was grouped by the same class of drug.

A) Outcome reduction in the severity of depression

(see Figure 7, Analysis 4.1).

Figure 7. Forest plot of comparison: 4 Manual acupuncture versus control for stroke patients, outcome: 4.1
Reduction in the severity of depression.

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% ClI
4.1.1 Standard care
Cheng 2007 17.82 B.25 18 2748 648 21 100.0% -1.49[-219,-0.78] ,
Subtotal (95% Cl) 19 21 100.0% -1.40[-2.19, 0.78]
Heterogeneity: Mot applicable
Testfor overall effect Z=4.11 (P = 0.0001)
4.1.2 SSRI
Ding 2003 1631 2.3 30 1672 324 30 45.1% -0.14 [-0.65, 0.36]
He 2005 10158 302 86 1236 315 86 548% -0.71 [-1.02,-0.40] .J
Subtotal (95% Cl) 16 116 100.0% -0.47 [-1.02, 0.09]

Heterogeneity: Tau®= 0.12; Chi®= 3.54, df=1 (F = 0.06);, F=72%
Testfor overall effect Z=1.65 (P=010)

4.1.3 Amitriptyline

He 2007 A46 291 180 875 268 B 100.0% -1.15[-1.44,-0.87] !

Subtotal (95% Cl) 180 ¥6 100.0% -1.15[-1.44, -0.87]

Heterogeneity: Mot applicable

Test for averall effect = 7.89 (P = 0.00001)
I } } |
-10 -5 0 A 10

4.1.1 Standard care

One trial 40 participants found a reduction in the severity of de-

pression for participants receiving manual acupuncture compared

with standard care (SMD -1.49, 95%CI -1.49, -0.78).

4.1.2 SSRI

Two trials (232 participants) found a reduction in the severity of
depression for participants receiving manual acupuncture com-
pared with SSRIs (SMD -0.47, 95%CI -1.02, 0.09) (I*=72%).

There was statistical heterogeneity and clinical heterogeneity with

Favours treatment  Favours control

the frequency of acupuncture sessions ranging from 30-48, and
use of a standardised and semi-standardised treatment.

4.1.3 Amitriptyline

One trial (256 participants) found evidence of a reduction in the
severity of acupuncture compared with amitriptyline (SMD -1.15,
95% CI -1.44, -0.87).

B) Outcome: Improvement in depression

(see Figure 8, Analysis 4.2 )
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Figure 8. Forest plot of comparison: 4 Manual acupuncture versus control for stroke patients, outcome: 4.2
Improvement in depression.

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
4.2.1 SSRI
Ding 2003 16 30 4 30 10.3% 4.00[1.51,10.57] — e+
He 2005 a7 a6 46 86 85.4% 1.24 [0.97,1.59] il
Fhuang 2004 24 32 14 30 34.2% 1.61[1.04, 2.47] —
Subtotal (95% Cl) 148 146 100.0% 1.66 [1.03, 2.68] -l
Total events a7 i)

Heterogeneity: Tau®*=0.11, ChiF=6.23, df= 2 (P = 0.04), F= 68%
Test for overall effect: £=2.07 (P =0.04)

4.2.2 Amitriptyline

He 2007 104 180 41 7B 83.5% 1.07 [0.84, 1.36] t
Shen 2005 104 180 il TE  46.5% 1.4211.05,1.81] ——
Subtotal (95% Cl) 360 152 100.0% 1.21[0.92, 1.60]

Total events 208 7

Heterageneity: Tau®= 0.02; Chi*= 2.07, df=1 (P=0.158); F=52%
Testfor overall effect £Z=1.39{F=017)
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4.2.1 SSRI 5) Electro-acupuncture versus control for participants

Three trials (294 participants) found evidence of an improvement  with depression as a co-morbidity
in depression for the acupuncture group compared with the SSRI

group (RR 1.66, 95%CI 1.03, 2.68).

Efficacy outcomes were available from two trials of electro-
acupuncture compared with medication or standard care. One
trial reported on quality of life outcomes.

4.2.2 Amitriptyline

Two trials (512 participants) found no evidence of an improve-
ment in depression between electro-acupuncture and amitripty- A) Outcome: reduction in the severity of depression

line (RR 1.2, 95%CI 0.92, 1.60). (see Figure 9, Analysis 5.1)

Figure 9. Forest plot of comparison: 5 Electro-acupuncture versus control for stroke patients, outcome: 5.1
Reduction in the severity of depression.

Experimental Control Mean Difference Mean Difference
Studhy or Subgroup  Mean  SD Total Mean SD Total Weight I, Random, 95% CI IV, Random, 95% C1
5.1.1 Standard care
Tang 2003k 11 3 30 149 a 30 100.0% -8.00[-11.06,-4.94]
Subtotal (95% Cl) o 30 100.0% -8.00 [-11.06, -4.94]

Heterogeneity: Mot applicable
Testfor averall effect Z=513 (P = 0.00001)

5.1.2 SSRI
Dong 2007 978 291 19 1412 375 20 100.0%  -4.34 [6.44,-2.24] t
Subtotal (95% CI) 19 20 100.0% -4.34[6.44, -2.24]

Heterogeneity: Mot applicable
Testfor averall effect Z=4.05 (P = 0.0001)
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5.1.1 Standard care

One trial (60 participants) found evidence of a reduction in the
severity of depression from electro-acupuncture compared with

standard care (-8.00, 95% CI -11.06, -4.94).

5.1.2 SSRI

One trial (39 participants) found evidence of a reduction in the
severity of depression from electro-acupuncture compared with

SSRI (SMD -4.34, 95% CI -6.44, -2.24).

B) Outcome: Improvement in depression

(see Figure 10, Analysis 5.2)

Figure 10. Forest plot of comparison: 5 Electro-acupuncture versus control for stroke patients, outcome:
5.2 Improvement in depression.

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
5.2.1 SSRI
Dong 2007 22 38 14 34 1000% 1.41[0.87, 2.28] —t
Subtotal (95% CI) 38 34 100.0% 1.41[0.87, 2.28]
Total events 22 14

Heterogeneity: Mot applicable
Testfor overall effect Z=1.38(F=017)

One trial 36 participants found no evidence of an improvement

in depression between groups (RR 1.41, 95% CI 0.87, 2.28).

C) Outcome: quality of life
(Analysis 5.3)

One trial (60 participants) reported on the social domain for a
quality of life assessment. There was no evidence of a difference

between groups (MD 0.96, 95%-1.51, 3.43).

Comments on heterogeneity

Overall the acupuncture trials were clinically heterogenous. Electro
acupuncture treatment duration ranged from three to six weeks,
with treatment administered five to six days per week. Six trials
stimulated local points only to treat depression, compared with
three trials that used a combination of local points and additional
points based on pattern differentiation (Duan 2008, Khang 2002,
Zhang 2003). Manual acupuncture trials were equally diverse,
treatment duration ranged from five to 12 weeks, and acupunc-
ture was administered from twice a week to every day. In the com-

0102 05 2 £ 10
Favours control  Fawours treatment

parison of manual acupuncture versus SSRI three of the acupunc-
ture trials used standardised treatments, whilst one trial (Wenbin
2002) used a semi-standardised treatment. In this comparison the
timing of the outcome measurement varied between two and four
months and this may influence the effect size. Grouping of med-
ication into class of drugs has reduced the heterogeneity of the
trials involving comparison with medications. Sample size ranged

from 17-460.

Sensitivity analysis

We proposed to undertake a sensitivity analyses on results to look
at the possible contribution of: (1) differences in methodological
quality on the robustness of the results, for example, excluding tri-
als with unclear concealment of random allocation, or (2) exclud-
ing trials of drop out greater than 20%.These analyses were not
performed because only six trials were at low risk due to adequate
concealment (Allen 1998, Allen 2006, Fan 2005, Fu 2008, Quah
Smith 2005, Whiting 2008) and little useful information would
have been obtained. Only two trials reported drop out of greater
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than 20% (Allen 2006 and Whiting 2008) but were within a sin-
gle or comparison of two trials and little additional information
would have been obtained.

Subgroup analyses

The diversity in acupuncture practised within the trials included
within this study obviated subgroup analysis by mode of stimula-
tion category (i.e. manual acupuncture, and electro-acupuncture).
Other subgroup analyses we planned (to explore the effects of
treatment in people with different diagnoses (for example, major
depression and dysthymia), and in people of different ages (<65
years and > 65 years)) were also not possible due to paucity of data.

DISCUSSION

Summary of main results

Thirty trials with 2,812 participants were included in the meta-
analysis. There was wide diversity in the acupuncture interventions
and comparator groups used in the evaluation of acupuncture to
treat depression.

A number of single trials reported significant findings. In two
small trials manual acupuncture reduced the severity of depression
compared with a wait list control (WMD -0.73 95% CI -1.18,
-0.29), however one of these trials had a high risk of bias. One
trial of acupuncture compared with sham acupuncture found a
reduction in depression (RR 3.67, 95%ClI 1.36, 9.91). One small
trial found a reduction in the severity of depression from laser
acupuncture compared with sham laser but had a high risk of bias
due to attrition. Two trials where acupuncture was used in combi-
nation with standard medication suggest some benefit with reduc-
ing symptoms of depression. One small trial of manual acupunc-
ture plus sertraline, and/or venlafaxine/mirtazepine versus medi-
cation found a reduction in the severity of depression (SMD -1.06,
95%CI -1.69, -0.43). One small trial of electro-acupuncture plus
SSRI compared with SSRI alone found a reduction in the severity
of depression compared with medication alone (SMD -0.70, 95%
-1.32, -0.07). The majority of trials comparing manual or electro
acupuncture with medication found no evidence of a difference
between groups with reducing symptoms of depression. Acupunc-
ture appeared to perform as well as medication with reducing the
severity of depression. Overall, given the small numbers of trials
and participants studied there is currently insufficient evidence
that acupuncture was more effective than sham acupuncture, or
non specific acupuncture.

Participants with depression following a stroke were included as
separate comparison within the review. Eight trials with 935 par-
ticipants were included in the meta-analysis. There was evidence
that acupuncture may benefit this sub clinical group of partici-
pants. Three trials (94 participants) found an improvement in de-

pression for participants receiving manual acupuncture compared
with SSRIs (RR 1.66, 95%CI 1.03, 2.68).

Although the comparisons between acupuncture and the control
groups are not consistent in their findings, for those comparisons
suggesting an effect from acupuncture, the potential for bias exists.
Sources of bias have been highlighted throughout the review but
the role of participants’ expectations and their often unblinded
status may also play a role.

The majority of included studies did not report on outcomes other
than depression, and a small number of trials suggest there were no
serious adverse events found in the review. Only a small number of
trials were included for each per comparison. This limits the power
of the review to detect meaningful differences between groups and
analyses suggesting a benefit should be interpreted with caution.

Overall completeness and applicability of
evidence

There are many styles of acupuncture, including individualised tra-
ditional Chinese medicine as illustrated by two trials (Allen 1998,
Allen 20006), and those using standardised acupuncture points as
used in the majority of trials in this review. The systematic review
documented wide variation in the mode of stimulation, duration
of needling, number of points used, depth of needling and dura-
tion of the trial. There was also diversity in the clinical settings
from which participants were recruited, and the inclusion and ex-
clusion criteria used. The majority of included trials were from
China, with individual studies from Australia, Germany, United
Kingdom, and United States. The trials from China largely re-
cruited participants from an inpatient setting, whilst studies out-
side of China recruited participants from primary health care and
community settings. It is unclear how representative the treatment
protocols used in the research are generalisable to acupuncture as
it is usually practiced. There was insufficient reporting of the ra-
tionale of the acupuncture used in the research setting. The vari-
ation may also reflect the context in which acupuncture is prac-
ticed. There is no evidence to suggest that manual, electro or laser
acupuncture is more effective.

In a meta-analyses of clinical trials of anti-depressant medication
in particular the new generation anti-depressants, treatment effects
have been shown to be clinically significant only with extremely
depressed patients (Kirsch 2008), and the pattern of treatment re-
sponse has been attributed to a decrease in the response to placebo
rather than an increase in the response to medication. A recent
systematic review and meta-analysis confirmed that the placebo
response in MDD is large regardless of the intervention (Brunoni
2009). Acupuncture has been described as a complex intervention
and some of the components of the effect of treatment may also
be associated with placebo effects.

It should also be noted that in the primary studies of compar-
isons between acupuncture and medication none of these studies
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reported the purpose of the research was to examine equivalence
or non-inferiority, or superiority.

Quality of the evidence

The quality of the evidence has improved since the initial review
was undertaken. However, the risk of bias table (Figure 1, Figure
2) demonstrates that, overall, acupuncture has not been subjected
to consistently rigorous scientific study. The quality of reporting
in general was poor with only a few authors detailing the method
of randomisation, allocation concealment, and level of blinding.
The chief investigators of most studies were contacted to provide
additional methodological and statistical information; however,
only a few responses were obtained.

No one trial was rated at a low risk of bias on all domains, and
six (20%) trials were at a low risk of bias based on allocation
concealment. Rates of follow up were high in the majority of
trials, with only a small number of trials reporting a small loss of
participants. For many studies the lack of blinding in relation to
outcome assessment, or inadequate blinding of participants may
have introduced a source of bias. Only four trials (13%) were at
low risk of bias on this domain (this domain is problematic for
acupuncture trials). A source of bias may also have arisen from the
use of the poorly defined criteria for the outcome “improvement
in depression”.

The quality of evidence was affected by unexplained heterogene-
ity in some comparisons arising from the both the heterogeneity
of the clinical interventions and study designs. The small num-
ber of studies within comparisons, and lack of high quality trials
prevented further investigation of the heterogeneity and the im-
pact on treatment effects. Overall, trials reported on one or two
clinical outcomes only, and data on adverse effects, acceprability
of the intervention and quality of life measures were scarce. The
majority of studies were inadequately reported and the extent of
bias was unknown. Design and reporting of trials should meet the
contemporary standards of the CONSORT statement (Boutron
2008) and the STRICTA recommendations (MacPherson 2001).
For comparisons showing a benefit from acupuncture the effect

size was precise due to the narrow confidence intervals.

Potential biases in the review process

We attempted to minimise publication bias, although our search
was comprehensive and we included studies identified in languages
other than English, we cannot rule out the possibility that some
studies have been missed. We are also aware that publication bias
is a possibility, since this review did not include trials from China
showing a negative treatment effect.

The variation in the duration, frequency, selection of acupuncture
points suggests that the acupuncture may not have been thera-
peutically effective. For those trials involving comparisons with

medication, no data was reported on compliance, therefore it is
unclear if these study groups could have been affected by sub-op-
timal doses of medication.

Agreements and disagreements with other
studies or reviews

There are three other systematic reviews of acupuncture to treat de-
pression (Wang 2008, Leo 2007 and Mukaino 2005). Our review
identified and included a greater number of trials compared with
the other three which included between seven and nine trials. Our
findings are similar to the (Mukaino 2005) review with respect to
comparisons of acupuncture to sham and a wait list control. Our
findings cover a broader range of comparisons than those of the
more recent reviews (Wang 2008 and Leo 2007) which combined
all modes of acupuncture stimulation in their meta-analysis and

excluded comparisons with medication.

