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roviders of complementary and al-

ternative medical treatments are of-

ten very busy with their clients,

leaving them little time to keep up
to date with research developments in their
field. However, a failure to keep current with
research findings can have serious adverse
consequences for patient care, including the
continued recommendation and use of ther-
apies proven ineffective or even harmful by
randomized controlled trials, as well as a de-
lay in the uptake of treatments proven to be
effective.! Systematic reviews provide an ef-
ficient and timely way for complementary
and alternative medicine (CAM) providers
to keep abreast of new research.” Systematic
reviews use explicit and well-documented
methods to review existing research on the
effectiveness of medical treatments, as eval-
uated by randomized controlled trials
(RCTs).

The Cochrane Collaboration is an in-
ternational, nonprofit, and independent
organization dedicated to making up-to-
date, accurate systematic reviews of the ef-
fects of healthcare available worldwide.?
The 10,000 individuals who compose the
Cochrane Collaboration* include re-
searchers, clinicians, volunteers, and li-
brarians, all driven by enthusiasm and a
desire to learn the truth about the value of
different healthcare therapies. Most do
not receive payment for any work they do
within the Collaboration.’ The Cochrane
Collaboration’s principle product, The Co-
chrane Library, consists of a regularly up-
dated collection of evidence-based medi-
cine databases, including the Cochrane

Eric Manheimer and Brian Berman were
funded by grant number R24 AT001293 from
the National Center for Complementary and
Alternative Medicine (NCCAM). The contents
of this article are solely the responsibility of the
authors and do not necessarily represent the
official views of the NCCAM or the National
Institutes of Health.

210 EXPLORE May 2005, Vol. 1, No. 3

Database of Systematic Reviews, which, as
of January 2005, included 2,249 Cochrane
Reviews, of which over 150 relate to com-
plementary and alternative therapies.

INTRODUCING THE COCHRANE
COLUMN IN EXPLORE

To support the dissemination of Co-
chrane Reviews in CAM, EXPLORE has
partnered with the Cochrane CAM Field
at the University of Maryland Center for
Integrative Medicine to launch the publi-
cation of a new series called The Cochrane
Column. Each column in the series will
begin with a brief clinical scenario in
which a clinician considers the possible
value of a CAM therapy for treating a cli-
ent presenting with a health condition.
The column then includes the reproduc-
tion of a relevant Cochrane Review ab-
stract, followed by an overall critical ap-
praisal of the Cochrane Review. The
Cochrane Column concludes with an evi-
dence-based answer to the question raised
in the clinical scenario. As an introduction
to The Cochrane Column, we have provided
below (1) an overview of the unique at-
tributes of Cochrane Reviews, (2) an intro-
duction to some of the issues surrounding
the critical appraisal of Cochrane Reviews,
and (3) a brief discussion of the relevance
of Cochrane Reviews to clinicians and re-
searchers.

PART 1. COCHRANE REVIEWS:
EXTENSIVELY PEER REVIEWED,
REGULARLY UPDATED, AND
INDEPENDENTLY PRODUCED
Cochrane Reviews are often considered
the gold standard of systematic reviews be-
cause they undergo a strict and meticulous
peer-review process, are regularly updated,
and are largely free from commercial con-
flicts of interest. Each Cochrane Review is
peer-reviewed twice—first at the research

plan or protocol stage and later when the
review has been completed. The interna-
tional network of peer-reviewers and edi-
tors, based in some of the most renowned
research institutions in the world, evaluate
the review on methodology and study de-
sign, statistics, and content area issues. An
extensive network of CAM content area
experts, including specialists in acupunc-
ture, herbal medicine, and massage, en-
sure that the review assesses the validity of
the CAM treatments administered in the
trials. CAM experts might evaluate
whether the acupuncture treatment ad-
ministered was adequate or whether the
Chinese herbs used were appropriate for
the problem treated. Assessing validity of
the treatment procedure is important be-
cause, for instance, basing conclusions
about acupuncture efficacy on a subopti-
mal procedure is “analogous to a pharma-
ceutical trial formulating conclusions
about the efficacy of a drug based on an
inadequate dose.”® Consumers, who rep-
resent the viewpoint of patients and the
lay public, are also often involved, review-
ing the review for language and accessibil-
ity. For instance, the language in a Co-
chrane Review title was recently changed
from gravidae striae to streich marks after a
CAM consumer pointed out that stretch
marks is a more recognizable term to the
general public.

