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Background: There is interest from the
community in the use of self-help and
complementary therapies for depres-
sion. This review examined the currently
available evidence supporting the use of
acupuncture to treat depression.
Objectives: To examine the effective-
ness 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 Da-
tabase of Abstracts of Reviews of Effec-
tiveness (DARE), CINAHL (1980 to Dec
2008), Wan Fang database (to Dec
2008). The following terms were used:
depression, depressive disorder, dysthy-
mic disorder and acupuncture.
Selection Criteria: Inclusion criteria in-
cluded all published and unpublished ran-
domized controlled trials comparing acu-
puncture with sham acupuncture, no
treatment, pharmacological treatment,
other structured psychotherapies (cogni-
tive behavioral therapy, psychotherapy or
counseling), or standard care. The follow-

The Cochrane Complementary Medicine Field is the
group within the Cochrane Collaboration focused on
facilitating the conduct of Cochrane systematic reviews
of CAM therapies. The CAM Field represents an inter-
national collaborative effort among researchers, clini-
cians, consumers, and CAM practitioners from nearly
every continent. The Field’s central office is located at the
Center for Integrative Medicine, University of Mary-
land School of Medicine, 520 W. Lombard St, Balti-
more, MD 21201. For more information, contact Eric
Manheimer at: emanheimer@compmed.umm.edu.
The Complementary Medicine Field is supported by
Grant R24 AT001293 from the National Center
for Complementary and Alternative Medicine
(NCCAM). The contents of this article are solely the
responsibility of the author and do not necessarily rep-
resent the official views of the NCCAM, or the Na-
ttional Institutes of Health.
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ng modes of treatment were included:
cupuncture, electro acupuncture, or laser
cupuncture. The participants included
dult men and women with depression de-
ned by clinical state description, or diag-
osed by the Diagnostic and Statistical
anual (DSM-IV), Research Diagnostic
riteria (RDC), International Classifica-

ion of Disease (ICD) or the Criteria for
lassification and Diagnosis of Mental
iseases CCMD-3-R.
ata Collection and Analysis: Meta-anal-
ses were performed using relative risk for
ichotomous outcomes and standard
ean differences for continuous out-

omes, with 95% confidence intervals. Pri-
ary outcomes were reduction in the sever-

ty of depression, measured by self-rating
cales, or by clinician rated scales and an
mprovement in depression defined as re-

ission versus no remission.
ain Results: This review is an update

nd now contains data from 30 studies.
ollowing recent searches, 23 new stud-
es have been added and a further 11
rials were excluded (due to suboptimal
oses of medication, no clinical out-
omes, insufficient reporting). Thirty tri-
ls with 2,812 participants are included
n the meta-analysis. There was a high
isk of bias in the majority of trials.
here was insufficient evidence of a con-

istent beneficial effect from acupunc-
ure compared with a wait list control or
ham acupuncture control. Two trials
ound acupuncture may have an addi-
ive benefit when combined with medi-
ation compared with medication alone.

subgroup of participants with depres-
ion as a comorbidity experienced a re-
uction in depression with manual acu-
uncture compared with SSRIs (RR
.66, 95%CI 1.03, 2.68) (three trials, 94
articipants). The majority of trials com-
ared manual and electro acupuncture
ith medication and found no effect be-
ween groups.

EXPLO
uthors’ Conclusions: We found insuffi-
ient evidence to recommend the use of
cupuncture for people with depression.
he results are limited by the high risk of
ias in the majority of trials meeting inclu-
ion criteria.

OMMENTARY ON COCHRANE
EVIEW

n the excellent Cochrane Review, Smith
nd colleagues provide the most compre-
ensive analysis of the evidence of acu-
uncture for depression to date, and in
ddition analyze the key factors that limit
aking evidence-based clinical recom-
endations. Despite the increased num-

er of clinical trials conducted in this area,
ompared to the previously published Co-
hrane review,1 evidence of the efficacy of

acupuncture for depression remains insuf-
ficient, primarily, the authors conclude,
because of the heterogeneity inherent in
most of the existing trials. In addition,
they point out, risk of bias and inadequate
reporting continue to be a challenge in
acupuncture studies.

