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Objective
To determine the efficacy and safety
of extracts of St. Johnswort (Hypericum
perforatum) in comparison with placebo
or standard antidepressant medications.

Data sources
Studies were identified using com-
puter databases (MEDLINE from
1966 to 1994, Psychlit, EMBASE, and
Phytodok [Munich]); bibliographies
of relevant studies; and contact with
pharmaceutical companies and au-
thors.

Study selection
Studies were selected if they were
randomised controlled trials or if they
used quasi-randomisation methods; if
preparations of St. Johnswort, either
alone or combined with other plant
extracts, were compared with placebo
or antidepressant medications; and if
persons with depressive illnesses were
studied, and clinical outcomes were
assessed.

Commentary . .
Treatment for depression, using the medi-
cations currently available in the United
Kingdom and the United States, is far from
straightforward. Stepped dosage regimens
and side effects mean that the tricyclics are
difficult to give and to take, and although
the selective serotonin-reuptake inhibitors
are easier to prescribe, they are only mar-
ginally better tolerated and are substantially
more expensive. If extracts of St. Johns-
wort—used extensively for anxiety and de-
pressive disorders in Germany—are as
effective as standard antidepressants and also
produce fewer side effects, then they would
be a useful therapeutic addition to our
armamentarium.

This meta-analysis was based on a careful
systematic review that included 4 computer
databases, hand searches, and direct con-
tact with trial authors to identify unpub-

Data extraction
Data were extracted on patients and
patient care centres, diagnosis, treat-
ments used, treatment duration, side
effects, and outcomes (responders and
nonresponders).

Main results
13 trials compared a single prepara-
tion of St. Johnswort with placebo. 225
of 408 patients with depression (55%)
responded to St. Johnswort compared
with 94 of 420 patients (22%) who
were taking placebo (P < 0.001). {The
3 3 % absolute risk improvement means
that 4 patients would need to be treated
with extracts of St. Johnswort for 4 to
8 weeks (compared with placebo) to
have 1 additional patient respond to
therapy, CI3 to 6; the relative risk im-
provement is 167%, CI 78% to
301%.}* 3 trials compared a single
preparation of St. Johnswort with an-
other drug, and the responder rate was
64% in patients who were taking the
extract (101 of 158 patients) and 58%
in patients who were taking another
drug (maprotiline, imipramine, or
amitryptiline) (93 of 159 patients). In
the 2 trials that compared a combina-
tion of St. Johnswort and Vakriana
with another drug, the responder rate

was 68% (88 of 130 patients) in
combined extract group and 50%
of 132 patients) in the drug
(amitryptiline or desipramine). Patieu *
who were assigned to single prepar,
tions of St. Johnswort had fewer sid ,
effects and a lower rate of total dros::

outs or dropouts because of side effeq I
than did patients who were assigned i (
other medications, The groups did nj '
differ for side effects when St. John; A
wort was compared with either placet ;j

or antidepressant medications. "i

Conclusions I
More patients with depression ri.?j
spond to extracts of St. Johnswort thj I
respond to either placebo or antidij
pressant medications. The numbery
side effects in patients who take S j
Johnswort is similar to that of patieE-j
who take placebo but less than that;]
patients who take active medicatio^
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^Numbers calculated from data in article.

lished trials. Strict inclusion criteria were
rated by 2 independent reviewers. Random
allocation, blinding, and analysis by inten-
tion to treat were all considered. The use-
fulness of the study, however, is limited by
variations among trials in types of prepara-
tions, dosages, types of patients, and degrees
of depression treated. Such variations have
been cited as one explanation for die fact
that meta-analytical predictions are not al-
ways borne out by subsequent large trials
(1). Another limitation of this meta-analy-
sis involves maximum treatment length,
which was 8 weeks—not a long enough
period to assess clinical utility. These
limitations are acknowledged in the article
and are emphasised in an accompanying
editorial (2).

Although the weight of evidence seems
to be in favour of St. Johnswort, I would

not recommend it as a treatment for deprS
sion until, and unless, a larger trial has M
carried out that uses standardised prepatf
tions in a range of dosages on well-defts-
groups of patients with major depress
diagnosed according to strict criteria. T|
trial would also need to continue b |
enough to detect possible late side effect

Tony Kendrick,
St. Georges Hospital Medicl S

London, England,

References
1. SimJ, Hlatky MA. Growing pains of me!

analysis. Advances in methodology wil'i
remove the need for well-designed tflj
BMJ. 1996;313:702-3. '

2. de Smet PA, Nolen WA. St John's v.-or|
an antidepressant. Longer term srticli
needed before it can be recommend
major depression. BMJ. 1W<5;313:241-1

24 Therapeutics Evidence-Based Medicine January/February If

 on M
ay 22, 2023 by guest. P

rotected by copyright.
http://ebm

.bm
j.com

/
E

vid B
ased M

ed: first published as 10.1136/ebm
.1997.2.24 on 1 F

ebruary 1997. D
ow

nloaded from
 

http://ebm.bmj.com/