The peer review of Cochrane Reviews
continues even after their publication.
Any reader finding problems or gaps can
comment using the “Comments/Criti-
cism” button at the top of each review.
These comments are posted on the Inter-
net and compiled and published, together
with the review, on the next release of The
Cochrane Library. Reviewers work with crit-
icism editors to respond to these com-
ments and to take these comments into
consideration when updating their review.
Updates of reviews take into account any
eligible new trials as well. Because the
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RCT evidence base on CAM topics can
change so rapidly, the regular updating of
Cochrane Reviews, made possible
through the electronic publication of The
Cochrane Library, is critical for ensuring
that The Cochrane Library remains an up-
to-date and accurate source of the effects
of CAM therapies. The Cochrane Review
Acupuncture and dry-needling for low back
pain’ shows how a few years can result in
changes of a review’s conclusions and,
consequently, illustrates the importance
of updating reviews. This review was first
published in April 1999, and, at that time,
the reviewers concluded that, “the evi-
dence does not indicate that acupuncture
is effective for the treatment of back pain.”
Over the next 5 years, several additional
high-quality trials with positive results
were published and incorporated into the
review, and, by January 2005, the review
concluded that “there appears to be some
evidence that meridian acupuncture is
better than no treatment or sham treat-
ment for chronic low back pain.”” In con-
trast to Cochrane Reviews, which are
adaptable, reviews published in print jour-
nals are fixed and are therefore obsolete
shortly after publication.

Another distinguishing feature of Co-
chrane Reviews is that they are largely free
from the financial conflicts of interest that
have the potential to distort and exaggerate
findings. To ensure that Cochrane Reviews
are not biased by funding from industry
groups that stand to gain financially from a
review’s results, the Cochrane Collabora-
tion has instituted a policy that prohibits
any commercial entity from funding either
an individual Cochrane Review or the Co-
chrane Collaborative Review Group admin-
istrative infrastructure that produces the re-
views.” One recent example that might be
interpreted as bias resulting from industry
financing is the conflicting results of system-
atic reviews on the cardiovascular risks of the
withdrawn painkiller Vioxx (Merck Re-
search Laboratories, Whitehouse Station,
NJ): Two industry-financed systematic re-
views suggested that there was no excess car-
diovascular risks of Vioxx, as compared with
NSAIDS and placebo,®® whereas a nonin-
dustry funded systematic review,'® pub-
lished in the prestigious medical journal The
Lancet, indicated that Vioxx was associated
with a greater than two-fold increased risk of
cardiovascular events, compared with other
NSAIDS or a placebo. Excess cardiovascular
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risks of Vioxx were the reason given for the
drug’s eventual withdrawal from the market-
place.!™13

PART II. CRITICALLY APPRAISING
COCHRANE REVIEWS:
INVESTIGATING SOURCES OF BIAS
Evaluating reviews for potential bias will
be a primary objective of The Cochrane Col-
umn. In the context of systematic reviews,
the term bias is used to designate some
systematic study-related error that causes
the treatment-outcome association iz the
systematic review to not reflect the true as-
sociation between the treatment and the
outcome #n the real world. Future columns
will serve to illustrate the two primary
sources of bias in systematic reviews: (1)
bias from the individual studies included
in the review and (2) bias in the way the
review is carried out.

Cochrane Reviews and Randomized
Controlled Trials

For Cochrane Reviews, the individual
studies included are generally restricted to
RCTs, widely regarded as the most unbi-
ased study design for evaluating health-
care interventions. In an RCT, partici-
pants are randomly allocated to two or
more comparable groups. Next, an inter-
vention is administered: one group is
given a real therapy (eg, acupuncture or
herbs), and the other group is given a
“control” (eg, sham acupuncture or sugar
pills). After some time, an outcome is re-
corded. If the group receiving the real ther-
apy fares better than the group receiving
the control, then the benefits should be
attributable to the real therapy because the
groups were initially comparable, right af-
ter the random allocation and before the
intervention was administered.

