
Meta-analysis: Hypericum extracts (St. Johnswort) are effective
for depression

DIAGNOSIS

Mini-Mental State Examination and the Informant Questionnaire on
Cognitive Decline were efficient screening tests for dementia

Litide K, Ramirez G, Mulrow CD, et
al. St John's wort for depression—
an overview and meta-analysis of
randomised clinical trials. BMJ,
1996Aug3;313:253-8.

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 ana'clepressants 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
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ltshed 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 the 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
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Description of tests and
diagnostic standard
The French-language versions of the
Mini-Mental State Examination
(MMSE), the Informant Question-
naire on Cognitive Decline in the Eld-
erly (IQCODE), and the Clinical
Antisaccadic Eye Movement Test
(AEMT) were used according to in-
structions provided by the test devel-
opers. The MMSE was administered
by a geriatric registrar, the IQCODE
was given to informants by a nurse,
and the AEMT was administered by
a neuropsychologist. Each test was
administered by personnel blinded to
the results of the other tests and to
the results of the diagnostic standard
(diagnoses of dementia and depression
were made by senior psychiatrists us-
ing a checklist of DSM-III-R criteria).

Main outcome measures
Sensitivity, specificity, and likelihood
ratios.

Main results
33 pat ients were diagnosed with
dementia and 11 with depression; 2
of the latter group aiso had dementia.
The sensitivity and specificity of the
M M S E at the 26/27 cut-off point
were 9 1 % and 6 3 % , respectively.
T h e corresponding figures for the

The accuracy of the tests may be skewed
by die presence and severity of dementia in
the study population. The present study,
which used patients from a memory clinic
and geriatric hospital, showed performance
characteristics for the MMSE and
IQCODE that differed from diose found
by Jorm and colleagues (2) in a sample de-
rived from inpatients, a geriatric day hospi-
tal, and outpatient clinics. The greatest
challenge in diagnosing cognitive impair-
ment is interpreting scores near the cut-off
point. In this situation, the IQCODE may
complement the MMSE by assessing tem-
poral changes in daily cognitive function-
ing, thus reducing the need for costly
neuropsychologic testing. Clinicians should
use judgment in interpreting test results. For
example, a "normal" score of 27 on the

IQCODE at the cut-off point of 3.27/
3.30 were 100% and 42%, respec-
tively. (The likelihood ratio for a posi-
tive test (+LR) with the MMSE at the
26/27 cut-off point was 2.46 (10.86 at
the 23/24 cut-off) and the likelihood
ratio for a negative test (-LR) was 0.14
(0.26 at the 23/24 cut-off). The +LR
with the IQCODE at the 3.27/3.30
cut-off point was 1.72 (2.53 at the
< 3.6/> 3.6 cut-off) and the -LR was
0 (0.34 at the < 3.6/> 3.6 cut-off.}* The
AEMT did not perform as well as the
other 2 tests.

Conclusion
The Mini-Mental State Examination
and the Informant Questionnaire on
Cognitive Decline in the Elderly were
efficient methods of screening for
dementia in clinical settings and com-
parably discriFninated between pa-
tients with and without dementia.
Source of funding: Not stated.
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Abstract and Commentary aiso published in
ACP Journal Club. l<>97;126:20.

MMSE carries a different clinical meaning
when it results from the failure of short-
term recall than when a patient who is new
to the clinic does not know the date, county,
or building where he or she is. When speed
is essential, MMSE items for recall and ori-
entation appear to have comparable sensi-
tivity and specificity to die full MMSE (3),
but positive findings should be followed by
a more complete examination.

Calvin H. Hirsch, MD
University of California at Davis

Sacramento, California, USA
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