AUTHORS’ CONCLUSIONS

Implications for practice

It is premature to draw any conclusions for practice. There are
insufficient data to demonstrate whether acupuncture is more ef-
fective than non-specific or sham acupuncture control, a wait list
control, or whether there is a additive benefit from acupuncture
when used in combination with standard medication. However,
the risk of bias was high in the majority of trials and recommen-
dations for practice cannot be made until further high quality re-
search has been undertaken.

Implications for research

Further randomised controlled trials are required to evaluate the
effectiveness of acupuncture in the treatment of depression. All
future randomised trials must be adequately powered and should
consider other outcome measures as described in this review, in
addition to clinical outcomes. Greater attention should be given
to methodological design including randomisation, blinding of
practitioners (where appropriate), outcome assessors and analysts.
Attention needs to be given to the design of the treatment rationale,
and the context of the treatment used in a research setting. There
is also a need to improve the quality of reporting of future trials.

Future studies may need to consider the use of comparative de-
signs using medication or structured psychotherapies (cognitive
behavioural therapy, psychotherapy, counselling) or standard care,
due to the ethics of administering this intervention to this study
population. Future studies should also give consideration to in-
cluding long-term evaluation of effectiveness and adverse effects
of acupuncture.
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CHARACTERISTICS OF STUDIES

Characteristics of included studies /[ordered by study ID]

Allen 1998

Methods Single blind randomised controlled trial of acupuncture, non specific acupuncture and
a wait list control.

Participants Thirty eight women aged 18 to 45 were recruited in the United States. Inclusion criteria
were major depression as described by DSM IV. Exclusion criteria: dysthymia or chronic
depression, history of psychosis or mania, substance abuse, current treatment, endocrine
abnormalities, history of central nervous system lesions or any medical condition causing
depression, pregnancy, suicide potential.

Interventions Women were randomly allocated to acupuncture, non specific acupuncture and a wait
list control for eight weeks. The wait list control received acupuncture at eight weeks. The
eight week intervention involved two sessions a week for the first four weeks, followed
by one session a week thereafter.

Outcomes Participants completed the Hamilton Rating Scale for Depression (HRSD), and Beck
Depression Inventory at baseline, 8 and 16 weeks.

Notes A power calculation was not reported.

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Yes Randomisation was computer generated.

Allocation concealment? Yes Randomisation was undertaken centrally

Blinding? No The participants in the two acupunc-

All outcomes

ture groups, therapist and outcome asses-
sor were blind. It remains possible that
the acupuncture therapists developed some
awareness between the treatments). It was
unclear if the analyst was blind.

Incomplete outcome data addressed?

All outcomes

Yes Five women dropped out (13%), 2
from acupuncture group, 2 non specific

acupuncture and one in wait list control

Free of selective reporting?

Yes Study protocol unavailable but published

report includes all expected outcomes.

Free of other bias?

Unclear Insufficient information presented to ex-
amine other sources of bias for example im-
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Allen 1998 (Continued)

balance at randomisation.

Allen 2006

Methods

Single blind randomised controlled trial of acupuncture, non specific acupuncture and
a wait list control.

Participants

157 participants from the United States were recruited to the trial from the community.
Participants were male and female aged 18-65 years, meeting the DSM-IV criteria for
major depressive disorder (MDD), and had a score of greater than 14 on the Hamilton
Rating Scale for Depression. Exclusion criteria included: dysthymia or a chronic MDD
over greater than 2 years, seasonal pattern, current axis 1 diagnosis besides MDD or axis
II cluster B disorder, history of psychosis or mania, substance abuse or dependence within
last 4 months, current relevant treatment, endocrine abnormalities, history of CNS
involvement (seizures), medical condition believed to cause depression, active suicidal
risk, pregnancy.

Interventions

Participants were randomised to three groups. The acupuncture group received indi-
vidualised TCM treatment. Point selection used unilateral and bilateral points, 10-16
needles were used, the depth of needle insertion was based according to TCM prin-
ciples, de gi sensation was obtained, needles were retained for 20 minutes. Treatment
was administered twice a week for 4 weeks, followed by once per week for 4 weeks. No
co-interventions were allowed. The acupuncture practitioners were NCCAOM board
certified acupuncturists with a minimum of 4 years and in practice for 5 years.

The control group consisted of an active comparator involving non specific acupuncture.
Valid acupuncture points were used but not designed to treat depression. Points needled
as above. Secondly, a wait list control was used.

Outcomes

All patients completed the Becks Depression Inventory at weekly intervals. Blinded

outcome assessors used the Hamilton Rating scale at four weekly intervals.

Notes

Risk of bias

Item

Authors’ judgement Description

Adequate sequence generation?

Unclear Method of generating randomisation
schedule was not reported.

Allocation concealment?

Yes The schedule was devised by the first au-
thor, and was only made available on com-

pletion of the assessments

Blinding?

All outcomes

Yes The participants and outcome assessors
were blind to study group. The treating
acupuncturists were blind to the study hy-
pothesis. The nonspecific intervention in-
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Allen 2006 (Continued)

volved valid acupuncture points, and ther-
apists administering acupuncture in this
group would perceive they were provid-
ing a valid treatment. Therapists expecta-
tions was assessed, the blinding strategy
suggests the acupuncturists may have de-
veloped some awareness, but there was no
evidence this influenced the clinical out-
come.

Incomplete outcome data addressed?

All outcomes

No Six participants (3.8%) were post ran-
domisation exclusions. Valid intention to
treat sample acupuncture=50, non spe-
cific acupuncture n=49, wait list control
n=52. Twenty (13%) participants termi-
nated treatment before completion of the
intervention, but not differently between
groups. A further 42 (28%) participants

terminated treatment prior to 16 weeks.

Free of selective reporting?

Yes Study protocol unavailable but published

report includes all expected outcomes.

Free of other bias?

Yes No imbalances at randomisation. The
study appears free of other sources of bias.

Cheng 2007

Methods

Randomised controlled trial of abdominal acupuncture compared with electro-acupunc-
ture and standard care.

Participants

Sixty participants who were inpatients at the Department of Neurology at the First
Hospital Affiliated to Changchun China were recruited to the trial. Participants were
aged 60-85 years, with a cerebral infarction or cerebral haemorrhage. Depression was
diagnosed using the CCMD and DSM II. Other inclusion criteria were; no history of
depression, or abuse of medication, or alcohol and no known allergies to medications,
no severe heart, lung, liver or kidney disease, and no loss of speech. Exclusion criteria
included; history of mental disorders, in the last 2 weeks have been taking antidepressants,
severe depression HAMD >35, allergic to alcohol or medications, cardiovascular, cerebral,
liver, kidney or blood pathology conditions, patients who do no meet the inclusion
criteria or not taking the medication as advised or dropped out half way, fainting during
acupuncture, or infection of acupuncture points.

Interventions

The treatment group received abdominal acupuncture, with stimulation to acupuncture
points CV12 Zhong Wan, CV10 Xia Wan, CV6 Qi Hai, CV4 Guan Yuan, ST24 Hua
Rou Men (on both sides), ST26 Wai Ling, and Tai Heng. Acupuncture needles were
inserted perpendicular, and to a depth before the muscle layer. Needles were inserted
quickly, only twirling no lifting, de qi sensation was not obtained. Needles were left in
for 30 minutes, treatment was given every second day, a total of 21 treatments over 6
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Cheng 2007  (Continued)

weeks. Needles used were of the Hwato brand, manufactured in Suzhouby Tai xin san li
medical product company, H model, 0.35mmx40mm, 0.30x25mm, 0.30mm x 50mm.
The second group received electro acupuncture to points DU 20 Baihui, DU24 Shen
Ting, M-HN-3 Yintang, M-NH-1 Shishenchong, LIV 3 Taichong, and HT 7 Shenmen.
Baihui was needled 1 cun parallel to the skin, Shenting needled 0.5cum parallel to the
skin, Yintang needled 0.5 cun parallel to the skin, Shishenchong needled parallel to the
skin, Taichong perpendicular 0.5 to 1 cun, Shenmen was needled perpendicular 0.5 cum.
The electro acupuncture machine was connect to needles administered using a frequent
pulse frequency at 4 Hz and intermittent pulse at 20Hz. Positive pulse amplitude at
50V and negative pulse amplitude at 35V. During treatment patients should feel an
achy, numbness, a sensation of fullness or twitching of muscle. Needles were left in
for 30 minutes, treatment was given every second day, for 21 minutes over six weeks.
Electro machine model GD6805X, manufactured by Xia xi san yuan medical equipment
company was used.

The control was standard care for stroke rehabilitation.

Outcomes The Hamilton Rating Scale for Depression was used to evaluate outcomes at 2, 4 and

six weeks after the start of the study.

Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Unclear No details were provided on randomisa-
tion.

Allocation concealment? Unclear No information could be obtain from the
author.

Blinding? No The participant and therapist were not

All outcomes blind, it was unclear if the analysts and out-
come assessor were blind to group alloca-
tion.

Incomplete outcome data addressed? Yes There were no losses to follow up. Data was

All outcomes analysed on all participants.

Free of selective reporting? Yes No protocol published. All scales were re-
ported on in the paper and included addi-
tional scales measuring social disability.

Free of other bias? Yes There was no imbalance in randomisation

at baseline between groups. The study ap-
pears free of other study biases.
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Ding 2003

Methods Acupuncture versus standard medication (fluoxetine).

Participants Sixty two participants diagnosed with post stroke depression were recruited from the
Beijing Hospital of Integration of Chinese and Western Medicine. Participants were
diagnosed using the DSM-II-R and HAMD scale. No exclusion criteria were specified.

Interventions Acupuncture points on the Du meridian were needles including: DU 20 Baihui, DU
24 Shenting, DU 16 Feng fu. Additional points were used including : PC6 Neiguan(
both sides), LI4 Hegu(both sides), GB20 Feng chi (both sides). Needles of 30 gauge
needles, 1-1.5 cun long were used, and needled to a depth of 0.5-1 cun. Needles were
manipulation using reinforcing reducing method. Once de qi was obtained needles were
left in for 30 minutes. Four courses of treatment were given, with one course consisting
of acupuncture for 10 days. A 2-3 days break was made between courses.

The control group received medication including fluoxetine 20mg/d. for 60 days.

Outcomes HAMD score sheets were filled in by observers before treatment, 30 days into treatment
and 60 days into treatment. Two participants dropped out due to adverse effects.

Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Yes The randomisation schedule was computer

generated.

Allocation concealment? Unclear No information could be obtain from the

author.

Blinding? No The study participant and therapist were

All outcomes not blind and it was unclear if the outcome

assessor, and analyst were blind to the study
group.

Incomplete outcome data addressed? Yes Two participants (one from each group)

All outcomes were excluded post randomisation with no

details reported. Data was available on pri-
mary outcome for 60 participants

Free of selective reporting? Yes The study protocol was unavailable, but it

appears the main relevant outcomes are re-
ported.

Free of other bias? Unclear It was unclear if baseline characteristics

were comparable.
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Dong 2007

Methods

Three arm randomised controlled trial of electro acupuncture versus acupuncture versus

medication (fluoxetine), among participants with post stroke depression.

Participants

108 participants diagnosed with post stroke depression were recruited as either inpatients
or day patients from the Heilongjiang Provincial Academy of TCM Hospitial, China.
Participants were diagnosed with depression according to the DSM IV, CCMD-3 and
a HAMD score of >20. Exclusion criteria included a severe health condition, pregnant
or breast feeding, long term medicated, in the last 2 weeks have taken plasma 5 HT and
SSRI type medications together, not willing or not suitable to be participants in this
clinical trial, severely suicidal or behaviour that are not suitable to be medicated, and
organic mental disorder, depression caused by psychoactive substances or non addictive
medications.

Interventions

1. Electro acupuncture. Points stimulated included GB5 Xuan Lu, DU17 Nao Hu,
GV18 Qiang Jian, GB15 Tou lin qi, GB14 Yang Bai, GB 8 Shuai Gu, GB 7 Qu Bin,
GV24 Shen Ting, M-HN-3 Yin Tang. Each acupuncture needle was inserted to a depth
of 40-50mm, stimulation used a fast but small angled twirling manipulation method,
200 twirls per minute, with each needle manipulated for one minute. Needles were then
connected to electro acupuncture device, model G6805-1. A continuous pulse was used,
with frequency set at 120-250 pulse per minute. The intensity was set to a level tolerable
to the patient. Stimulation was given over 30 minutes, with needles retained for one
hour. Treatment was given once a day, with three courses of 10 treatments per course.
2. Manual acupuncture of Non point-through-point (NON). Acupuncture was adminis-
tered to points GV20 Baihui, M-HN-3 Yintang, M-HN-1 Shishencong, PC6 Neiguan,
HT?7 Shenmen, SP6 Sanyinjiao, LI4 Hegu and LIV3 Taichong. Needles were inserted
and de qi obtained, needles were manipulated using either lifting twirling reinforcing-
dispersing method or reinforcing-dispersing manipulation methods. Needles were re-
tained for one hour, treatment was given once a day, with three courses of 10 treatments
per course. Hwato acupuncture needles, manufactured by Suzhou medical product com-
pany, with dimensions 0.38mmx40mm-40mm were used.

3. The medication group received fluoxetine. Participants were given initially a 20mg/
day dose, after 2 weeks with no severe side effects observed the dose was increase to

80mg/day.

Outcomes

Hamilton Rating Scale for Depression was used at 4 weeks..

Notes

Risk of bias

Item

Authors’ judgement Description

Adequate sequence generation?

Unclear No details on randomisation were reported.

Allocation concealment?

Unclear No communication was received from au-
thors in response to a letter requesting fur-
ther details on the study methodology.
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Blinding?

All outcomes

No Participants and therapists were not blind
to their group allocation. No details were
reported on the blinding status of the as-

sessors and analyst.

Incomplete outcome data addressed?
All outcomes

Unclear Exclusions and loss of data are not ex-
plained. Data on one primary outcome is
complete. Data on secondary outcomes in-
complete

Free of selective reporting?

Yes Protocol unavailable but appears complete
with reporting of secondary outcomes in-

cluding plasma 5-HT.

Free of other bias?

Yes Groups were comparable at baseline. The
study appears free of other sources of bias

Duan 2008

Methods

Randomised controlled trial of electro acupuncture, medication (fluoxetine) and electro
acupuncture plus medication.

Participants

Seventy five participants who were either inpatient or day patients were recruited from
the Department of Neurology, PLA General Hospital, Beijing, China. Participants were
diagnosed using the CCMD-3. Inclusion criteria included aged 18-60 years, aged 18-60
years, a HAMD score in the range of 20-35, history of severe neurological or physical
disease, no history of mental illness and willing to participate in this study. Exclusion
criteria included suffering from schizophrenia and other mental disorders; central nervous
system organic disease; pregnant women, lactating women or planning to fall pregnant
during treatment, severe depression with a HAMD score of 35, suicidal individuals, and
any know allergies to fluoxetine.