The Cochrane Collaboration has in-
vested substantial resources toward the
identification of RCTs by conducting ex-
tensive electronic searches of the major
bibliographic healthcare databases, as well
as page-by-page “handsearches” of the
world’s healthcare research literature. This
intensive international effort has resulted
in the construction of the Cochrane Cen-
tral Register of Controlled Trials,"* the
most comprehensive database of con-
trolled trials in the world and the primary
data source for Cochrane Reviews. Many
of these trials are CAM-related.'” Because

of the extensive centralized efforts in-
vested in identifying and compiling
RCTs, individual Cochrane reviewers to-
day are much more likely than they were
10 years ago to locate a complete and rep-
resentative set of eligible RCTs.

However, problems in locating all the
relevant RCTs persist, and RCTs, al-
though preferable to observational stud-
ies, are not uniformly free of bias, and they
must be critically evaluated. The initial
steps in carrying out a systematic review
therefore consists of a thorough search of
multiple sources to locate relevant RCTs,
followed by an evaluation of RCTs for el-
igibility, and then a critical evaluation of
the RCTs included. The final steps in-
clude calculating the results from the
RCTs (and combining them if appropri-
ate) and interpreting the results.'® Each of
these component steps is briefly intro-
duced below, and will be further illus-
trated in future columns, in reference to
specific CAM-related Cochrane Reviews.

Steps in Carrying Out a Systematic
Review

Locating studies. Identifying relevant tri-
als has been described as “the most funda-
mental challenge” in preparing a system-
atic review.'” Searching for trials using a
sensitive and efficient approach can be
challenging and time-consuming, yet it is
also fundamentally important. After all,
conducting well-designed searches, docu-
mented with sufficient detail so that they
can be reproduced, is largely what distin-
guishes a systematic review from a tradi-
tional narrative review.

A thorough search is especially impor-
tant in CAM in which the trials that exist
may not be found by searching only the
standard sources. For example, in the
highly influential systematic review of St.
John’s wort for depression,'® it was found
that “searches in Medline, Embase, Psych-
lit, and Psychindex revealed less than one
third of the trials.” Future installments of
The Cochrane Column will evaluate the ad-
equacy of searches and also evaluate
whether the reviewers considered the ef-
fects of any limitations of their searches in
the interpretation of their results.

Determining eligibility. In Cochrane Re-
views, a protocol is required that must
specify which studies will be eligible. Eli-
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gibility is expressed on the following four
components: healthcare condition (eg,
low back pain), outcomes examined (eg,
pain, functional status, and analgesic use),
therapies compared (eg, needle acupunc-
ture vs sham acupuncture, no treatment,
or any other active therapy), and eligible
study designs (eg, RCTs only). These eligi-
bility criteria, prespecified in the Co-
chrane Protocol, should later be adhered
to when reviewers make decisions about
whether identified studies can be included
in the Cochrane Review. Requiring pre-
specification of these eligibility criteria in
the Cochrane Protocol guards against re-
viewers later selectively picking and
choosing only those studies that best
match their point of view or best serve
their interests. Prespecification of out-
comes that will be abstracted from eligible
studies is also required in a Cochrane Pro-
tocol, for similar reasons.®

Assessing validity. Although RCTs, in
general, are the best study design for eval-
uating therapies, all RCTs are not of uni-
form quality. A substantial body of re-
search has now demonstrated that specific
quality defects in an RCT can result in
spuriously exaggerated treatment ef-
fects.?°~22 Therefore, quality evaluation
of included RCTs is another critical com-
ponent in the preparation of Cochrane
Reviews. Some key criteria on which
RCTs are evaluated include the quality of
the method of randomization, the blind-
ing of patients and/or evaluators to the
treatment received, and the accounting for
study participants who dropped out.
There are various methods for incorporat-
ing quality assessments in a systematic re-
view, including assigning greater weight to
higher quality trials or only including the
higher quality trials in a subgroup analysis.
Some of these methods, as well as their
limitations, will be reviewed in future col-
umns. Future columns will also explain
each of the key quality criteria in more
detail and will discuss the special chal-
lenge that the double-blinding criteria
poses for investigators conducting trials of
“hands-on” CAM therapies such as mas-
sage, acupuncture, and chiropractic.

