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■ Abstract Efficacy and tolerability of Hypericum LI
160 was compared to fluoxetine and placebo in mild to
moderate Major Depression (DSM-IV) in a 4-week ran-
domized, double-blind trial. One hundred and sixty-
three outpatients from 15 general practitioner centers
received either 900 mg Hypericum LI 160, 20 mg fluoxe-
tine, or placebo daily.Amelioration was measured by the
Hamilton and the Montgomery-Åsberg Depression
scales. Response and remission rates and global ratings
by investigators and patients were measured. Adverse
event reports, laboratory screening, vital signs, physical
exams and ECG were collected. No significant differ-
ences could be observed regarding efficacy measures ex-
cept for remission rate (Hypericum 24 %; fluoxetine
28 %; placebo 7 %). Hypericum was significantly better
tolerated than fluoxetine. Hypericum LI 160 or fluoxe-
tine were not more effective in short-term treatment in
mild to moderate depression than placebo.

■ Key words Hypericum · fluoxetine · placebo · major
depression · outpatient treatment
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Introduction

The antidepressive effect of Hypericum extract has been
recognized since medieval ages and is nowadays widely
used as an herbal remedy. Scientific clinical investiga-
tions started in the late 1970s with a report of a placebo-
controlled trial comprising 60 depressive patients (Hoff-
mann and Kühl 1979). Since then more than 30
controlled trials investigating standardized methanolic
or ethanolic dry extracts from Hypericum perforatum L.
in depressive disorders have been conducted, summa-
rized in several reviews and meta-analyses (Gupta and
Möller 2003; Kim et al. 1999; Linde et al. 1996). In 10 con-
trolled trials, Hypericum extract LI 160 was shown to be
superior to placebo or similarly effective as tricyclic an-
tidepressants in the treatment of mild to moderate de-
pressive episodes, and to have a more favorable safety
profile (Volz 1997). In a review by Volz and Laux, the ef-
ficacy of St. John’s wort (17 controlled studies) was com-
pared with fluoxetine (nine controlled studies; Volz and
Laux 2000). They found no significant differences in ef-
ficacy between the drugs.A careful examination of these
studies showed no differences in number of adverse
events between St. John’s wort and placebo while fluox-
etine regularly showed tolerability advantages towards
tricyclic antidepressants. In this review, however, none
of the studies conducted a direct comparison of the two
drugs. The conclusion of equal efficacy of Hypericum
extract and fluoxetine, and better tolerability of St.
John’s wort extract was confirmed by two recent, ran-
domized, double blind studies (Harrer et al. 1999;
Schrader 2000). Similar results were obtained in a study
comparing Hypericum LI 160 with sertraline by Brenner
and colleagues (Brenner et al. 2000). Of interest is a re-
port by Vorbach and colleagues who found an antide-
pressive effect of St. John’s wort (LI 160; 1200–1800 mg)
in elderly patients suffering from severe major depres-
sion (Vorbach et al. 2000).

A major weakness of most of the efficacy studies of
St. John’s wort is the lack of placebo-control. A concept
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paper on the revision of the European guideline on an-
tidepressant medicinal products emphasizes the intro-
duction of a placebo group in short-term efficacy trials
of antidepressants (The European Agency for the Evalu-
ation of Medicinal Products 1998). In the treatment of
mild to moderate depression, the placebo response
seems to be greater than in studies of severe depression
(Khan et al. 2002). Furthermore, studies in mild to mod-
erate depression with hypericum extracts should also
have a standard antidepressant in a third arm serving as
internal validation of the efficacy (Deltito and Beyer
1998). Since most of the patients fulfilling the diagnos-
tic criteria for mild to moderate depression are treated
in general practice (GP) as outpatients, tolerability is of
great importance (Brenner et al. 2002). Thus, in case of
equal efficacy, safety reasons should have a great impact
on the choice of drug therapy. The aim of the present
study was to investigate the efficacy and tolerability of
LI 160, a St. John’s wort dry extract, in mild to moderate
depression as compared to fluoxetine and placebo in a
prospective, randomized, double-blind, double-dummy
parallel cohort trial.