Interventions

The treatment group consisted of electro acupuncture plus medication. Acupuncture
points Baihui DU 20, M-HN-3 Yintang were stimulated. Additional points were added
based on a differential patterns: Liver gi stagnation type add LIV3 Taichong, L14 Hegu;
Fire due to qi stagnation type add LIV2 Xing jian; Melancholy injuring the spirit type add
Anmian, Shenmen HT?7, Neiguan PC6; heart and spleen deficiency add SP6 Sanyinjiao,
Zhusanl ST36; Yin deficiency with excess fire type add KD3 Taixi and KD6 Zhaohai.
GV20 Baihu and DU24 Shen ting were connect to electro acupuncture machine model
G 6805-1, using continuous pulse, frequency set at 120-250 times per minute. Strength
was set at a comfort level for the patients. Electro acupuncture was administered over
30 minutes and needles were retained for one hour. Treatment was given once per
day, six days a week, over six weeks. Medication consisted of fluoxetine 20mg per day,
administered over six weeks.

Group 2 was administered electro acupuncture only, and group 3 medication only as
previously described.
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Outcomes The Hamilton Rating Scale for Depression was used to measure outcomes on depression
and side effects at six weeks.

Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Yes The randomisation sequence was computer
generated.

Allocation concealment? Unclear The allocation concealment was unclear.

Blinding? No The participants and therapists were not

All outcomes blind to group allocation, the outcome as-
sessor was blind and it was unclear if the
analyst was blind to group allocation.

Incomplete outcome data addressed? Yes Five (6%) participants dropped out from

All outcomes the trial, two in the medication group due
to side effects, two in the electro-acupunc-
ture group due to work commitmentsand a
family member death, and one participant
withdrew in the acupuncture plus medica-
tion group due to side effects attribute to
the medication.

Free of selective reporting? Yes No protocol made available but reporting
of outcome appears complete

Free of other bias? Yes There no imbalances in randomisation at

baseline. The study appears free of other
sources of bias

Eich 2000
Methods Randomised placebo controlled trial of acupuncture versus sham acupuncture was un-
dertaken.
Participants Fifty six participants were randomised to the trial from inpatient and outpatient clinic

setting in Germany. Forty three participants with minor depression (ICD 10F32.0, 32,1)
and 13 patients with generalised anxiety disorder (ICD10 F41.1) were recruited to the

trial. Participants were excluded if they were compulsory detained, had alcohol or drug

intoxication, subcutaneous long acting medication administered in the previous 30 days,

mania, bipolar disorder, schizophrenia, blood clot disorder, impaired wound healing,

organic disease, seizures, pregnancy, breastfeeding, in a study in the last 30 days, and

knowledge of acupuncture.
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Interventions Participants were administered body acupuncture using acupuncture points known from
the literature to have a regulating effect. These included Du20 Baihui, Bl62 Shenmai,
PC6 Naiguan, HT 7 Shenman, EX-HN1 Sishencong. The placebo group used sham
points at non specific points with minimal insertion, located on the hand, head, foot. A
total of 11 points were used for both groups. Treatment was administered once a day for
two weeks. Prior to the intervention commencing a two week wash out was undertaken.

Outcomes Outcome was assessed using the Global Clinical Improvement Scale.

Notes Limited results could be included due to data presented in the paper was depression
combined with general anxiety.

Riske of bias

Item Authors’ judgement Description

Adequate sequence generation? Unclear No details of the randomisation schedule

were reported.

Allocation concealment?

Unclear No details of the randomisation schedule
were reported.

Blinding?
All outcomes

Yes The patient and outcome assessor were
blind to group allocation, the therapist was
aware of the group allocation. It was un-
clear if the analyst was blind to group allo-

cation.
Incomplete outcome data addressed? Yes There was no loss to follow up.
All outcomes
Free of selective reporting? Yes No evidence of selective reporting.
Free of other bias? Yes No difference in baseline characteristics .

The study appears free of other sources of
bias.

Fan 2005
Methods Randomised controlled trial of 81 participants allocated to acupuncture, medication (
Prozac) and sham acupuncture.
Participants Participants with depressive neurosis were recruited from Guangdong Hospital, Guang-

dong China. Participants were aged 18-65 years, diagnosed with depression using the
CCMD-2, and needed not to have taken medication in the previous two weeks. Exclu-
sion criteria included liver, kidney, blood, gastrointestinal disorders, infections diseases,
currently pregnant or breastfeeding.
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Interventions Acupuncture was administered to four acupuncture points Baihi Du 20, M-HN-3 Yin-
tang, four gates, ear seeds to auricular points liver and heart. These points were rotated
between the left and right ear twice a week. Another points were retained for 30 minutes,
and acupuncture was administered over three months. The first control group received
20mg of fluoxetine daily for three months. The second control group received sham
acupuncture at non acupuncture points, the ear points were administered.

Outcomes Hamilton rating scale of depression at 3 months

Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Yes The randomisation sequence was computer

generated.

Allocation concealment? Yes Randomisation was concealed using

opaque envelopes.

Blinding?
All outcomes

No The participants and therapists were not
blind to group allocation, the outcome as-
sessor was blind and it was unclear if the
analyst was blind to group allocation.

Incomplete outcome data addressed?
All outcomes

No Four participants (5%) withdrew from the
study, due to side effects from the medica-

tion group.
Free of selective reporting? Yes No evidence of selective reporting
Free of other bias? Unclear Insufficient information reported to assess

other sources of bias.

Fu 2008
Methods Multi centred randomised controlled trial of acupuncture versus sham acupuncture versus
medication (fluoxetine).
Participants 440 participants were recruited from 4 different hospitals between October 2004 and

December 2006, in China. Inclusion criteria was based on a diagnosis of depression using
the CCMD-2 and a score of >20 on the HAMD. To be include participants also needed
to be conscious, no loss of speech, intelligence preserved, minimum primary education
level, a TCM diagnostic criteria of ‘yu bing’ depressive disease due to liver qi stagnation
or qi stagnation causing fire met, aged between 18-65 years, and not having taken
any antidepressant medication in the previous two weeks. Exclusion criteria included:

schizophrenia, organic or somatic disease that can trigger depression, <18 years of age
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or > 65 years of age, severe cardiovascular, neurological, liver, kidney or blood function
disease, pregnant, non cooperative during needling, not taking medication on time, and
in the last 2 weeks have taken antidepressants.

Interventions

The treatment group received acupuncture administered to LIV3 Taichong, LI 4 Hegu,
DU 20 Baihui and M-HN-3 Yin tang. The 4 gates were needled first, to a depth of 15mm,
the needle was stimulated by lifting twirling manipulation until de qi was obtained. Bai
hui was needled at a 30° angle in a quick motion. Yintang was needled by pinching the
skin and then inserting to a depth of 15mm parallel to the surface of the skin. Baihui and
Yintang were twirled until de qi was obtained. The needles were left in for 30 minutes.
Two auricular acupuncture points were used, liver and heart points. Ear press tacks were
placed on points secure with small strips of bandage. These points were left in for 3 days
and then repeated using alternate ears. Acupuncture was administered twice a week for
a total of 12 weeks.

There were two control groups. The control group received fluoxetine 20mg/ day (Prozac
capsule, manufactured by Eli Lilly and Company). These were taken orally once in the
morning after meals 12 weeks in total. The sham acupuncture group involved needling of
points in the region of Taichong, Baihui, Yintang, but roughly 0.5cun away from actual
points. The needle was inserted and manipulated in the same way as the acupuncture
group. The auricular acupuncture points were used in the same way as the active group.

Outcomes

Outcome measures included assessment using the HAMD, assessment of cure and
marked effect >75% change from baseline at 12 weeks, and reports on adverse events.

Notes

Risk of bias

Item

Authors’ judgement Description

Adequate sequence generation?

Yes The randomisation allocation sequence

was computer generated.

Allocation concealment?

Yes The allocation sequence was concealed us-

ing opaque envelopes.

Blinding?
All outcomes

No The outcome assessor was blind, the blind-
ing of participants in the acupuncture and
sham group was unclear with no testing
reported. The therapist was not blind to
group allocation, and the blinding status of
the analyst was unclear.

Incomplete outcome data addressed?

All outcomes

No Sixty four (15%) participants did not com-
plete the trial. No further details were re-
ported.
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Free of selective reporting?

Yes Study protocol unavailable but all out-
comes reported.

Free of other bias?

No Potential bias with imbalance in character-
istics at randomisation, including previous
psychiatric medication use, history of psy-
chiatric care, not adjusted for in the analy-
sis.

Han 2002

Methods Acupuncture versus standard medication (maprotiline).

Participants Sixty six men and women aged 18-55 years were recruited to the trial from the Beijing
University mental health institute, China. Inclusion criteria were ICD 10 and a score of
greater than 20 on the Hamilton Depression Scale. Exclusion criteria were not specified.

Interventions Participants were randomly allocated to receive electro-acupuncture or maprotiline. Elec-
tro-acupuncture was administered for 45 minutes, six times a week over six weeks, us-
ing an unspecified numerous standardised points. The medicated group received daily
maprotiline with doses ranging from 75-250 mg, for six weeks.

Outcomes Participants completed the Hamilton depression rating scale, clinical global impression
scale and Ashberg rating scale for side effects. Outcome measurements were collated at
baseline, 14, 28 and 42 days from trial entry.

Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Unclear No details could be obtained from the au-

thor on how the allocation sequence was
generated.

Allocation concealment?

Unclear No details could be obtained from the au-
thor on the method of concealment.

Blinding?

All outcomes

No The study participant and therapist were
not blind and it was unclear if the outcome
assessor, and analyst were blind to the study

group.
Incomplete outcome data addressed? Yes Complete follow up was obtained.
All outcomes
Free of selective reporting? Yes All outcomes were reported.
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Free of other bias?

Yes There was no imbalance in baseline charac-
teristics between groups. Intention to treat
analysis was performed. The study appears

free of other sources.

He 2005

Methods

Manual acupuncture versus standard medication ( fluoxetine).

Participants

One hundred and seventy participants who were inpatients with post stroke depression
were recruited from Zhongshan Chinese Medicine Hospital, China. Inclusion crite-
ria were: post stroke depression according to Chinese Neuroscience Society diagnostic
guidelines. No other inclusion criteria specified. Exclusion criteria were serious heart,
liver, kidney conditions or glaucoma

Interventions

The acupuncture intervention consisted of stimulation of the acupuncture points DU26
Ren Zhong, PC6 Neiguan, LIV3 Taichong, HT7 Shenmen, with xing nao kai qiao
needling method, with dispersal and regulation of liver gi and calming shen. Additional
acupuncture points were added according to diagnosis.

If liver stagnation diagnosed points; TH6 Zhi Gou, LIV 14 Qi men were added. Qi
stagnation with stagnation fire diagnosed points; LIV 2 Xing Jian, GB43 Jai xi were used
to clear liver and purge fire. Heart and spleen deficiency diagnosed; points UB15 Xing
Shu, UB20 Pi Shu, ST36 Zusanli, SP6 Sanyinjiao were used to strengthen spleen and
nourish heart. If the spirit was depressed affecting shen, additional points ST36 Zusanli,
SP6 Sanyinjiao, tong li HT'5 were used to nourish heart and calm the shen.

Ren zhong was needled towards the nose 5 fen deep use pecking dispersing method.
Zhigou and Neiguan were needled perpendicular 1 cun, use lifting twitling dispersing
method. Xing jian, Jaixi and Taichong were needled perpendicular 0.5 cun using twirling
dispersing method. Tong li, Shenmen were needled perpendicular using reinforcing-
reducing manipulation method. Qimen was needled perpendicular 1 cun using twirling
dispersing method. Xingshu and Pishu were needled towards the spine 1 cun, after de gi
use twirling dispersing method. Zusanli and Sanyinjiao were needle perpendicular one
cun, using lifting twirling reinforcing method. Needles were retained for 30 min, 6 days
a week.

The control group received fluoxetine 20mg/d, taken in the morning. Treatment was
given over eight weeks.

Outcomes

Participants completed the Hamilton Rating Scale, and rates of recovery were reported
“cured”, and “marked effects” at 8 weeks.

Notes

Risk of bias

Item

Authors’ judgement Description

Adequate sequence generation?

Yes The randomisation schedule was computer
generated
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Allocation concealment?

Unclear No additional details could be obtained
from the author.

Blinding?

All outcomes

No The study participant, therapist and out-
come assessor were not blind and it was
unclear if the outcome assessor and analyst

were blind to the study group.

Incomplete outcome data addressed? Yes There was no loss to follow up.

All outcomes

Free of selective reporting? Yes No protocol available but all outcomes re-
ported.

Free of other bias? Yes There was no imbalance at randomisation.

The study appears free of other sources of
bias.

He 2007

Methods

Randomised controlled trial of acupuncture versus medication (amitriptyline).

Participants

Two hundred and fifty six participants were randomised to the trial. Participants were
recruited as inpatients from The First Affiliated Hospital of Tianjin University of Chinese
Medicine, China. Particpants were recovering from a stroke and depression was diagnosed
using the (CCMD-3). This study clearly stated the criteria: dysphoria is the predominant
symptom lasting a minimum of 2 weeks, and at the same time exhibits at least 4 of the
following symptoms: 1. loss of interest, no feelings of pleasure; 2. reduced concentration
and feel fatigued; 3. slow psychomotor activity; 4. low self evaluation or self blaming
or feelings of guilt; 5. cognitive difficulties or self aware impairment of association; 6.
repetitive thoughts of suicide or inflicting injury to oneself; 7. dyssomnia, e.g. insomnia,
waking early or over sleeping; 8. reduction in appetite or obvious drop in body weight;
9. hypo sexuality. No exclusion criteria were stated.

Interventions

The experimental group received acupuncture. Acupuncture points were PC6 Neiguan,
DU26 Shui guo, DU20 Baihui, M-HN-3 Yintang, SP6 Sanyinjiao were selected. Nei
guan on both sides was needled perpendicular to a depth of 0.5-1cun, manipulated using
lifting twirling dispersing method for one minute. For the first three days needling of
Shui guo was towards the mid of the nose to a depth of 5 fen, using pecking manipulation
method. After the first three days Baihui and Yintang were used. Baihui was needled
towards the posterior side, to a depth of 5 fen, using a quick twirling tonifying method
for one minute. Yin tang was needled with the skin pinched, to a depth of 5 fen, using a
quick twirling tonifying method for one minute. Sanyinjiao was needled perpendicular
to a depth of 0.5-1.2 cun, use a lifting twirling tonifying method for one minute. Each
needle was retained in for 20 minutes, acupuncture was administered twice a day for one
month.

The control group received amitriptyline. For the first day amitriptyline 50mg was taken
orally at night. Subsequently add 1 tablet (25mg per tablet) per day until 200 mg per
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day is reached.

Outcomes Participants completed a self rating scale of depression and the Hamilton Rating Scale
for Depression. Assessment was made at baseline and at four weeks.

Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Unclear No response was received from the author

in reply to communication sent requesting
further information on randomisation.

Allocation concealment?

Unclear No response was received from the author
in reply to communication sent requesting
further information on randomisation.

Blinding?
All outcomes

No The participant, and therapist were not
blind to study group. The blinding status

of the analyst was unclear.

Incomplete outcome data addressed?
All outcomes

Yes There was no loss to follow up. All partici-
pants were included in the analysis.

Free of selective reporting?

Yes No study protocol was available. All out-

comes reported.

Free of other bias?

Yes There was no imbalance at randomisation.
The study appears free of other sources of
bias.

Khang 2002

Methods Randomised controlled trial of electro-acupuncture compared with medication (
amitriptyline).