Combining the studies. It is useful to ex-
amine whether or not the trials included
in a review are sufficiently similar in de-

212 EXPLORE May 2005, Vol. 1, No. 3

sign that it makes sense to combine them.
The Cochrane Review Acupuncture for
smoking cessation,” for example, included
within its scope RCTs evaluating any form
of acupuncture (eg, needle acupuncture,
acupressure, laser acupuncture, electro-
stimulation) as compared with any type of
control (eg, sham acupuncture, no treat-
ment, advice). Because the reviewers
judged, appropriately, that different vari-
ants of the acupuncture procedure, as well
as the use of different controls, might re-
sult in different treatment effects, they per-
formed separate analysis, stratified by type
of acupuncture studied and type of con-
trol used. Using this clear approach to the
analysis, and avoiding the “combining of
apples and oranges,” the reviewers con-
cluded that “there is not clear evidence
that acupuncture, acupressure, laser ther-
apy, or electro-stimulation are effective for
smoking cessation.”

Future columns will discuss issues re-
lated to clinical and methodological diver-
sity, as well as statistical heterogeneity,
which must be considered in deciding
whether or not to conduct a quantitative
synthesis of the data from the different
trials or a meta-analysis. Appropriate uses
of the different statistical methods of com-
bining data and expressing the combined
results graphically and numerically will
also be examined.

Interpreting  the results. Reviewers
should exercise prudence in interpreting
the RCT data and should not overstate the
benefits of a therapy nor make any conclu-
sions that cannot be supported with the
data. Such thoughtful interpretations of
the data should take into account not only
statistical significance but, also, crucially,
the number, quality, consistency, and
sizes of the studies reviewed.

In the Cochrane Review Acupuncture for
smoking cessation,”® for example, only one
RCT of acupressure was identified, and,
according to this small RCT, acupressure
was significantly better than advice. How-
ever, the report of this single RCT was
unsatisfactory, lacking detail and contain-
ing a numerical error. Therefore, the re-
viewers appropriately concluded that for
acupressure (as well as for all other forms
of acupuncture-type therapies), there is no
clear evidence of effectiveness for smoking
cessation. Future installments of The Co-

chrane Column will evaluate the success of
reviewers in adhering to an evenhanded,
impartial, and supportable interpretation

of the data.

PART III. CLINICAL RELEVANCE
AND COCHRANE REVIEWS

In determining whether a review’s results
are applicable to a patient’s care, it is im-
portant to consider the similarities and dif-
ferences between the patients and inter-
ventions evaluated in the review and the
clinical situation at hand. Each Cochrane
Review includes an Implications for Practice
section that spells out the specific patients
and particular interventions to which the
review’s results could reasonably be ap-
plied. In the Cochrane Review St. John’s
wort for depression,'® for example, the Impli-
cations for Practice section suggests that the
short-term use of hypericum “might be
valuable [for patients with] less severe
forms of depressive disorders.” In terms of
the potential use of variations of the St.
John’s wort preparations studied in the tri-
als, the reviewers note that “The prepara-
tions tested in the summarized random-
ized controlled trials are all extracts
prepared according to the German mono-
graph for this herb. Physicians who want
to prescribe hypericum should be aware
that preparations might differ consider-
ably in their content of potentially active
ingredients.”

In evaluating clinical relevance, it
should also be assessed whether the bene-
fit associated with a therapy, as estimated
by the results of the review, would have a
meaningful impact on a patient’s condi-
tion and whether or not benefits would be
outweighed by adverse effects, inconve-
nience, or associated costs. Considering
that St. John’s wort is convenient and easy
to use, and also associated with fewer ad-
verse effects'® and lower costs®* than some
standard antidepressants, the reviewers
suggest that a clinician might consider a
validated St. John’s wort preparation as a
viable treatment option for a patient with
a less severe form of depression who is not
taking other medications with which St.
John’s wort may interact.*®

A clinician would also want to occa-
sionally refer back to The Cochrane Library
to be sure that the evidence supporting a
therapy’s use has not changed or been
overturned. For example, some recently
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published, large RCTs have failed to show
strong efficacy of St. John’s wort. The in-
clusion of these RCTs in the next update
of the Cochrane Review of St. John’s wort
may result in a depreciation of the Re-
view’s estimates of the herb’s benefits.