A critical evaluation of the results and
conclusions derived from this meta-
analysis indicates the data is still insuffi-
cient not only to confirm but also to
refute the potential clinical application
of acupuncture for depression. There-
fore, the question remains as to whether
acupuncture may play a role in the man-
agement of this most prevalent condi-
tion, with a huge personal and socioeco-
nomic cost to society.2 A closer look at a
couple of important areas highlighted
by this review may help suggest strate-
gies for moving forward.

THE PLACEBO EFFECT IN
DEPRESSION
Depression is a complex, multifactorial,

and recurrent condition, and although we
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have made great advances in understand-
ing the etiopathogenesis of this disorder,
we have just barely begun to uncover the
alterations in neural functioning that lead
to depression.2 Depression presents a
number of key challenges to research in
general, not only acupuncture. As noted
by the authors of the review, the placebo
response in Major Depression Disorder
(MDD) is large regardless of the interven-
tion.3 Also noted by the reviewers are the

eta-analysis findings of Kirsch and col-
eagues:4 the difference in efficacy be-
tween antidepressants and placebo in-
creased based on severity, but was rel-
atively small even for severely depressed
patients. These findings were supported
by a different meta-analysis published in
JAMA in 2010.5

Clearly, thousands if not millions of
people believe to have benefited from an-
tidepressant treatment, and physicians re-
port significant clinical responses in their
patients. Antidepressants are the most
used type of prescription medication in
adults (20-59);6 from 1997 to 2004, the
otal expenditures for antidepressants
ore than doubled from $5.1 to $12.1

illion in the United States alone.7 As can
e imagined, the Kirsch and JAMA reports
ame as a shock and stirred a great deal of
ontroversy in both academic journals8

and the popular media and highlighted
challenges in depression research: teasing
apart the placebo effect, even in pharma-
cotherapy-based interventions is complex,
especially in this patient population.
Based on the evidence to date, it is inaccu-
rate to assert that the effects of acupunc-
ture in depression are indistinguishable
from placebo effects;9 more research is
learly needed.

CUPUNCTURE VERSUS SHAM
everal animal and human experimental
tudies indicate that acupuncture nee-
ling has demonstrable physiological ef-
ects, and that it may modify the neural
unctioning currently believed to be im-
licated in the pathophysiology of affec-
ive disorders.10-19 In this review of clin-
cal trials, however, the authors found
o significant differences between the
ffect of acupuncture and the sham con-
rols used. Common wisdom would in-
icate that these findings suggest the

echanisms underlying the therapeutic

194 EXPLORE May/June 2011, Vol. 7, N
ffects of acupuncture are essentially
lacebo-related, and that any effects of
ither acupuncture or sham on depres-
ion are due to nonspecific factors. Fur-
hermore, it could be argued that needle
ffects observed in basic science experi-
ents are unrelated to therapeutic ef-

ects and may not be applicable to clin-
cal research.20 Nevertheless, a couple of

small studies have found several physio-
logical responses to be related to thera-
peutically relevant outcomes in hu-
mans,21,22 indicating that more research
s still needed.

Placebos by definition must be inert. It
as been argued that many of the cur-
ently used acupuncture sham controls are
ot in fact inert,23 and do not constitute a
rue placebo. Most acupuncture sham de-
igns, especially the invasive needling
hams used in these studies, assume that
ne or another needling parameter (ie,
epth, placement, and stimulation) deter-
ines the clinical response to acupunc-

ure. Little is known, however, about the
ole each of these needling components
ie, insertion depth, needle location,
eedle stimulation) may play on the
herapeutic effect of acupuncture;20 or
hether this effect may vary as a result of

he condition being treated. Not know-
ng the mechanisms by which these pa-
ameters may influence immediate and
onger term physiological response to
cupuncture, has handicapped our abil-
ty to design an effective sham.20 It is

possible that sham treatments used in
these studies had some therapeutics ef-
fect and that significant differences be-
tween the groups would only be de-
tected in much larger sample sizes or
would only become evident in the long
term, requiring a more substantial fol-
low-up. Furthermore, acupuncture is a
complex, interactive treatment interven-
tion, and controlling for the specific ef-
fects of needling alone, may inadver-
tently ignore other nonneedling key
components that are specific to acu-
puncture treatment, and which also
need to be controlled (eg, palpation).20