Participants Fifty two participants who were inpatients at a hospital in Jiangxi, China were recruited
to the trial. Depression was diagnosed using the CCMD-2-R and a HAMD score of >18.
Participants were ages 18-58 years and needed to have stopped using antidepressants for
more than one week. Participants were excluded if they had serious heart, liver, or kidney
conditions, dementia, or glaucoma.

Interventions The study intervention was for six weeks.

The electro-acupuncture group received stimulation to points: DU20 Baihui, M-HN-
3 Yingtang, DU17 Naohu, DU21 Qian Ding. Secondary points were added based on a
differential diagnosis: melancholy add DU15 Ya Men and Tian De, anxiety and agitation
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add DU11 Shen dao, SP6 Sanyinjiao and LIV3 Taichong, insomnia with lots of dreams
add PC6 Neiguan, UB23 Shen shu and KD3 Taixi, inactivity add LU11 Shao Shangand
Shi Xuan, and hallucination and guilt with strong suicidal add DU26 Shui guo. Electro
acupuncture machine model G6805-1, was used with select intermittent frequency, and
a current strong enough to observe muscles pulsating and stimulation within the patient
comfort level. Needles number 26 and length of 1.5-2 inch were used. At each treatment
the four main points were used and then additional points added based on the differential
diagnosis. Treatment was given once a day, each lasting 45 minutes, administered six
times a week.

The control group received amitriptyline 150-300mg/d according to severity, medication
was administered twice a day, for six weeks.

Outcomes The HAMD scales was administered each weekly for six weeks.

Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? No The randomisation allocation sequence

was generated by alternation using the day

of admission.

Allocation concealment? No Randomisation was based on inadequate
generation.

Blinding? No The participant and therapist were not

All outcomes

blind to group allocation. The outcome as-
sessors were blind to group allocation, the

status of the analyst was unclear.

Incomplete outcome data addressed?
All outcomes

Yes There was no loss to follow up, all partici-
pants included in the analysis of outcomes

Free of selective reporting? Yes No protocol available. All outcomes re-
ported.
Free of other bias? Yes The study appears free from other sources

of bias. Baseline characteristics were not
different between groups.

Li 2004

Methods

Single blind randomised controlled trial of acupuncture compared with medication (

fluoxetine).
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Participants

One hundred and ten participants were recruited to the trial as inpatients at hospitals
in the Tianjin District, China. Participants were diagnosed with depression using the
Hamilton Rating Scale for Depression with a score of > 20 and the CCMD-3. Exclu-
sion criteria included: a history of organic mental disorder, taking psychoactive drugs,
schizophrenics and other mental disorders, or any heart, liver, kidney and glaucoma

condition.

Interventions

The study was administered over six weeks. The aim of the treatment was to regulate
mental activity and sooth the liver. Acupuncture points DU 20 Baihui, DU16 Fengfu,
DU 26 Renzhong, M-HN-3 Yintang, M-HN-1 Shishengcong, LIV3 Taichong, UB18
Ganshu were used. Baihui was needled towards anterior, until 1.67-2.66cm of the needle
was inserted. Fengfu was needled perpendicular to adepth of 1.67-3.33cm. A reinforcing-
reducing method of needle manipulation was applied for one to two minutes. Renzhong
was needled towards the nose to a depth of 1-1.67cm, using a twirling reducing needling
method for one to two minutes. Shishengcong was needled towards Baihui 1.67-2.66¢m,
using twirling reinforcing method. Taichong was needled perpendicular to a depth of
1.67-3.33cm, and Ganshu was needled to a depth of 1.67-2.66cm, and stimulated using
a twirling reducing method for one to three minutes. Acupuncture was administered
once per day, five times per week, needled were retained for 30 minutes each time

The treatment was compared to another acupuncture group, and to a standard med-
ication group. The medication group received fluoxetine 20mg/day, administered in
the morning after meals, for six weeks. Details were not reported on the active control
acupuncture group due to this form of control not meeting the eligibility criteria of the
protocol.

Outcomes

The Hamilton Rating Scale was used to assess depression outcomes at six weeks.

Notes

Risk of bias

Item

Authors’ judgement Description

Adequate sequence generation?

Yes The allocation sequence was computer gen-
erated.

Allocation concealment?

Unclear No details were reported on concealment of
the allocation. No response received from
letter sent to author.

Blinding?

All outcomes

No The study participant and therapist were
not blind and it was unclear if the outcome
assessor, and analyst were blind to the study

group.

Incomplete outcome data addressed?
All outcomes

Unclear Seven (6.3%) cases dropped out of the
trial. Acupuncture group - one participant
dropped out due to work commitments.
Second acupuncture group - one partici-
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pant was hospitalised due to worsening of
symptoms. Medication groups five partic-
ipants dropped out sue to side effects of
medication, high cost of treatment and one

no reason given. Participants excluded from

the analysis.

Free of selective reporting? Yes Additional data presented on levels of cor-
tisol and ACTH.

Free of other bias? Yes Group characteristics similar at baseline.

The study appears free of other sources of
bias.

Li 2007

Methods

Electro acupuncture compared with standard medication (fluoxetine or paroxetine).

Participants

Fifty six participants were inpatients at The First Teaching Hospital of Tianjin Traditional
Chinese Medicine College, China. Inclusion criteria were the Chinese Classification
and Diagnostic criteria of Mental Health Disorders (CCMD-3), with mild depression: (
HAMD score>20, BDI score 5-13), moderate depression: (HAMD score>26, BDI score
14-20), severe depression: (HAMD score>35, BDI score>21). No exclusion criteria were
specified.

Interventions

Particpants were randomly allocated to receive electro-acupuncture or fluoxetine or
paroxetine (adequate dose defined). The following acupuncture points were used: GB20
Feng chi, Anmien, M-HN-1 Shishencong, M-HN-3 Yintang, DU20 Baihui, Ht 7 Shen-
men, PC5 Jian Shi, LI4 Hegu, LIV3 Taichong, SP6 Sanyinjiao, GB40 Quixu, GB 8
Shuaigu, ST36 Zhusanli.

All needles are manipulated with a twirling method, a gentle insertion is applied on
Shenmen. Zhong wan used a breathing purging method, electro acupuncture was applied
to Yintang and Baihui, with the level of stimulation level determined by the participant.
Needles were left in for 30 minutes, participants were needled once a day, two weeks
was one course of treatment. Depending on severity of depression, the longest treatment
duration was six weeks (3 courses of treatment).

The control group received fluoxetine or paroxetine 20mg taken orally once a day in

the morning. Six weeks was one course of treatment.

Outcomes

Participants completed the Hamilton Rating Scale, and rates of recovery were reported
“cured”, and “marked effects”at 18 weeks.

Notes

Risk of bias

Item

Authors’ judgement Description
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Adequate sequence generation? Unclear No information could be obtained from the
author on how the allocation sequence was
generated.

Allocation concealment? Unclear No response to letters sent to author.

Blinding? No The study participant and therapist were

All outcomes not blind and it was unclear if the outcome
assessor, and analyst were blind to the study
group.

Incomplete outcome data addressed? Yes There was no loss to follow up, all partici-

All outcomes pants were included in the analysis.

Free of selective reporting? No Data reported on the Hamilton Rating
Scale but not the Beck Depression scale.

Free of other bias? Yes No imbalance in participant characteristics

at baseline. The study appears free of other
sources of bias.

Luo 1985

Methods Electro acupuncture compared with amitriptyline.

Participants Forty seven men and women were recruited to the trial. participants scored 20 or more
on the Hamilton Rating Scale. No exclusion criteria were specified.

Interventions Two acupuncture points were stimulated DU20 Baihui and M-HN-3 Yintang. Needles
were stimulated using electro acupuncture. Participants received six sessions a week for
five weeks. Participants taking their medication (amitriptyline) received an initial dose
of 25mg three times a day for one week. The treatment dose was then increased to an
average dose of 142mg.

Outcomes The Hamilton Rating scale, Clinical Global Impression Chart, and the Rating scale for
side effects (ASBERG) were interviewed by two psychiatrists at the beginning and end
of the trial.

Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Unclear No details were provided on randomisa-

tion. and blinding. reported and
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Allocation concealment?

Unclear No details were reported on randomisation.

Blinding?
All outcomes

No Participants were not blind to their group
allocation. No other details were reported.

Incomplete outcome data addressed?
All outcomes

Yes There was no loss to follow up, all partici-
pants were included in the analysis.

Free of selective reporting?

Yes All outcomes were reported.

Free of other bias?

Yes Baseline characteristics were similar be-
tween groups. The study appears free of
other sources of bias.

Luo 1988

Methods Electro acupuncture compared with amitriptyline.

Participants Two hundred and forty one men and women were recruited from three psychiatric
hospitals in China. Participants scored 20 or more on the Hamilton Rating Scale. No
exclusion criteria were specified. Participants were aged 32-64 years.

Interventions Two acupuncture points were stimulated DU20 Baihui and M-HN-3 Yintang. Needles
were stimulated using electro acupuncture. Participants received six sessions a week for
six weeks. Participants taking their medication received an initial dose of 25mg three
times a day for one week. The treatment dose was then increased to 50 mg three times
a day.

QOutcomes The Hamilton Rating scale, Clinical Global Impression Chart, and the Rating scale for
side effects (ASBERG) were completed at the start and end of the trial.

Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Unclear No details were provided on randomisa-

tion.

Allocation concealment? Unclear No details were provided on randomisa-

tion.

Blinding? No Participants were not blind to their group

All outcomes allocation. No other details were reported.

Incomplete outcome data addressed? Unclear There was no loss to follow up.

All outcomes
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Free of selective reporting? Yes All outcomes were reported for the primary
outcomes.
Free of other bias? Unclear It was unclear if the study was free of other

sources of bias.

Luo 1998

Methods Electro acupuncture plus placebo tablets compared with amitriptyline versus electro
acupuncture and amitriptyline.

Participants Twenty nine men and women were recruited to the trial. Participants were recruited
from a closed ward at the Beijing Medical University Hospital. All participants were drug
free for the week before commencing the trial. Participants scored 20 or more on the
Hamilton Rating Scale. No exclusion criteria were specified.

Interventions Two acupuncture points were stimulated DU20 Baihui and M-HN-3 Yintang. Needles
were stimulated using electro acupuncture for 45 minutes, the current was 3-5mA at a
frequency of 2Hz. Participants received six sessions a week for six weeks. Participants
taking their medication received an average dose of 161 mg per day.

Outcomes The Hamilton Rating scale, Clinical Global Impression Chart, and the Rating scale for
side effects (ASBERG).

Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Unclear No details were provided on randomisa-

tion.

Allocation concealment? Unclear No details were provided on randomisa-

tion.

Blinding? No Participants were not blind to their group

All outcomes

allocation. Outcome assessors were blind
to the study group, no other details were

provided.

Incomplete outcome data addressed?
All outcomes

Yes There was no loss to follow up, all partici-
pants were included in the analyses.

Free of selective reporting?

Yes Data was presented on the study outcomes.
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Free of other bias?

Unclear It was unclear if the study was free of other
sources of bias.

Quah Smith 2005

Methods

Single blind randomised controlled trial of laser acupuncture compared with sham
placebo acupuncture.

Participants

Thirty men and women were recruited to the study from a community setting in Aus-
tralia. Inclusion criteria were: a clinical assessment of depression and a BDI score of 12-
30. Participants were excluded if they were: suffering from chronic depression over two
years, hypomania, psychosis or drug abuse, had been taking psychotropic drugs over the
previous three months, were pregnant, a history of endocrine disorders, or were suicidal.

Interventions

Acupuncture was performed by a fellow of the Australian Medical Acupuncture College.
Acupuncture treatment was administered based on TCM diagnosis, individualised and
based on syndrome. Most common diagnosis pattern liver qi stagnation, or liver gi
deficiency. Treatment individualised. Classical alarm points used Qi Men Liv 14 (on the
right), CV14 Ju Que,15, HT 7 Shenmen, LIV 8 Qu Quan Other points included Kd10
Yin Gu, LI4 Hegu, SP6 San Yin Jao, GV20 Baihu.

Twelve sessions were administered twice weekly for first four weeks then weekly. No
co-interventions allowed. A low level laser unit was used. A flick switch was installed,
numbered 1 and 2 by the manufacturer. The laser was applied to each point for five
seconds, delivering 0.5]. Total delivered 3-4] per session. The placebo group received
inactive laser. The laser unit beep and flashed for both groups.

Outcomes

Participants completed the BDI, and HAMDS if participant had anxiety, and an adverse
events questionnaire. The BDI was completed at four, and eight, with follow up through
a mail out at 12 and 20 weeks following randomisation.

Notes

Risk of bias

Item

Authors’ judgement Description

Adequate sequence generation?

Yes Randomisation was generated from “lot
drawing” based on equal numbers of red
and green beans placed ina closed jar with a
small hole in the lid. The research assistant
randomly selected one bean to determine
group allocation.

Allocation concealment?

Yes The coding of the group allocation was de-
termined by a flip of the coin and known
only by the manufacturer until the data had
been analysed.
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Blinding? Yes The patient, acupuncturist, research assis-

All outcomes tant and analyst were blind to group allo-
cation.

Incomplete outcome data addressed? No Four (13%) participants discontinued in-

All outcomes

tervention, two in each group, due to ill-
ness, decrease mood and relocation. One
participant in control group lost to follow
up. Date analysed 14/16 treatment, 12/14

control
Free of selective reporting? Yes No protocol available.
Free of other bias? Yes There were no imbalances at randomisa-

tion. There were no other sources of bias.

Roschke 2000

Methods Single blind placebo controlled trial.

Participants Seventy inpatients aged 20-70 years, in Germany were randomised to the trial. Patients
were eligible if diagnosed with clinical depression equating to DSM IV and a score of
greater than 18 on the Hamilton depression scale. Patients were excluded if suicidal,
a diagnosis of schizophrenia or bipolar affective disorders, or delusions. Patients with
coagulation disease, wound healing disease, emphysematous thorax, abnormal blood cell
count, serious liver and kidney disease and epilepsy were excluded. Participants were
aged 20-70 years.

Interventions Participants were randomised to three study groups. Mianserin (90-120 mg/day, mi-
anserin (90-120 mg/day) plus verum acupuncture, mianserin (90-120 mg/day) plus
placebo acupuncture). Up to 20 mg/day Diazepam was allowed if required. A standard-
ised acupuncture treatment was applied three times a week over four weeks.

Outcomes The Global assessment scale, Melancholia scale, Clinical global impressions scale were
used to assess depression. Mean dosage of medication was collected and a self report of
improvement.

Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Unclear No details could be obtained from the author on

how the allocation sequence was generated.

Allocation concealment? Unclear No details could be obtained from the author.

Acupuncture for depression (Review)

48

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



Roschke 2000 (Continued)

Blinding?

All outcomes

No The study participant and therapist were not
blind and it was unclear if the analyst was
blind. The outcome assessors were blind. No data
was provided to verify if participants were blind
to being allocated to acupuncture or placebo

acupuncture.

Incomplete outcome data addressed?
All outcomes

Yes There were no losses to follow up. All partici-
pants were included in the analysis.

Free of selective reporting?

Yes No evidence of selective reporting.

Free of other bias?

Yes .There was no imbalance in baseline character-
istics between groups. The study appears free of
other sources of bias.

Shen 2005

Methods

Single blind randomised controlled trial of manual acupuncture versus medication (
amitriptyline), among participants recovering from a stroke.