PART IV. COCHRANE REVIEWS:
IMPLICATIONS FOR RESEARCH
Cochrane Reviews are as highly relevant
to researchers as they are to practitioners,
and, in fact, each Cochrane Review con-
cludes with a section called Implications for
Research, in which the reviewers specify
any research questions that remain to be
addressed, and any RCTs that remain to
be conducted, to fill in existing gaps in the
knowledge base. The Cochrane Review
Acupuncture for smoking cessation,” for ex-
ample, found that, in most cases, the
RCTs suggest little or no benefit and that,
therefore, future RCTs of acupuncture for
smoking cessation should not be a top pri-
ority. However, of the 22 RCTs included
in this review, two did show a benefit of
acupuncture as compared with sham acu-
puncture. In both of these trials, acupunc-
ture was administered with an adequate
stimulation and was followed by sustained
ear acupressure. Therefore, in the Implica-
tions for Research section of this review, the
authors suggest that any future trials of
acupuncture for smoking cessation should
use the same acupuncture protocol as that
administered in these two positive trials to
confirm or refute the preliminary sugges-
tion of a benefit.

Clinical trial researchers are increas-
ingly being expected to plan their studies
against the backdrop of the existing
knowledge, as summarized in systematic
reviews. For example, research-funding
agencies, including the UK Medical Re-
search Council, now require evidence of a
systematic review before they consider
whether to fund a new RCT.?® The sys-
tematic review serves to ensure that the
proposed trial is relevant and necessary
and also helps to assure that investigators
designing the new trial bear in mind the
challenges encountered and lessons
learned from the earlier trials. With the
vast number of research questions that still
remain to be addressed in CAM, and with
the limited financial support available to
study nonproprietary CAM therapies, it
seems worthwhile to promote a greater
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awareness, especially among CAM re-
searchers, of the importance of planning a
study in the context of what is already
known on a topic.

CONCLUSION

In this era of evidence-based medicine,
high-quality data from RCTs and system-
atic reviews trump expert opinion, patho-
physiological rationale, clinical observa-
tion, or tradition. Limited healthcare
resources will increasingly be allocated
only to those therapies that are backed up
by systematic reviews of well-designed
RCTs. Evidence-based medicine propo-
nents would argue that this system allows
for the most equitable distribution of the
limited and dwindling resources that gov-
ernments, as well as other funders, have
available to spend on healthcare.?” To jus-
tify the support for CAM therapies among
funders of health services, it will become
more and more important to maintain
and disseminate a well-developed data-
base on the evidence of the effectiveness
of CAM treatments.

The development of the knowledge
base of the effects of CAM therapies is
already well underway. For example, only
20 years ago, RCTs in CAM were scarce,
and methods for systematically reviewing
RCTs of healthcare therapies had not yet
been developed. Since then, significant
progress has been made in the number
and quality of RCTs conducted in CAM,
the advancement of systematic review
methods for evaluating such trials, and the
development of the international Co-
chrane Collaboration to support such me-
ticulous evaluation. The creation of this
evidence is only the first step toward
changing practice, however.?® The evi-
dence must also be disseminated widely
and put into practice before it can have a
positive impact on clinical care and policy
decisions. Initiatives aiming to equip
CAM clinicians and researchers with the
core skills and competencies to critically
appraise the scientific studies and apply
the results of this assessment to patient
care are already underway in other CAM
journals.?’ ! With the launch of The Co-
chrane Column, EXPLORE joins these ear-
lier endeavors but concentrates specifi-
cally on the dissemination and critical
review of the systematic reviews created
over the past 12 years by the thousands of

dedicated researchers around the world
who comprise the Cochrane Collabora-
tion. Only by widely disseminating Co-
chrane Reviews and other high-quality re-
search studies among clinicians, patients,
and policy makers will it be possible to
make evidence-based CAM a reality.

REFERENCES

1. Lau J, Antman EM, Jimenez-Silva J, Ku-
pelnick B, Mosteller F, Chalmers TC. Cu-
mulative meta-analysis of therapeutic trials
for myocardial infarction. N Engl | Med.

1992;327:248-254.

2. Davidoff F, Haynes B, Sackett D, Smith R.
Evidence based medicine. BMJ. 1995;310:
1085-1086.

3. Dickersin K, Manheimer E. The Cochrane
Collaboration: evaluation of health care
and services using systematic reviews of the
results of randomized controlled trials. Clin
Obstet Gynecol. 1998;41:315-331.