TREATMENT INTERVENTIONS
Verum acupuncture treatment interven-
tions tested in these studies rarely reflect

the way in which acupuncture is used to p

o. 3
anage patients with depression in clin-
cal practice, and therefore, treatments

ay have been therapeutically inade-
uate. In China, for example, where
ost, availability, and integration into
outine care facilitates access to acu-
uncture as a monotherapy for treating
epression, acupuncture is performed
very day; it often combines both elec-
ro and manual stimulation, and uses
calp and body points concurrently.
ery few sham-controlled studies re-
iewed in this meta-analysis report this
ind of frequency or intensity of treat-
ent. Protocols must be informed by

linical practice; dose response, and op-
imal treatments need to be assessed.

In addition, acupuncture is one mo-
ality within a complete system of care.
t is often used as an adjunctive therapy
nd as part of a whole care package tai-
ored to the individual and that often
ncludes the internal administration of
erbal medicine. Moreover, through ed-
cation patients are encouraged to make
mportant life-style changes (ie, nutri-
ional support, stress management, diet,
nd exercise) and become committed to
heir care. It is also common, especially
n the West for depression patients to be
nder the care of a qualified mental
ealthcare professional while receiving
cupuncture. Acupuncture may play a
ery specific role in managing depres-
ion as part of a comprehensive treat-
ent strategy; pragmatic trials and
hole Systems Research24 are needed

o answer this question. The Cochrane
eview was designed to assess the specific
ffects of acupuncture; therefore, none
f the trials included evaluated acupunc-
ure as part of a whole package of care.
espite the limitations presented by

hese types of studies—they cannot pin-
oint which specific part(s) of the total
ackage of treatment is responsible for
he effects—they may help inform the
evelopment of future explanatory trials
nd basic science studies.

CUPUNCTURE AUGMENTATION
F ANTIDEPRESSANTS
espite the growing number of marketed

ntidepressants, between 19% and 34% of

atients with MDD do not respond to

Cochrane CAM Field
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acute antidepressant treatment, 29% to
46% may fail to achieve and sustain a full
remission,25 and between 15% and 50%

ill have a recurrence of depression de-
pite continuous antidepressant treat-
ent.26 Generally, clinicians tend to in-

rease the dosage or augment with a
econd agent prior to considering switch-
ng agents altogether.27-29 A higher dose of
medication can increase the side-effect
burden, and reduce patient adherence,
while the use of multiple medications may
increase risk of side effects or drug-drug
interactions.

According to the Cochrane review,
when used in conjunction with antide-
pressants, acupuncture may be promis-
ing in reducing both the symptoms and
severity of depression. These findings
are supported by the results of a recent
small open design, nonrandomized pilot
study (n � 30) of partial and nonresponders
o antidepressants with MDD.30 The overall
esponse rates among completers (56%)
nd in the ITT sample (43%) were com-
arable to those seen with standard an-
idepressants,31 which is particularly im-

pressive, considering that this was a
treatment-resistant sample.

Selective-serotonin reuptake inhibi-
tors (SSRIs), the most commonly used
type of antidepressant, are often de-
scribed as having a delayed onset of ef-
fect in the treatment of depression.32

Two recent studies (n � 59, n � 78)
onducted by Zhang and colleagues33 at

the University of Hong Kong, indicate
that a novel electroacupuncture stimula-
tion modality could accelerate onset of
antidepressant effect of SSRIs and aug-
ment their efficacy. For the relatively
large proportion of individuals that does
not respond well to antidepressants, acu-
puncture may offer an important aug-
mentation option. More research is
clearly needed in this area.

POSTSTROKE DEPRESSION
Depression in poststroke patients is
quite common; the prevalence varies
widely depending on the specific pa-
tients, the time elapsed since the stroke,
and different diagnostic criteria used34

with the location of lesion,35 and accu-
ulated damage due to previous strokes,

laying a significant role.36 As presented

in the review, there is evidence that acu-

Cochrane CAM Field
uncture may benefit poststroke pa-
ients with major depression and more
esearch is clearly warranted.