Participants

Two hundred and fifty six participants were recruited a hospital setting in Tian jin,
China. Participants were diagnosed using the criteria of the CCMD. Participants were
excluded if there was impairment of speech impaired consciousness or history of organic
metal illness.

Interventions

The intervention of manual acupuncture points used points PC6 Nei guan, GV26
Shui guo, DU20 Baihui, M-Hn-3 Yintang, and SP6 Sanyinjiao. The form of needling
stimulation was described as: locating Neiguan on both sides, perpendicular insertion of
the needle to a depth of 13-25mm, the needles were manipulated with twirling lifting
method for one minute. First the first three days acupuncture points Shui Gou was
used, with needling towards the nose, using a pecking method of needle manipulation.
The following three days stimulated the acupuncture points Yintang and Baihui. These
points were needled towards the posterior side to a depth of 13mm. Manipulation of
the needle used frequent twirling reinforcing method for one minute. Sanyinjiao was
needled to a depth of 13-44mm, with a twirling reinforcing method for one minute.
Needles were left in for 20 minutes, treatment was given, once per day, over 30 days.
The control group received amitriptyline. A dose of 50mg/d was taken orally at night,
three days later the dose was increased by 25mg everyday until a dose of 200mg was
administered.

Outcomes

An assessment of improvement was made using cured, marked effect, improved, no effect
at 8 weeks.

Notes

Risk of bias
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Item Authors’ judgement Description

Adequate sequence generation? Yes The allocation sequence was computer gen-
erated.

Allocation concealment? Unclear No response was received from the author

in relation to a letter sent requesting further
details on the methodology.

Blinding?

All outcomes

No Paricipants and the therapist were not blind
and it was unclear if the outcome assessor
and analyst were blind to study group allo-

cation.
Incomplete outcome data addressed? Yes There was no loss to follow up.
All outcomes
Free of selective reporting? Unclear No protocol available, data was reported on

study outcomes, however instrument used
was unclear.

Free of other bias?

Yes Baseline characteristics were similar. There
were no other major sources of bias.

Tang 2003b

Methods

Randomised controlled trial of electro acupuncture versus no treatment.

Participants

Sixty participants were recruited from inpatients admitted to the hospital, with stroke,
at the Third Hospital, Zhongshan, China. participants were eligible if they scored >8 on
the HAMD. Participants were excluded if they were currently taking anti-depressants.

Interventions

Electro acupuncture was applied to acupuncture points DU20 Bai Hui, DU24 Shenting,
M-HN-1Sishencong, PC6 Neiguan and HT7 Shenmen. Baihui, Shenting or Sishencong
were needled on alternate days. Other additional points included ST36 Shusanli and
LIV3 Taichong. Needles 0.35mm X 24mm-40mm gauge and length were used. De gi was
achieved, and further manipulation of the needles was done using twirling reinforcing-
reducing method for 15 minutes. Needles were then connect to the electro acupuncture
machine (D8606-I series). An intermittent wave was set at 1.3Hz-1.6Hz frequency.
Controls were set according to patients tolerance. Needles were left in for 30 minutes.
Treatment was administered once per day, five times per week, and not at weekends.
Treatment was administered over one month, consisting of 15-20 treatments. The control
group received no treatment.

Outcomes

The Hamilton Rating scale for depression was used, and the social domain on the WHO
quality of life instrument was reported at four weeks.

Notes
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Risk of bias
Item Authors’ judgement Description
Adequate sequence generation? Unclear We were unable to establish further details

on the trial methodology. No response re-
ceived to communication made with the

author.

Allocation concealment? Unclear No details could be obtained from the au-
thor.

Blinding? No Participants and the therapist were not

All outcomes

blind and it was unclear if the outcome as-
sessor and analyst were blind to study group
allocation.

Incomplete outcome data addressed?
All outcomes

Yes No attrition or exclusions reported, no
missing data, all participants included in
analysis.

Free of selective reporting?

Yes No protocol available, data were reported
on the study outcomes.

Free of other bias?

Yes Baseline characteristics of participants were
similar and there were no other sources of

bias.

‘Wang 2006

Methods

Single blind randomised controlled trial of acupuncture compared with medication (
sertraline).

Participants

Forty five participants were enrolled as inpatients at The Second Clinical Medical College
of Nanjing University of TCM, China. Depression was diagnosed using the CCMD
III category, and HAMD 17 questions score greater than 18. Exclusion criteria include
serious heart, lung and kidney conditions. participants were aged 18-75 years.

Interventions

The main acupuncture points used were:- DU24 Shen ting, DU 20 Baihui, DU11 Shen
dao, UB 67 Zhi yin. Other points were used according to differential diagnosis. These
included; Heart and spleen deficiency add PC6 Neiguan, ST36 Zhusanli, Heart and
gallbladder qi deficiency add HT7 Shenmen, Liver gi stagnation add LIV3 Taichong,
SP6 Sanyinjiao, PC6 Neiguan, Qi stagnation resulting in fireadd GB20 Feng chi, Phlegm
heat add ST40 Feng long,SP6 Sanyinjiao. The needle was repeatedly lifted and twirled
until the patient felt comfortable with a gentle long lasting sensation from the needle.
The needling technique was gentle, low frequency, minimal angle change when twirling
(no more then 90°). Each needle manipulation was for two to three minutes. Treatment
was given once a day, for four weeks.
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The standard care group was as follows: for first time depression sufferers sertraline was
used, starting with 50mg/day, after four to seven days increased to 100mg/day. For those
participants experiencing a relapse venlafaxine or mirtazepine was used. Venlafaxine was
started at 75mg/day, if no effect the dose was increase to 100mg/day. Mirtazapine was
started with 15mg/day, if limited response the dose was increased to 45mg/day. Treatment
was administered over four weeks. Note this dosage may be sub optimal.

Outcomes Hamilton rating scale and the Pittsburg Sleep Quality Index were used at four weeks.
Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? No The allocation sequence was generated by

date of admission.

Allocation concealment?

Unclear It was unclear if concealment was adequate.
No communication received from author
requesting further details on randomisa-
tion.

Blinding?

All outcomes

No Participants and the therapist were not
blind and it was unclear if the outcome as-
sessor and analyst were blind to study group
allocation.

Incomplete outcome data addressed?
All outcomes

Yes No withdrawal or loss to follow up, all par-
ticipants included in analysis.

Free of selective reporting?

Yes No evidence of selective reporting.

Free of other bias?

Yes No imbalance in baseline characteristics be-
tween groups. The study appears free of

other sources of bias.

‘Wenbin 2002
Methods Randomsied controlled trial of acupuncture versus medication (fluoxetine hydrochlo-
ride). .
Participants Sixty two participants were recruited to the trial with depressive psychosis from the in and

outpatient departments of the Second Clinical Medical College of Guanzhou University
of TCM, China. The clinical diagnosis of depression was made using the CCMD-2-R,
and participants needed to score greater than 17 on the HAMD scale. Participants with
severe organic disease were excluded from the trial. Participants were aged 19 to 51 years,

with a duration of depression ranging from six months to six and half years.
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Interventions Participants receiving acupuncture based on TCM syndrome differentiation. The main
syndromes were Heart and Spleen deficiency, Spleen and Kidney Yang deficiency, and
a disorder of the Chong and Ren meridians. The main acupuncture points were Hegu
LI4, Taichong LR 3, Baihui GV 20, Yintang EX-HN-3. Other adjunct points included
Xinshu (BI15), or Jueyinshu BL14(implanted intradermal needle). Ear points Xin (MA-
IC), Dannang (EX-LE 6), and Ershenmen (MA-TF 1) implanted ring headed thumbtack
needle for insomnia. Shenmen HT?7, Sanyinjiao (SP6) was added for Heart and Spleen
deficiency. Shenmen (HT 7) and Qiuxu (GB 40) was used for timidity due to heart
qi deficiency. Sanyinjiao (SP 6) was added for liver qi stagnation and spleen deficiency.
Taixi (KI 3), Daling (PC7) and Yinbai (SP1) were used for a disturbance of the mind
by accumulated phlegm. Gongsun (SP4) and Lieque (LU7) supplemented a disorder of
the Chong and Ren meridians.

Qi was obtained. Needles were retained for 30 minutes, acupuncture was administered
daily for eight weeks.

The control group was administered fluoxetine hydrochloride 20mg per day for eight
weeks.

Outcomes Change in HAMD score. A score of cured was defined as greater than 75% improvement.
Reduction in symptoms was described as the difference before and after treatment at 8
weeks.

Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Yes The randomisation sequence was generated

by the study statistician, producing a com-
puter-generated list.

Allocation concealment? Unclear No details on the allocation were reported.

Blinding? No It was not feasible to blind the participant

All outcomes and therapist, and no details were provided

on the blinding status of the outcome as-
sessor and analyst.

Incomplete outcome data addressed? Yes No participants were lost to follow up all

All outcomes participants were analysed.

Free of selective reporting? Yes None apparent

Free of other bias? Yes There was no imbalance in baseline char-

acteristics. The study appears free of other

sources of bias.
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Whiting 2008

Methods

This was a pilot randomised controlled trial of acupuncture compared to sham acupunc-

ture.

Participants

Fifty nine participants with mixed anxiety and depression expressed an interest in the
study, 23 were assessed for eligibility. Participants were recruited from seven general prac-
tices in the UK. participants needed to be at least 18 years with depression diagnosed
using the Clinical Interview Schedule Revised. Exclusion criteria included: history of
substance abuse, brain damage, other psychiatric disorder preceding the onset of depres-
sion, in receipt of concurrent alternative treatment, talking therapy for repression, or
in receipt of pharmacological treatments for more than three months in the past year.
Nineteen participants were randomised.

Interventions

Participants received either 12 sessions of acupuncture or 12 sessions of sham acupunc-
ture, each session lasted 40 minutes by a TCM practitioner with 10 years clinical ex-
perience. A formula of points plus two discretionary points was used. Choice of points
and needle depth was individualised according to TCM principles and body mass of the
patient. Needles were retained for 20 minutes.

The control group received sham acupuncture. Sham acupuncture involved actual shal-
low needling but at sites unrelated to depression. Points reported on web appendix. The
was no needle stimulation and de gi was avoided. Needles were retained for 20 minutes,
and 12 sessions administered

Outcomes

Beck Depression Inventory. RAND 36 Item Survey.

Notes

Risk of bias

Item

Authors’ judgement Description

Adequate sequence generation?

Unclear It was unclear how the randomisation se-

quence was generated.

Allocation concealment?

Yes The allocation sequence was concealed us-
ing off site central randomisation.

Blinding?

All outcomes

Yes participants, assessors and researchers were
blind to group allocation. It was unclear
if the analysts were blind to group alloca-
tion. Siubjects were asked about their per-
ception of which group they were allocated
to. Blinding was maintained.

Incomplete outcome data addressed?

All outcomes

No Five (26%) participants did not complete
all the acupuncture sessions. Three (50%)
participants did not comply with treatment
in the sham group. Two participants were
lost to follow up in the sham group.
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Whiting 2008  (Continued)

Free of selective reporting?

Yes No protocol available, two scales described
and data reported.

Free of other bias?

No There were imbalances at randomisation
between groups with regard to age and
BDI. No other sources of bias.

Xiujuan 1994

Methods

Single blind randomised controlled trial of acupuncture compared with standard treat-
ment amitriptyline.

Participants

Forty one participants with clinical depression diagnosed using the Hamilton Depression
scale were recruited to the trial from in and out patient clinics at the Beijing Medical

university, China. No exclusion criteria were reported.

Interventions

Participants were randomised to receive acupuncture or standard medical care using
amitriptyline. Acupuncture points DU 24 Shenting, DU20 Baihui, DU14 Dazhui Du,
DU12 Shenzhu, Conception Vessel 17 Shanzong, CV14 Juque Ren, GB 20 Fengchi, PC6
Neiguan. Additional acupuncture points were used depending on the Chinese medical
diagnosis. For stagnation of Liver Qi ST23 Taiyi, SP6 Sanyinjiao and LIV3 Taichong were
used. For Stagnation of Liver Blood LI4 Hegu, LIV3 Taichong, SP10 Xuehai were used.
For Spleen and Heart Deficiency HT7 Shenmen, PC7 Daling, SP6 Sanyinjiao and ST36
Zusanli were used. For Spleen and Kidney Yang Deficiency KD3 Taixi, SP6 Sanyinjiao,
ST36 Zusanli and CV4 Guanyuan were used. Needles were inserted bilaterally and
stimulated manually except for DU 24 and DU 20 which were stimulated using electro
acupuncture (frequency 80-100/second). Treatment was administered for six days over
six weeks. The control group received 25 mg of amitriptyline on the first day, the dose
was increased by 25-50 mg each day up to 150 mg. In the second week the dose was
adjusted according to response and side effects but ranged from 150 mg to 300 mg daily.

Outcomes

The Hamilton Rating Scale for Depression was used to collect data once a week over six

weeks. Data was also available on patients cured.

Notes

Risk of bias

Item

Authors’ judgement Description

Adequate sequence generation?

Unclear It was unclear how the allocation sequence
was generated.

Allocation concealment?

Unclear It was unclear if there was adequate con-
cealment of the randomisation schedule.
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Xiujuan 1994  (Continued)

Blinding?

All outcomes

No Participants and therapist were not blind to
group allocation, and it was unclear if the
outcome assessor and analyst were blind to

group allocation.

Incomplete outcome data addressed?
All outcomes

Yes Follow up was complete, all participants
were included in the analysis.

Free of selective reporting?

Yes No evidence of selective reporting.

Free of other bias?

Unclear Insufficent information to judge.

Yan 2004

Methods Single blind randomised controlled trial of electro-acupuncture compared with medica-
tion (amitriptyline).

Participants Thirty participants were inpatients at the Anning Hospital, Tianjin, China. Depression
was diagnosed according to CCMD and with a HAMD score > 20. No exclusion criteria
were reported.

Interventions Electro acupuncture was administered to two acupuncture points: DU20, Baihui and
M-NH-3 Yingtang. Needles were Inserted to a depth of one cun, and connected to the
electro acupuncture machine model G605. A strong current was delivered to generate
visible observation of muscle pulsation, with a threshold of frequency 80-90 times/min.
Needles were retained for one hour, once per day, and 30 treatments were administered.
The control group received amitriptyline. For the first week 250mg per day was admin-
istered, medication was taken three times a day, according to severity and side effects
reported by the participant, and the dosage was adjusted accordingly. The. average dose
was 130mg a day (sub optimal dose). Medication was administered over six weeks.

Outcomes The severity of depression was measured using the HAMD at six weeks. The improve-
ment in depression was measured subjectively reporting on the number of participants
cured.

Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Unclear It was unclear how the randomisation se-

quence was generated.

Allocation concealment? Unclear No response received from author request-

ing further details on randomisation.
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Yan 2004  (Continued)

Blinding?

All outcomes

No participants and the therapist were not
blind, the outcome assessor was blind to
group allocation, and it was unclear if the
analyst was blind to study group allocation.

Incomplete outcome data addressed?
All outcomes

Yes There was no loss to follow up. All partici-
pants included in the analysis.

Free of selective reporting?

Yes Study protocol unavailable, data was re-
ported on study outcomes.

Free of other bias?

Yes Groups were comparable at baseline. No
other sources of bias apparent.