4. Allen C, Clarke M. International activity
within collaborative review groups. 12th
International  Cochrane  Colloquium;
2004:102.

5. Cochrane Collaboration Policy on Commer-
cial Sponsorship. The Cochrane Collabora-
tion (updated April 6, 2004). Available at:
http://www.cochrane.org/docs/commercial
sponsorship.htm. Accessed February 2, 2005.

6. Ezzo]J, Lao L, Berman BM. Assessing clin-
ical efficacy of acupuncture: what has been
learned from systematic reviews of acu-
puncture? In: Stux G, Hammerschlag R,
eds. Clinical Acupuncture: Scientific Basis.
New York: Springer; 2001:113-130.

7. Furlan AD, van Tulder MW, Cherkin DC, et al.
Acupuncture and dry-needling for low back
pain. 7he Cochrane Database of Systematic Reviews
2005, Issue 1. Art. No.: CD001351.pub2. DOL:
10.1002/14651858.CD001351.pub2.

8. Reicin AS, Shapiro D, Sperling RS, Barr E,
Yu Q. Comparison of cardiovascular
thrombotic events in patients with osteoar-
thritis treated with rofecoxib versus nonse-
lective nonsteroidal anti-inflammatory
drugs (ibuprofen, diclofenac, and nabum-
etone). Am J Cardiol. 2002;89:204-209.

9. Konstam MA, Weir MR, Reicin A, et al.
Cardiovascular thrombotic events in con-
trolled, clinical trials of rofecoxib. Circula-
tion. 2001;104:2280-2288.

10. Juni P, Nartey L, Reichenbach S, Sterchi R,
Dieppe PA, Egger M. Risk of cardiovascular
events and rofecoxib: cumulative meta-
analysis. Lancet. 2004;364:2021-2029.

11. Singh D. Merck withdraws arthritis drug
worldwide. BM]J. 2004;329:816.

12. US Food and Drug Administration. ‘FDA
issues public health advisory on Vioxx as its
manufacturer voluntarily withdraws the

EXPLORE May 2005, Vol. 1,No.3 213


http://www.cochrane.org/docs/commercialsponsorship.htm
http://www.cochrane.org/docs/commercialsponsorship.htm

13.

14.

15.

16.

17.

18.

19.

20.

214 EXPLORE May 2005, Vol. 1, No. 3

product. FDA News. September 30, 2004.
Available at: www.fda.gov/bbs/topics/
news/2004/NEW01122.html.  Accessed
February 2, 2005.

Topol EJ. Failing the public health—rofe-
coxib, Merck, and the FDA. N Engl ] Med.
2004;351:1707-1709.

Dickersin K, Manheimer E, Wieland S,
Robinson KA, Lefebvre C, McDonald S.
Development of the Cochrane Collabora-
tion’s CENTRAL Register of controlled
clinical trials. Eval Health Professions. 2002;
25:38-64.

Vickers AJ. Bibliometric analysis of ran-
domized trials in complementary medi-
cine. Complement Ther Med. 1998;6:
185-189.

Introduction to systematic reviews. In: Al-
derson P, Green S, eds. The Cochrane Collab-
oration Open Learning Material. (Mono-
graph on the Internet). Oxford, UK: The
Cochrane Collaboration; 2002 (updated
November 2002). Available at: http://www.
cochrane-net.org/openlearning/HTML/
mod1.htm. Accessed January 26, 2005.
Chalmers I, Dickersin K, Chalmers TC.
Getting to grips with Archie Cochrane’s
agenda. BMJ. 1992;305:786-788.

Linde K, Mulrow CD. St. John’s Wort for de-
pression. The Cochrane Database of Systematic Re-
views 1998, Issue 4. Art. No.:CD000448. DOI:
10.1002/14651858.CD000448.

Chan AW, KrlezaJeric K, Schmid I, Alt-
man DG. Outcome reporting bias in ran-
domized trials funded by the Canadian In-
stitutes of Health Research. CMAJ. 2004;
171:735-740.

Schulz KF, Chalmers I, Hayes RJ, Altman
DG. Empirical evidence of bias. Dimen-

21.

22.

23.

24.

25.

26.

27.

sions of methodological quality associated
with estimates of treatment effects in
controlled  trials. JAMA. 1995;273:
408-412.