ANAGING DEPRESSION IN
ULNERABLE POPULATIONS

n the small number of studies that com-
ared acupuncture to medication in the
ochrane review, there was no evidence

hat medication performed better than
cupuncture; but rather acupuncture ap-
eared to perform as well as medica-
ion—with the caveat that these studies
id not indicate that the purpose of the
esearch was to examine equivalence or
oninferiority, or superiority. For vul-
erable populations for whom the use of
ntidepressants may be questionable,
uch as the elderly, pregnant women,
nd children, prescribing antidepres-
ants as the first line of treatment may
ot be justified by the risk to benefit ratio.
hat role may acupuncture play in manag-

ng depression symptoms in vulnerable pa-
ient populations? This question could be
nswered by short-term study designs that
valuate acupuncture alone or in combina-
ion with nonpharmacological strategies,
ollowed as needed by antidepressants.

EPRESSION DURING PREGNANCY
ajor depressive disorder is unfortu-

ately common during pregnancy; it has
een reported to range between 10% and
0%.37 Unfortunately, there are very few
edically acceptable treatments for de-

ression during pregnancy.37 The use of
ntidepressants during pregnancy has
een associated with higher risk of fetal
roblems and potentially presents sig-
ificant health and developmental risks
o the infant 38,39 Women who take SS-

RIs during pregnancy are more likely to
deliver prematurely; their babies have
lower five-minute Apgar scores, and are
more likely to be admitted to the neona-
tal intensive care unit.40 Recently

rafted recommendations41 suggest that
nonpharmacological interventions such
as Cognitive Behavioral Therapy, be
made available to pregnant women as
first-line treatments. Acupuncture may
offer an additional option.

The results of a trial of acupuncture of
150 pregnant women who met DSM-IV

criteria for MDD42 indicates that acu-

EXPLO
puncture may be an effective and safe
alternative to antidepressants for women
during the perinatal period. The re-
sponse rate was significantly greater for
acupuncture (63.0%) than the combina-
tion of the two controls, acupuncture
not specific for depression (“control acu-
puncture”) and massage (44.3%; P �
.05) and relative to the control acupunc-
ture (37.5%; P � .05). There were no
significant differences in symptom re-
duction or response rates between con-
trol acupuncture (37.5%) and massage
(50.0%). There were no significant group
differences in participants’ or acupunc-
turists’ expectations between acupunc-
ture and the combined control condi-
tions (P � .36). These results are
consistent with a previous pilot study of
61 pregnant women conducted by the
same team.43 In both studies, acupunc-
ure produced a response rate compara-
le to those observed in standard treat-
ents for depression. Given the

ubstantial risks associated with the use
f antidepressants during pregnancy,
cupuncture may provide a viable alter-
ative to managing depression in the
erinatal period.

EDEFINING THE ROLE OF
CUPUNCTURE IN DEPRESSION
he authors of the Cochrane review pro-
ided a comprehensive summary of the
ain issues that need to be addressed in

uture studies of acupuncture for depres-
ion. These include the following: im-
roving the methodological design, ad-
quately powering the studies, providing
sound rationale for treatment selec-

ion, consideration of the context of the
esearch setting, and addition of other
utcome measures besides clinical out-
omes. Challenges for advancing acu-
uncture research in general and strate-
ies for moving forward have been
learly articulated elsewhere.20

Given the complex role of placebo in
depression as well as the challenges in es-
tablishing appropriate placebo controls in
acupuncture, our inquiry of acupuncture’s
role in the treatment of depression needs
to be expanded. Including additional
questions (eg, mechanism) embedded in

sham-controlled trials, and comparing

195RE May/June 2011, Vol. 7, No. 3



acupuncture to routine care while assess-
ing a comparison to sham controls would
be helpful. Preliminary research to estab-
lish dose response, optimal treatment in-
terventions and appropriate controls is
clearly needed. Further research is war-
ranted in several areas: augmentation and
acceleration of the effect of antidepres-
sants; augmentation of nonpharmacologi-
cal interventions (eg, Cognitive Behav-
ioral Therapy); as a first-line treatment in
vulnerable populations (eg, children, ado-
lescents, elderly); prevention of postpar-
tum depression; and reduction of medica-
tion side effects.

Acupuncture may play an important
role in the treatment of depression and
more research is clearly needed.
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