Zhang 2003

Methods

Randomised trial of 460 participants receiving electro acupuncture or medication (
amitriptyline).

Participants

Participants were recruited to the trial from in and out patients from Sichuan Province,
China. Depression was diagnosed according to CCMD-2. Inclusion criteria were a score
of greater than 20 on the Hamilton depression scale. Age ranged from 12-50 years. The
duration of depression ranged from six months to four years.

Interventions

Two primary groups of acupuncture points were administered to participants. Firstly,
Baihui DU20, Laogong PC8, and Yongquan KI 1. Other points included: Shuugou
DU26, Hegu LI 4, and Taichong LIV3.

Additional combined points were administered. For participants with palpitations, in-
somnia, vexation, Xinshu BI15, Fengchi GB20, Neiguan PC6, Shenmen HT7 were
added. For participants with stomach ache, poor appetite, abdominal distension Zusanli
ST36, Pishu BL20, and Weishu BL21 were added.

The two groups of acupuncture points were used alternatively. Acupuncture needles
were inserted to a depth 0.5-1.0cun. ML8804 electroacupuncture unit was applied at
an output of 50-100Hz, wave width 200micros and a current of 2-3mA. The needles
were stimulated until muscles trembled slightly. Needles manipulated using a reinforcing
reducing technique for 30-60 minutes. Treatment was administered six out of seven days.
For the medication group amitriptyline was given 25mg three times a day in the first
week. Subsequent doses were modified after the first week, with an average dose of 150mg
per day administered over three weeks. All patients received three weeks of treatment
with psychological therapy.

Outcomes

The following outcomes were described. Cure clinical symptoms disappeared with no
sign of relapse after 2-3 weeks. Marked effect: clinical symptoms eased with occasional
emotional fluctuation. Improvement: clinical symptoms improved with some mental
fluctuation. Failure, no improvement. The Hamilton Rating scale for depression was
used at baseline and three weeks.

Notes
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Zhang 2003  (Continued)

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Unclear No details were reported on the method of
randomisation.

Allocation concealment? Unclear Unable to confirm details on randomisa-

tion from the author.

Blinding?

All outcomes

No The participant and therapist were not
blind to group allocation. It was unclear if
the outcome assessor and analyst were blind
to group allocation.

Incomplete outcome data addressed?
All outcomes

Yes No loss to follow up and all participants
were included in the analysis.

Free of selective reporting?

Yes Protocol unavailable, data was available on

study outcomes.

Free of other bias?

Yes Groups were comparable at baseline.Study

appears free of other sources of bias

Zhang 2007

Methods

Single blind randomised controlled trial of electro acupuncture plus medication (parox-
etine) compared with medication for participants with clinical depression.

Participants

Forty two participants were recruited as inpatients at hospital in Hubei, China. Depres-
sion was diagnosed using the CCMD-3, and a HAMD score of greater than 17. Exclusion
criteria included; participants with previous suicide attempts, pregnancy, breastfeeding,
or dependence on drugs or alcohol.

Interventions

Participants in the treatment group received electroacupuncture: Dominant acupuoints
were:- Baihui (DU20) and Yintang (EXHN3). Bilateral auxiliary points: were Neiguan
(PC6) Waiguan (SJ5) Shenmen(HT7), Hegu (LI4), Taichong (LR3), Zusanli (ST36),
Fenglong (ST40), Sanyinjiao(SP6), Taiyuan (LU9), etc (sic). Needles were connected to
the electro-acupuncture machine type g6805, and needle stimulation was administered
at 2Hz frequency, sparse-dense wave, 6 volts, applied to produce stimulation within
patients comfort level. EA was applied 30 minutes once daily, six times per week, for
six weeks. Both groups received medication. The control group received paroxetine, 10-
40mg daily orally for six weeks as one therapeutic course.

Outcomes

The HAMD was used to assess depression outcomes and side effects were reported at 2,
4 and six weeks.
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Zhang 2007  (Continued)

Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Unclear It was unclear how the randomisation se-
quence was generated.

Allocation concealment? Unclear It was not reported if there was adequate
concealment of the allocation sequence.

Blinding? No participants and the therapist were not

All outcomes blind, and it was unclear if the outcome as-
sessor and analyst were blind to study group
allocation.

Incomplete outcome data addressed? Yes There were no losses to follow up.

All outcomes

Free of selective reporting? Yes One outcome measure was reported, no
other information available from a study
protocol

Free of other bias? Yes There were no differences in groups at base-

line. The study appears free of other sources

Zhuang 2004

Methods

Single blind randomised controlled trial of acupuncture, plus massage compared with
medication.

Participants

Sixty two participants who were day and in patients at the Guangzhou hospital China
were recruited. participants had post stroke depression for greater than a year and di-
agnosed using the CCMD-R diagnostic criteria and a score of greater than 8 on the
HAMD. Exclusion criteria included: no serious cardiovascular disease or an allergy to a
sedative named “Dai an shen” containing flupentixol and melitracen

Interventions

“ZhisanZhen” included a combination of points including, GB13 Ben Shen, DU24
Shenting, PC6 Neiguan and SP4 Gongsun. The “Zhisanzhen” is needled using 25mm
needles. PC6 was needled using 50mm needles, with deep needling. SP4 was needled
towards SP3 Taibai, with de gi obtained, and the sensation of qi sensation moving towards
chest. Needles are retained for 30 minutes. Participants were needled every second day,
15 treatments were given.

In addition the group received finger point pressure and massage. The massage consisted
of a) Head massage: massage on Tianmen points press Yingtang and stroke towards
Shenting, repeated 5 times. Pressure applied to acupuncture points DU20 Baihui, M-
NH-3 Yingtang, DU26 Shuigou and M-HN-9 Taiyang five times. Points GB20 Fengchi
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Zhuang 2004  (Continued)

and DU16 Feng fu were pressed three times. b) Abdominal massage: In a circular clock-
wise motion massage was applied to the abdomen 10 times. Pressure massage was ap-
plied to acupuncture points CV8 Shenque, CV4 Guanyuan, CV6 Qihai and CV17
Shanzhong 3-5 times. ¢) Tendon separating pressure was applied to acupuncture points
ST36 Zhusanli, SP6 Sanyinjiao three times. Massage using a kneading technic was ap-
plied to KD3 Taixi, LIV3 Taichong, SP6 Sanyinjiao and PC6 Neiguan three times.
Massage was applied once every second day, for 15 treatments.

The control group received medication consisting of Dai an shen (contains flupenthixol
and melitracen). Two tablets were taken once a day in the morning, for one month
continuously. NOTE Flupenthixol is a antipsychotic drug, and melitracen is a tricyclic

antidepressant.

Outcomes The Hamilton Rating Scale for Depression was used at baseline and four weeks. Data
was also available on patients cured, or for whom there was a marked effect.

Notes

Risk of bias

Item Authors’ judgement Description

Adequate sequence generation? Yes A random table was used to generate the

allocation sequence

Allocation concealment?

Unclear No response received from author request-
ing further details on randomisation.

Blinding?

All outcomes

No Participants and the therapist were not
blind and it was unclear if the outcome as-
sessor and analyst were blind to study group
allocation.

Incomplete outcome data addressed?
All outcomes

Yes No attrition or exclusions reported, no
missing data, all participants included in
analysis.

Free of selective reporting?

Yes No protocol available, data was available on
study outcomes.

Free of other bias?

Yes The study appears free of other sources
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Characteristics of excluded studies /[ordered by study ID]

Agelink 2003

In this trial of depression and anxiety, the study aimed to evaluate the effect of acupuncture on cardiac autonomic
nervous system function. Thirty six participants were randomly allocated to acupuncture or sham acupuncture. No

clinically meaningful data were reported. Data were reported on cardio-vascular outcomes e.g heart rate variability.

Chang-du 1994

In this trial of trial of acupuncture, participants had experienced a stroke and reported post stroke depression. The
depression was diagnosed as per our protocol and did not meet the criteria.Details on randomisation could not
be confirmed. participants were allocated into three groups Xingnao acupuncture method, routine acupuncture
plus medication (Doxepin) and routine acupuncture.No other details were reported. The outcome measure was

unclear.

Gallagher 2002

The population, intervention and study outcomes are as reported in Allen 1998.This study reported on follow up
data at 12 months on an earlier trial Allen 1998. We were unable however to obtain data reported separately by

group.

He 2007b

Sixty one participants from China were diagnosed with depression using the CCMD. Participants were given
acupuncture or Chinese herbal medicine. The control group was administered with Chinese herbs which did
not meet our definition of standard care. Details on randomisation were unclear. The outcome measure used the
Hamilton Rating Scale for depression.

Huang 2004

Eighty five participants with post stroke depression were recruited in China. Participants were allocated to acupunc-
ture and point injection group, every second day for 12 days. The control group received amitriptyline 25-50mg
2-3 times per day. The outcome assessment used the Hamilton rating scale for depression. The study evaluated
point injection therapy with parental solution of breviscapine which did not our criteria for inclusion.

Huang 2005

Ninety inpatients from a hospital in China were recruited to the trial. participants met the DSM-II R diagnostic
criteria for depression. participants were randomly allocated to scalp acupuncture or routine acupuncture, admin-
istered six days a week for six weeks. The Hamilton Rating Sclae for Depression was used to measure outcomes.
This study was excluded due to use of acupuncture as the control group.

Lu 2004

Sixty six participants with depression diagnosed using the CCMD III. participants were inpatients from a hospital
in China. participants were randomised to acupuncture plus medication or medication only. Electro-acupuncture
was administered five times a week for six weeks. Insufficient details on the dose of medication was reported in
the manuscript. We were unable to confirm details from the author after extensive efforts. Outcome assessment
used the Hamilton Rating Scale for Depression.

Song 1999

142 participants with a stroke a depression (score >7 on HAMD). Intervention group received scalp acupuncture
once a day for 30 days Prozac 0.5mg administered once per day. Outcome measures: HAMD. A sub optimal dose
of medication was administered in the control group, 0.5mg once a day. Clarification was sought from the author.
No response was received after extensive efforts

Wang 2004

participants had depression following a stroke, and depression was diagnosed using the Hamilton Rating Scale
for Depression. participants in the intervention group received acupuncture five times a week for four weeks.
participants in the control group received Diazepam 2.5mg once a day, or Clozapine 25mg once a day for four
weeks. Neither medication prescribed for the control group was to treat depression. The outcome measure used
the Hamilton rating scale for depression.
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(Continued)

Wang 2005

Thirty four participants were recruited as inpatients at hospital in Malta. Diagnosis for depression did not meet our
criteria. This study compared acupuncture to standard medication for depression. participants received electro-
acupuncture twice a week for five weeks. The control group were administered Deanxit, during the first three
weeks 2 tablets a day were given, during the last two weeks one tablet a day. No details were available on the dosage.
However, we were unable to confirm through correspondence with the author if the study was a randomised
controlled trial.

Zhou 2007

Participants with depression associated with the menopause. This trial did not have a clear definition using the
HAMD to classify depression. The study also addressed defined a sub category of depression in post-menopausal
women, a group not recognised in the West. The intervention consisted of acupuncture given once per day for
6 days a week, for six weeks. The control group received fluoxetine 20mg once per day for six weeks. Outcome
measure s used the HAMD.

Characteristics of studies awaiting assessment [ordered by study ID]

Tang 2003
Methods Single blind randomised controlled trial of acupuncture compared with standard medication
Participants ~ Forty one participants with depression diagnosed using the CCMD-2R
Interventions Manual acupuncture of four points, treatment administered each day for 20 days. Medication was deanxin and
insufficient details were reported on dose
Outcomes HAMD
Notes awaiting response from authors for further information on dose
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DATA AND ANALYSES

Comparison 1. Manual acupuncture versus control

No. of No. of
Outcome or subgroup title studies participants Statistical method Effect size
1 Reduction in the severity of 8 Std. Mean Difference (IV, Random, 95% CI)  Subtotals only
depression
1.1 Wait list control 2 94 Std. Mean Difference (IV, Random, 95% CI)  -0.73 [-1.18, -0.29]
1.2 Sham acupuncture 2 56 Std. Mean Difference (IV, Random, 95% CI)  -0.03 [-1.26, 1.19]
(invasive)
1.3 Non specific acupuncture 2 91 Std. Mean Difference (IV, Random, 95% CI)  -0.34 [-1.61, 0.93]
1.4 Amitriptyline 1 41 Std. Mean Difference (IV, Random, 95% CI)  0.33 [-0.29, 0.94]
1.5 SSRI 3 175 Std. Mean Difference (IV, Random, 95% CI)  -0.02 [-0.33, 0.28]
1.6 Sertraline, 1 45 Std. Mean Difference (IV, Random, 95% CI)  -1.06 [-1.69, -0.43]
venlafaxine/mirtazepine plus
acupuncture
2 Improvement in depression 9 Risk Ratio (M-H, Random, 95% CI) Subtotals only
2.1 Wait list control 2 94 Risk Ratio (M-H, Random, 95% CI) 1.67 [0.77, 3.65]
2.2 Sham acupuncture 1 49 Risk Ratio (M-H, Random, 95% CI) 3.67 [1.36, 9.91]
(invasive)
2.3 Non specific acupuncture 2 91 Risk Ratio (M-H, Random, 95% CI) 1.05 [0.17, 6.69]
2.4 Amitriptyline 1 46 Risk Ratio (M-H, Random, 95% CI) 4.36 [0.53, 36.12]
2.5 SSRI 4 361 Risk Ratio (M-H, Random, 95% CI) 1.18 [0.99, 1.40]
2.6 Acupuncture plus 1 46 Risk Ratio (M-H, Random, 95% CI) 4.36 [0.53, 36.12]
mianserin
3 Quality of life sleep 1 Mean Difference (IV, Random, 95% CI) Subtotals only
3.1 Setraline, venlafaxine or 1 45 Mean Difference (IV, Random, 95% CI) -4.62 [-6.93, -2.31]
mirtazepine
4 Quality of life emotional 1 Mean Difference (IV, Random, 95% CI) Subtotals only
4.1 Manual acupuncture 1 17 Mean Difference (IV, Random, 95% CI) -5.0 [-36.47, 26.47]
5 Adverse events 1 Risk Ratio (M-H, Random, 95% CI) Subtotals only
5.1 Manual acupuncture 1 17 Risk Ratio (M-H, Random, 95% CI) 2.5 [0.15, 40.37]

Comparison 2. Electro-acupuncture versus control

No. of No. of
Outcome or subgroup title studies participants Statistical method Effect size
1 Reduction in the severity of 9 Std. Mean Difference (IV, Random, 95% CI)  Subtotals only
depression
1.1 Amitriptyline 6 853 Std. Mean Difference (IV, Random, 95% CI)  -0.17 [-0.37, 0.04]
1.2 SSRI 2 117 Std. Mean Difference (IV, Random, 95% CI)  0.07 [-0.38, 0.53]
1.3 Electro-acupuncture plus 1 42 Std. Mean Difference (IV, Random, 95% CI)  -0.70 [-1.32, -0.07]
SSRI
2 Improvement in depression 8 Risk Ratio (M-H, Random, 95% CI) Subtotals only
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2.1 Amitriptyline 5 830 Risk Ratio (M-H, Random, 95% CI)