Moher D, Pham B, Jones A, et al. Does
quality of reports of randomised trials af-
fect estimates of intervention efficacy re-
ported in meta-analyses? Lancet. 1998;352:
609-613.

Kjaergard LL, Villumsen ], Gluud C. Re-
ported methodologic quality and discrep-
ancies between large and small randomized
trials in meta-analyses. Ann Intern Med.
2001;135:982-989.

White AR, Rampes H, Ernst E. Acupunc-
ture for smoking cessation. The Cochrane
Database of Systematic Reviews 2002, Issue 2.
Art. No.: CD000009. DOI: 10.1002/
14651858.CD000009.

Get the facts: St. John’s Wort and the treat-
ment of depression. Bethesda, MD: Na-
tional Center for Complentary and Alter-
native Medicine (updated July 16, 2004).
National Center for Complementary and
Alternative Medicine. Available at: http://
nccam.nih.gov/health/stjohnswort/.  Ac-
cessed January 26, 2005

Knuppel L, Linde K. Adverse effects of St.
John’s Wort: a systematic review. J Clin Psy-
chiatry. 2004;65:1470-1479.

Chalmers I. Using systematic reviews and
registers of ongoing trials for scientific and
ethical trial design, monitoring, and report-
ing. In: Egger M, Davey SG, Altman DG,
eds. Systematic Reviews in Health Care: Meta-
Analysis in Context. London: BMJ Books;
2001:429-443.

Cochrane AL. Effectiveness and Efficiency:
Random Reflections on Health Services. Lon-

28.

29.

30.

31

don: Nuffield Provincial Hospitals Trust;
1972.

Hanney S, Mugford M, Grant J, Buxton M.
Assessing the benefits of health research:
lessons from research into the use of ante-
natal corticosteroids for the prevention of
neonatal respiratory distress syndrome. Soc
Sci Med. 2005;60:937-947.

Broom A, Barnes J, Tovey P. Introduction
to the research methods in CAM series.
Complement Ther Med. 2004;12:126-130.
Emst E, ed. FACT: Focus on Alternative and
Complementary Therapies. Exeter, UK: The
Pharmaceutical Press, 2005.

Wilson K, Mills EJ. Introducing evidence-
based complementary and alternative med-
icine: answering the challenge. J Altern
Complement Med. 2002;8:103-105.

Eric Manheimer, MS, is Direcior of Database
and Evaluation at the Center for Integrative
Medicine, University of Maryland School of
Medicine, Baltimore, MD, and Administrator
of the Cochrane Collaboration Field in Comple-
mentary Medicine and may be contacted at
emanbeimer@compmed.umm.edu.

Brian Berman, MD, is founder and Direc-
tor of the Center for Integrative Medicine,
Uniwversity of Maryland School of Medicine,
Baltimore, MD. He is also the Convenor of
the Cochrane Field in Complementary Med-
icine and may be contacted at bberman@
compmed.umm.edu.

The Cochrane Column


http://www.fda.gov/bbs/topics/news/2004/NEW01122.html
http://www.fda.gov/bbs/topics/news/2004/NEW01122.html
http://www.cochrane-net.org/openlearning/HTML/mod1.htm
http://www.cochrane-net.org/openlearning/HTML/mod1.htm
http://www.cochrane-net.org/openlearning/HTML/mod1.htm

	EXPLORING, EVALUATING, AND APPLYING THE RESULTS OF SYSTEMATIC REVIEWS OF CAM THERAPIES
	INTRODUCING THE COCHRANE COLUMN IN EXPLORE
	PART I. COCHRANE REVIEWS: EXTENSIVELY PEER REVIEWED, REGULARLY UPDATED, AND INDEPENDENTLY PRODUCED
	PART II. CRITICALLY APPRAISING COCHRANE REVIEWS: INVESTIGATING SOURCES OF BIAS
	Cochrane Reviews and Randomized Controlled Trials
	Steps in Carrying Out a Systematic Review
	Locating studies
	Determining eligibility
	Assessing validity
	Combining the studies
	Interpreting the results


	PART III. CLINICAL RELEVANCE AND COCHRANE REVIEWS
	PART IV. COCHRANE REVIEWS: IMPLICATIONS FOR RESEARCH
	CONCLUSION
	REFERENCES