2.2 SSRI 2 91 Risk Ratio (M-H, Random, 95% CI)
2.3 Electro-acupuncture plus 2 77 Risk Ratio (M-H, Random, 95% CI)
medication

0.99 [0.90, 1.09]
1.16 [0.88, 1.53]
1.36 [0.78, 2.35]

Comparison 3. Laser acupuncture versus control

No. of No. of

Outcome or subgroup title studies participants Statistical method

Effect size

1 Reduction in the severity of 1 Mean Difference (IV, Random, 95% CI)
depression
1.1 Sham laser 1 26 Mean Difference (IV, Random, 95% CI)
2 Improvement in depression 1 Risk Ratio (M-H, Fixed, 95% CI)
2.1 Sham laser 1 26 Risk Ratio (M-H, Fixed, 95% CI)

Subtotals only

-7.3 [-12.68, -1.92]
Subtotals only
2.0 [0.66, 6.08]

Comparison 4. Manual acupuncture versus control for stroke patients

No. of No. of

Outcome or subgroup title studies participants Statistical method

Effect size

1 Reduction in the severity of 4 Std. Mean Difference (IV, Random, 95% CI)
depression
1.1 Standard care 1 40 Std. Mean Difference (IV, Random, 95% CI)
1.2 SSRI 2 232 Std. Mean Difference (IV, Random, 95% CI)
1.3 Amitriptyline 1 256 Std. Mean Difference (IV, Random, 95% CI)
2 Improvement in depression 5 Risk Ratio (M-H, Random, 95% CI)
2.1 SSRI 3 294 Risk Ratio (M-H, Random, 95% CI)
2.2 Amitriptyline 2 512 Risk Ratio (M-H, Random, 95% CI)

Subtotals only

-1.49 [-2.19, -0.78]
-0.47 [-1.02, 0.09]
-1.15 [-1.44, -0.87]
Subtotals only

1.66 [1.03, 2.68]
1.21 [0.92, 1.60]

Comparison 5. Electro-acupuncture versus control for stroke patients

No. of No. of

Outcome or subgroup title studies participants Statistical method

Effect size

1 Reduction in the severity of 2 Mean Difference (IV, Random, 95% CI)
depression

1.1 Standard care 1 60 Mean Difference (IV, Random, 95% CI)
1.2 SSRI 1 39 Mean Difference (IV, Random, 95% CI)

2 Improvement in depression 1 Risk Ratio (M-H, Random, 95% CI)
2.1 SSRI 1 72 Risk Ratio (M-H, Random, 95% CI)

3 Quality of life 1 Mean Difference (IV, Random, 95% CI)
3.1 Standard care 1 60 Mean Difference (IV, Random, 95% CI)

Subtotals only

-8.0 [-11.06, -4.94]
-4.34 [-6.44, -2.24]
Subtotals only

1.41 [0.87, 2.28]
Subtotals only
0.96 [-1.51, 3.43]
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Analysis I.1.

Comparison | Manual acupuncture versus control, Outcome | Reduction in the severity of

depression.
Review:  Acupuncture for depression
Comparison: | Manual acupuncture versus control
Outcome: | Reduction in the severity of depression
Study or subgroup Favours treatment Control Std. Mean Difference Weight Std. Mean Difference
N Mean(SD) N Mean(SD) IVRandom,95% Cl IV.Random 95% Cl
I Wait list control
Allen 1998 6 -11.7 (7.3) I -6.1 (10.9) 34.6 % -054[-1.56,048]
Allen 2006 25 135 (5.5) 52 19 (7.6) 654 % -0.78 [-1.27,-0.28 ]
Subtotal (95% CI) 31 63 100.0 % -0.73 [-1.18,-0.29 ]
Heterogeneity: Tau? = 0.0; Chi> = 0.17, df = | (P = 0.68); I> =0.0%
Test for overall effect: Z = 324 (P = 0.0012)
2 Sham acupuncture (invasive)
Fan 2005 141652 (7.13) 25 2037 (6.29) 644 % -057[-124,0.10]
Whiting 2008 13 21.3(105) 4 135 (11.6) 356 % 0.69 [ -046, 1.84]
Subtotal (95% CI) 27 29 100.0 % -0.03 [ -1.26,1.19 ]
Heterogeneity: Tau? = 0.57; Chi? = 345, df = | (P = 0.06); I*> =71%
Test for overall effect: Z = 0.05 (P = 0.96)
3 Non specific acupuncture
Allen 1998 6 -11.7(7.3) I 229 (79) 327 % -1.08 [-2.16,-001 ]
Allen 2006 25 135 (5.5) 49 119 (7.7) 673 % 022[-026,071]
Subtotal (95% CI) 31 60 100.0 % -0.34[-1.61,0.93]
Heterogeneity: Tau? = 0.67; Chi? = 4.71, df = | (P = 0.03); I*> =79%
Test for overall effect: Z = 0.52 (P = 0.60)
4 Amitriptyline
Xiujuan 1994 20 155 (6.74) 21 12.8 (9.27) 100.0 % 0.33[-029,094]
Subtotal (95% CI) 20 21 100.0 % 0.33 [ -0.29, 0.94 ]
Heterogeneity: not applicable
Test for overall effect: Z = 1.03 (P = 0.30)
5 SSRI
Fan 2005 14 1652 (7.13) 25 1548 (6.01) 292 % 0.16 [-0.50, 0.81 ]
Li 2004 49 15.8 (6.1) 25 1572 (5.84) 357 % 001 [-047,049]
Wenbin 2002 32 75 (73) 30 8.7 (69) 35.1 % -0.17[-067,033]
Subtotal (95% CI) 95 80 100.0 % -0.02 [ -0.33, 0.28 |
Heterogeneity: Tau? = 0.0; Chi? = 0.63, df = 2 (P = 0.73); I> =0.0%
-10 5 5 10

Favours treatment

Favours control

(Continued . . .)
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(... Continued)

Study or subgroup Favours treatment Control Std. Mean Difference Weight Std. Mean Difference
N Mean(SD) N Mean(SD) IVRandom,95% CI IV;Random,95% Cl

Test for overall effect: Z = 0.15 (P = 0.88)
6 Sertraline, venlafaxine/mirtazepine plus acupuncture

Wang 2006 23 796 (399) 22 1305 (5.36) 100.0 % -1.06 [-1.69,-043 ]
Subtotal (95% CI) 23 22 . 100.0 % -1.06 [ -1.69, -0.43 |
Heterogeneity: not applicable
Test for overall effect: Z = 331 (P = 0.00092)
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Analysis 1.2. Comparison | Manual acupuncture versus control, Outcome 2 Improvement in depression.

Review:  Acupuncture for depression
Comparison:

Outcome: 2 Improvement in depression

| Manual acupuncture versus control

Study or subgroup Treatment Control Risk Ratio Weight Risk Ratio
n/N n/N M-H,Random,95% Cl M-H,Random,95% Cl
| Wait list control

Allen 1998 3/6 2/11 B e — 305 % 2750062, 1217 ]

Allen 2006 6/25 9/52 —— 69.5 % 1.39 [ 0.55, 347 ]
Subtotal (95% CI) 31 63 — 100.0 % 1.67 [0.77, 3.65 |
Total events: 9 (Treatment), | | (Control)

Heterogeneity: Tau? = 0.0; Chi? = 0.59, df = | (P = 0.44); I> =0.0%
Test for overall effect: Z = 1.29 (P = 0.20)
2 Sham acupuncture (invasive)

Eich 2000 121 428 —i— 1000 % 367136991 ]
Subtotal (95% CI) 21 28 — 100.0 % 3.67 [ 1.36, 9.91 ]
Total events: || (Treatment), 4 (Control)

Heterogeneity: not applicable
Test for overall effect: Z = 2.56 (P = 0.010)
3 Non specific acupuncture
Allen 1998 2/6 I/11 1 16.3 % 3.67[041,3259]
Allen 2006 5/25 19749 —— 83.7 % 0520022, 1.22]
0l 02 05 | 2 5 10
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(... Continued)

Study or subgroup Treatment Control Risk Ratio Weight Risk Ratio
n/N n/N M-H,Random,95% ClI M-H,Random,95% ClI
Subtotal (95% CI) 31 60 —— 100.0 % 1.05 [0.17, 6.69 ]
Total events: 7 (Treatment), 20 (Control)
Heterogeneity: Tau? = |.21; Chi? = 268, df = | (P = 0.10); I> =63%
Test for overall effect: Z = 0.05 (P = 0.96)
4 Amitriptyline
Xiujuan 1994 4122 1124 —i— 100.0 % 436 [053,36.12]
Subtotal (95% CI) 22 24 T — 100.0 % 4.36 [ 0.53, 36.12 ]
Total events: 4 (Treatment), | (Control)
Heterogeneity: not applicable
Test for overall effect: Z = 1.37 (P = 0.17)
5 SSRI
Fan 2005 25/28 22/25 - 32.1 % 101 [0.84,1.23]
He 2005 57/86 46/86 - 295 % 124097, 1.59]
Li 2004 44/49 16/25 Rl 265 % 140 [ 103, 191]
Wenbin 2002 12/32 9/30 - 1.9 % 125[0.62,253]
Subtotal (95% CI) 195 166 g 100.0 % 1.18 [ 0.99, 1.40 ]
Total events: 138 (Treatment), 93 (Control)
Heterogeneity: Tau? = 0.01; Chi? = 4.35, df = 3 (P = 023); I> =31%
Test for overall effect: Z = 1.82 (P = 0.069)
6 Acupuncture plus mianserin
Roschke 2000 4/22 1124 ] H 100.0 % 436[053,36.12]
Subtotal (95% CI) 22 24 T — 100.0 % 4.36 [ 0.53, 36.12 ]

Total events: 4 (Treatment), | (Control)
Heterogeneity: not applicable
Test for overall effect: Z = 1.37 (P = 0.17)
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Analysis 1.3. Comparison | Manual acupuncture versus control, Outcome 3 Quality of life sleep.

Review:  Acupuncture for depression
Comparison: | Manual acupuncture versus control

Outcome: 3 Quality of life sleep

Study or subgroup Treatment Control Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) IV.Random,95% Cl IV.Random,95% Cl
| Setraline, venlafaxine or mirtazepine
Wang 2006 23 843 (3.34) 22 13.05 (4.46) B 100.0 % 462 [-693,-231 ]
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Analysis 1.4. Comparison | Manual acupuncture versus control, Outcome 4 Quality of life emotional.

Review: Acupuncture for depression
Comparison: | Manual acupuncture versus control

Outcome: 4 Quality of life emotional

Study or subgroup Treatment Control Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) IVRandom,95% Cl IV.Random 95% Cl

| Manual acupuncture
Whiting 2008 13 50.2 (237) 4 552 (29.3) B 100.0 % -5.00 [ -36:47,2647 ]
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Analysis 1.5. Comparison | Manual acupuncture versus control, Outcome 5 Adverse events.

Review:  Acupuncture for depression

Comparison: | Manual acupuncture versus control

Outcome: 5 Adverse events

Study or subgroup Treatment Control Risk Ratio Weight Risk Ratio
n/N n/N M-H,Random,95% Cl M-H,Random,95% Cl
| Manual acupuncture
Whiting 2008 313 0/4 —— 1000 % 250 0.15, 40.37 ]
0.01 0.1 | 10 100
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Analysis 2.1. Comparison 2 Electro-acupuncture versus control, Outcome |

Reduction in the severity of

depression.
Review: Acupuncture for depression
Comparison: 2 Electro-acupuncture versus control
Outcome: | Reduction in the severity of depression
Study or subgroup Experimental Control Std. Mean Difference Weight Std. Mean Difference
N Mean(SD) N Mean(SD) IVRandom,95% CI IV.Random,95% ClI
| Amitriptyline
Khang 2002 26 9.6 (3.3) 26 92 (43) 129 % 0.10 [ -044, 0.65 ]
Luo 1985 27 12.8 (10.5) 20 142 (8.3) 11.8% -0.14[-0.72,044]
Luo 1988 133 8.3 (8.07) 108 104 (11.4) 286 % -022[-047,004]
Luo 1998 18 123 (2.33) 5 99 (23) e 45 % 1.00 [-0.04,2.04]
Yan 2004 19 1284 (541) Il 1421 (3.87) - 80 % -027[-1.02,048 ]
Zhang 2003 210 143 (34) 250 153 (32) b 34.1 % -030[-049,-0.12]
Subtotal (95% CI) 433 420 ' 100.0 %  -0.17 [ -0.37, 0.04 |
Heterogeneity: Tau? = 0.02; Chi? = 7.47,df = 5 (P = 0.19); I> =33%
Test for overall effect: Z =159 (P =0.11)
2 SSRI
Han 2002 30 1173 (6.13) 31 9.89 (6) T 517 % 0.30[-021,080]
-10 -5 0 5 10
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(... Continued)

Study or subgroup Experimental Control Std. Mean Difference Weight Std. Mean Difference

N Mean(SD) N Mean(SD) IVRandom,95% CI IV;Random,95% Cl

Li 2007 32 1322 (632) 24 1429 (6.39) [] 48.3 % -0.17 [-0.70,0.36 ]
Subtotal (95% CI) 62 55 + 100.0%  0.07 [ -0.38,0.53 ]

Heterogeneity: Tau? = 0.04; Chi? = |.55,df = | (P = 021); I> =36%
Test for overall effect: Z = 0.32 (P = 0.75)
3 Electro-acupuncture plus SSRI

Zhang 2007 22 72(32) 20 9.8 (4.1) = 100.0 % -0.70[-1.32,-007 ]

Subtotal (95% CI) 22 20 * 100.0 % -0.70 [ -1.32,-0.07 ]
Heterogeneity: not applicable
Test for overall effect: Z = 2.19 (P = 0.029)

Favours treatment Favours control

Analysis 2.2. Comparison 2 Electro-acupuncture versus control, Outcome 2 Improvement in depression.
Review:  Acupuncture for depression
Comparison: 2 Electro-acupuncture versus control

Outcome: 2 Improvement in depression

Study or subgroup Experimental Control Risk Ratio Weight Risk Ratio
n/N n/N M-H,Random,95% ClI M-H,Random,95% ClI
| Amitriptyline
Khang 2002 16/26 17126 - 9.7 % 094062, 142]
Luo 1985 12127 6/20 ] 28 % 148 [0.67,327]
Luo 1988 72/133 50/108 inll 218 % 1177090, 1.51]
Yan 2004 14/19 71 - 63% 116069, 195]
Zhang 2003 150/210 189/250 | 594 % 094085, 1.06 ]
Subtotal (95% CI) 415 415 M 100.0 % 0.99 [ 0.90, 1.09 ]
Total events: 264 (Experimental), 269 (Control)
Heterogeneity: Tau? = 0.0; Chi? = 4.00, df = 4 (P = 0.41); 1> =0.0%
Test for overall effect: Z = 027 (P = 0.79)
2 SSRI
Duan 2008 19/23 9112 T 529 % ILI0[ 076, 1.61]
0l 02 05 | 2 5 10
Favours control Favours treatment
(Continued . . .)
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(... Continued)

Study or subgroup Experimental Control Risk Ratio Weight Risk Ratio
n/N n/N M-H,Random,95% ClI M-H,Random,95% ClI

Li 2007 23/32 14/24 - 47.1 % 123082, 1.84]
Subtotal (95% CI) 55 36 het 100.0 % 1.16 [ 0.88, 1.53 ]

Total events: 42 (Experimental), 23 (Control)
Heterogeneity: Tau? = 0.0; Chi? = 0.17, df = | (P = 0.68); I> =0.0%
Test for overall effect: Z = 1.06 (P = 0.29)

3 Electro-acupuncture plus medication

Duan 2008 2224 91 L 3 771 % 112083, 152]
Zhang 2007 16/22 8/20 = 229% 1.82[1.00,330]
Subtotal (95% CI) 46 31 -— 100.0 % 1.36 [ 0.78, 2.35 ]

Total events: 38 (Experimental), 17 (Control)
Heterogeneity: Tau? = 0.1 1; Chi? = 2.84, df = | (P = 0.09); I> =65%
Test for overall effect: Z = 1.09 (P = 0.28)

0l 02 05 | 2 5 10
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Analysis 3.1. Comparison 3 Laser acupuncture versus control, Outcome | Reduction in the severity of

depression.
Review:  Acupuncture for depression
Comparison: 3 Laser acupuncture versus control
Outcome: | Reduction in the severity of depression
Study or subgroup Experimental Control Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) IV;Random,95% Cl IV;Random,95% Cl

| Sham laser

Quah Smith 2005 14 6.8 (5.2) 12 14.1 (82) — 100.0 % <730 [-12.68,-192]
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Analysis 3.2. Comparison 3 Laser acupuncture versus control, Outcome 2 Improvement in depression.
Review:  Acupuncture for depression
Comparison: 3 Laser acupuncture versus contro

Outcome: 2 Improvement in depression

Study or subgroup Laser acupuncture Control Risk Ratio Weight Risk Ratio
n/N n/N M-H,Fixed,95% ClI M-H,Fixed,95% ClI
| Sham laser
Quah Smith 2005 714 312 —— 1000 % 200 [ 066, 608 ]
0l 02 05 | 2 5 10
Favours control Favours treatment

Analysis 4.1. Comparison 4 Manual acupuncture versus control for stroke patients, Outcome | Reduction in
the severity of depression.

Review:  Acupuncture for depression

Comparison: 4 Manual acupuncture versus control for stroke patients

Outcome: | Reduction in the severity of depression

Study or subgroup Experimental Control Std. Mean Difference Weight Std. Mean Difference

N Mean(SD) N Mean(SD) IV,Random,95% ClI IV;Random,95% Cl

| Standard care

Cheng 2007 19 17.82 (6.25) 21 2748 (648) = 100.0 % -149[-2.19,-078 ]
Subtotal (95% CI) 19 21 . 100.0 % -1.49 [ -2.19, -0.78 ]
Heterogeneity: not applicable
Test for overall effect: Z =4.11 (P = 0.000040)
2 SSRI

Ding 2003 30 1631 (231) 30 1672 (324) : 452 % -0.14[-0.65,036]

He 2005 86  10.15(3.02) 86 1236 (3.15) 54.8 % -071[-1.02,-040]
Subtotal (95% CI) 116 116 M 100.0 %  -0.47 [ -1.02, 0.09 ]
Heterogeneity: Tau? = 0.12; Chi? = 354, df = | (P = 0.06); > =72%
Test for overall effect: Z = 1.65 (P = 0.099)
3 Amitriptyline

He 2007 180 546 (291) 76 8.75 (2.68) [ 100.0 % -1.I5[-1.44,-087 ]
Subtotal (95% CI) 180 76 ‘ 100.0 %  -1.15 [ -1.44, -0.87 ]
Heterogeneity: not applicable
Test for overall effect: Z = 7.89 (P < 0.00001)
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Analysis 4.2. Comparison 4 Manual acupuncture versus control for stroke patients, Outcome 2
Improvement in depression.

Review:  Acupuncture for depression

Comparison: 4 Manual acupuncture versus control for stroke patients

Outcome: 2 Improvement in depression

Study or subgroup Experimental Control Risk Ratio Weight Risk Ratio
n/N n/N M-H,Random,95% ClI M-H,Random,95% ClI
| SSRI
Ding 2003 16/30 4/30 - 10.3 % 400 [ 1.51,1057]
He 2005 57/86 46/86 g 554 % 1241097, 159]
Zhuang 2004 24/32 14/30 —— 342 % 1,61 [1.04,247]
Subtotal (95% CI) 148 146 - 100.0 % 1.66 [ 1.03, 2.68 |
Total events: 97 (Experimental), 64 (Control)
Heterogeneity: Tau? = 0.1 1; Chi> = 6.23, df = 2 (P = 0.04); I> =68%
Test for overall effect: Z = 2.07 (P = 0.039)
2 Amitriptyline
He 2007 104/180 41176 L 535% 107084, 1.36]
Shen 2005 104/180 31776 L 46.5 % 142 1.05 1.91]
Subtotal (95% CI) 360 152 Ingl 100.0 % 1.21[0.92, 1.60 |
Total events: 208 (Experimental), 72 (Control)
Heterogeneity: Tau? = 0.02; Chi? = 207, df = | (P = 0.15); I> =52%
Test for overall effect: Z = 1.39 (P = 0.17)
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Analysis 5.1. Comparison 5 Electro-acupuncture versus control for stroke patients, Outcome | Reduction
in the severity of depression.

Review: Acupuncture for depression

Comparison: 5 Electro-acupuncture versus control for stroke patients

Outcome: | Reduction in the severity of depression

Study or subgroup Experimental Control Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) IV,Random,95% ClI IV;Random,95% Cl

| Standard care

Tang 2003b 30 @3 30 19 (8) i 100.0 % -8.00 [ -11.06,-4.94 ]
Subtotal (95% CI) 30 30 - 100.0 % -8.00 [ -11.06, -4.94 ]
Heterogeneity: not applicable
Test for overall effect: Z = 5.13 (P < 0.00001)
2 SSRI

Dong 2007 19 9.78 (291) 20 1412 (3.75) - 100.0 % 434 [-644,-224]
Subtotal (95% CI) 19 20 - 100.0 %  -4.34 [ -6.44, -2.24 ]
Heterogeneity: not applicable
Test for overall effect: Z = 4.05 (P = 0.000051)
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Analysis 5.2. Comparison 5 Electro-acupuncture versus control for stroke patients, Outcome 2
Improvement in depression.

Review:  Acupuncture for depression

Comparison: 5 Electro-acupuncture versus control for stroke patients

Outcome: 2 Improvement in depression

Study or subgroup Experimental Control Risk Ratio Weight Risk Ratio
n/N n/N M-H,Random,95% Cl M-H,Random,95% Cl
| SSRI
Dong 2007 22138 14/34 -l 1000 % 141 [ 087,228 ]
0l 02 05 | 2 5 10
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Analysis 5.3. Comparison 5 Electro-acupuncture versus control for stroke patients, Outcome 3 Quality of

life.
Review:  Acupuncture for depression
Comparison: 5 Electro-acupuncture versus control for stroke patients
Outcome: 3 Quality of life
Study or subgroup Treatment Control Mean Difference Weight Mean Difference
N Mean(SD) N Mean(SD) IV,Random,95% ClI IVRandom,95% Cl

| Standard care

Tang 2003b 30 41.63 (4) 30 40.67 (5.63) 100.0 % 096 [-151,343]

APPENDICES

Appendix |. Appendix | Risk of Bias

Criteria for judging risk of bias in the Risk of bias assessment tool

SEQUENCE GENERATION

Was the allocation sequence adequately generated?
Criteria for a judgment of ‘YES’ (i.e. low risk of bias).

The investigators describe a random component in the sequence generation process such as:

e Referring to a random number table;

e Using a computer random number generator;

e Coin tossing;

Shuffling cards or envelopes;

.
e Throwing dice;
e Drawing of lots;

-10

Favours treatment

-5 0 5 10

Favours control

*Minimization may be implemented without a random element, and this is considered to be equivalent to being random.
y p q )

Criteria for the judgment of ‘NO’ (i.e. high risk of bias).

The investigators describe a non-random component in the sequence generation process. Usually, the description would involve some

systematic, non random approach, for example: sequence generated by odd or even date of birth; sequence generated by some rule

based on date (or day) of admission; sequence generated by some rule based on hospital or clinic record number. Other non-random

approaches happen much less frequently than the systematic approaches mentioned above and tend to be obvious. They usually involve

judgement or some method of non-random categorization of participants, for example:

o Allocation by judgment of the clinician
e Allocation by preference of the participant

e Allocation based on the results of a laboratory or a series of tests

e Allocation by availability of the intervention.

Criteria for the judgement of “UNCLEAR” (uncertain risk of boas)
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Insufficient information about the sequence generation process to permit judgement “Yes” or “No”.
ALLOCATION CONCEALMENT
‘Was allocation adequately concealed? (Short form: Allocation concealment?).
Criteria for a judgment of ‘YES’ (i.e. low risk of bias).
Participants and investigators enrolling participants could not foresee assignment because one of the following, or an equivalent method,
was used to conceal allocation:
o Central allocation (including telephone, web-based, and pharmacy controlled randomisation;
e Sequentially numbered drug containers of identical appearance;
e Sequentially numbered, opaque, sealed envelopes.

Criteria for the judgment of ‘NO’ (i.e. high risk of bias).
Participants or investigators enrolling participants could possibly foresee assignments and thus introduce selection bias, such as allocation
based on:

e Using an open random allocation schedule (e.g. a list of random numbers);

e Assignment envelopes were used without appropriate safeguards (e.g. if envelopes were unsealed or non opaque or not
sequentially numbered);

e Alternation or rotation;

e Date of birth;

e Case record number;

e Any other explicitly unconcealed procedure

Criteria for the judgment of “UNCLEAR” (uncertain risk of bias)
Insufficient information about the sequence generation process to permit judgement “Yes” or “No”. This is usually the case if the
method of concealment is not described or not described in sufficient detail to allow a definitive judgement, for example if the use of
assignment envelopes is described, but it remains unclear whether envelopes were \sequentially numbered, opaque and sealed.
BLINDING OF PARTICIPANTS, PERSONNEL AND OUTCOME ASSESSORS
Was knowledge of the allocated interventions adequately prevented during the study? (Short form: Blinding).
Criteria for a judgement of ‘YES’ (i.e. low risk of bias).
Anyone of the following:

e No blinding, but the review authors judge that the outcome and the outcome measurement are not likely to be influenced by
lack of blinding;

o Blinding of participants and key study personnel ensured, and unlikely that the blinding could have been broken;

e Either participants and key study personnel were not blinded, but outcome assessment was blinded and the non-blinding of
others unlikely to introduce bias.

Criteria for the judgment of ‘NO’ (i.e. high risk of bias).

Any one of the following:
e No blinding or incomplete blinding, and the outcome or outcome measurement is likely to be influenced by lack of blinding;
o Blinding of key study participants and personnel attempted, but likely that the blinding could have been broken;
o Either participants or some key study personnel were not blinded, and the non blinding or others likely to introduce bias.

Criteria for the judgment of “UNCLEAR” (uncertain risk of bias)
Any one of the following:
e Insufficient information to permit judgment of “yes” or “No”;
e The study did not address this outcome.

INCOMPLETE OUTCOME DATA
Were incomplete outcome data adequately addressed? (Short form: Incomplete outcome data addressed?).
Criteria for a judgment of ‘YES’ (i.e. low risk of bias).
Anyone of the following:

e No missing data;

e Reasons for missing outcome data unlikely to be related to true outcome (for survival data, censoring unlikely to be introducing
bias);

e Missing outcome data balanced in numbers across intervention groups, with similar reasons for missing data across groups;

e For dichotomous outcome data, the proportion of missing outcomes compared with observed event risk not enough to have
clinically relevant impact on the intervention effect estimate;
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e For continuous outcome data, plausible effect size (difference in means or standardized difference in means) among missing
outcomes not enough to have a clinically relevant impact on observed effect size;
e Missing data have been imputed using appropriate methods.

Criteria for the judgment of ‘NO’ (i.e. high risk of bias).
Any one of the following:

e Reason for missing outcome data likely to be related to true outcome, with either imbalance in numbers or reasons for missing
data across intervention groups;

e For dichotomous outcome data, the proportion of missing outcomes compared with observed event risk enough to induce
clinically relevant bias in the intervention effect estimate;

e For continuous outcome data, plausible effect size (difference in means or standardised difference in means) among missing
outcomes enough to have a clinically relevant impact on observed effect size;

e “As treated” analysis done with substantial departure of the intervention received from that assigned at randomisation;

e DPotentially inappropriate application of simple imputation.

Criteria for the judgment of “UNCLEAR” (uncertain risk of bias)
Any one of the following:

e Insufficient reporting of attrition/exclusions to permit judgement of “Yes” or “No” (e.g. number randomised not stated, no
reasons for missing data provided);

e The study did not address this outcome.

SELECTIVE OUTCOME REPORTING
Are reports of the study free of suggestion of selective outcome reporting? (Short form: Free of selective reporting?).
Criteria for a judgment of ‘YES’ (i.e. low risk of bias).
Anyone of the following:

e The study protocol is available and all the study’s pre-specifies (primary and secondary) outcomes that are of interest in the
review have been reported in the pre-specified way;

o The study protocol is not available but it is clear that the published reports include all expected outcomes, including those that
were pre-specified (convincing test of this nature may be uncommon);

Criteria for the judgment of ‘NO’ (i.e. high risk of bias).
Any one of the following:

e Not all of the study’s pre-specified primary outcomes have been reported;

e One or more primary outcomes is reported using measurements, analysis methods or subsets of the data (subscales) that were
not pre-specified;

e One or more reported primary outcomes were not pre-specified (unless clear justification for their reporting is provided, such as
an unexpected adverse effect);

e One or more outcomes of interest in the review are reported incompletely so that they cannot be entered be entered in a meta-
analysis;

e The study report fails to include results for a key outcome that would be expected to have been reported for such a study.

Criteria for the judgment of “UNCLEAR” (uncertain risk of bias)
Insufficient information to permit judgment of “yes” or “No”. It is likely that the majority of studies will fall into this category.
OTHER POTENTIAL THREATS TO VALIDITY
‘Was the study apparently free of other problems that could put it at a risk of bias? (Short form: Free of other bias?).
Criteria for a judgment of ‘YES’ (i.e. low risk of bias).
The study appears free of other sources of bias.
Criteria for the judgment of ‘NO’ (i.e. high risk of bias).
There is at least one important risk of bias. For example, the study:

e Had a potential source of bias related to the specific design used; or

Stopped early due to some data-dependent process (including a formal-stopping rule); or

.
e Had extreme baseline imbalance; or

e Has been claimed to have been fraudulent; or
[ ]

Had some other problem.

Criteria for the judgment of “UNCLEAR” (uncertain risk of bias)
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There may be a risk of bias, but there is either:
e Insuffiecient information to assess whether an important risk of bias exists; or
e Insufficent rationale or evidence that an identified problem will introduce bias.

WHAT’S NEW

Last assessed as up-to-date: 30 November 2008.

26 April 2009 New citation required and conclusions have changed  Undertook new search and updated review

HISTORY
Protocol first published: Issue 1, 2003
Review first published: Issue 2, 2005

1 November 2008 Amended Converted to new review format
24 February 2005 Amended Minor update
17 March 2004 New citation required and conclusions have changed ~ Substantive amendment
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