Material and methods

■ Patients

Outpatients meeting the DSM-IV criteria for an acute, recurrent
episode of Major Depression Disorder (MDD) with mild or moderate
intensity (296.31, 296.32; American Psychiatric Association 1994)
were recruited from general practitioners (GPs). Other inclusion cri-
teria were: Caucasian females and males, age 18 to 70 years; a mini-
mum total score of 21 on the 21-item Hamilton Depression Scale
(HamD; Hamilton 1967); history of at least two episodes of non-psy-
chotic MDD; capacity and willingness to give informed consent and
to comply with study procedures.

Exclusion criteria were: a diagnosis of psychotic mental disorder;
other disorders requiring concomitant psychoactive medication;
MAO-I treatment within 14 days prior to entry; history of treatment-
resistant MDD (at least two different antidepressants over 6 weeks at
sufficient doses) from at least two previous depressive episodes; risk
of suicide; history of seizure disorder; alcohol or substance abuse;

other serious unstable acute or chronic medical illness; severely im-
paired hepatic or renal function; pregnancy, breast-feeding, or use of
inadequate contraceptives in fertile women; known intolerance or hy-
persensitivity to study medications; substantial placebo response
(HamD reduction ≥ 20 %) at the end of placebo run-in phase; treat-
ment with any investigational drug during three months prior to in-
clusion; participation in another clinical trial within 30 days before
start of the study.

The study was approved by Ethics Review Committees (ERC) of
the Karolinska Institutet, Stockholm, the University of Lund and the
University of Gothenburg, all ERCs in Sweden. The study was per-
formed in accordance with Good Clinical Practice (GCP) guidelines
and with the Declaration of Helsinki and its revisions (World Medical
Association 2000). All patients gave written informed consent.

Between August 1997 and March 1999, a total of 15 GPs in the
south of Sweden recruited patients suffering from mild to moderate
major depression. Of 174 randomized subjects who passed the 3 to 7
days open placebo run-in phase, 170 individuals still meeting inclu-
sion criteria entered the double-blind treatment phase. Since seven
patients dropped out prior to the first follow-up visit, the intention-
to-treat (ITT) sample comprised 163 subjects. One hundred and
forty-eight patients completed the six-week treatment.

The proportion of patients diagnosed to suffer from mild/moder-
ate depression (DSM-IV 296.31/296.32) was approximately 1:2 in all
groups (Hypericum: n = 18/39; fluoxetine: n = 23/33; placebo:
n = 19/38). Frequencies and types of concomitant diseases and med-
ications (e. g. psychotropics such as oxazepam and zopiclone) were
evenly distributed between treatment groups.

No statistically significant differences between the three treat-
ment groups could be observed with respect to baseline demograph-
ics or clinical characteristics (Table 1).

A considerable number of patients taking concomitant psy-
chotropic medications or lacking a sufficient washout period of pre-
existing antidepressant medication (< 1 week) were excluded from
the according-to-protocol (ATP) analysis. Therefore the ATP sample
consisted of 115 patients. A detailed flow chart is presented in Fig. 1.

■ Study design

The study was a prospective, randomized, double-blind, placebo-con-
trolled, parallel-group, multi-center, outpatient trial. Fluoxetine
served as an active control. Patients were randomly allocated to re-
ceive one of the three treatments after a 3–7 day open placebo run-in
phase.

Following inclusion,patients were seen after weeks 2 and 4.To ful-
fill a requirement of the ERC, placebo patients were randomly
switched after 4 weeks to either Hypericum LI 160 or fluoxetine for an-
other 14 days (until week 6, final visit) in a double-blind fashion.

Measurea Hypericum LI 160 Fluoxetine Placebo

Intention-to-treat population (n = 54) (n = 54) (n = 55) p-valueb

Sex 43f/11m 41f/13m 45f/10m 0.87

Age (years) 49.1±12.0 50.4±11.6 51.4±11.8 0.58

Height (cm) 168.4±9.6 167.7±8.9 167.7±7.9 0.89

Weight (kg) 75.7±17.0 72.9±14.9 70.7±11.7 0.21

HamD (total score) 24.9±4.8 23.8±3.6 25.2±4.4 NS

MADRS (total score) 25.5±6.5 24.6±6.2 25.4±6.8 NS

Safety population (n = 57) (n = 56) (n = 57) p-valuec

Duration of illness (years) 10.0 9.0 9.4 0.94

Duration of current episode (days) 85.0 76.0 86.0 0.62

a HAMD Hamilton Depression Scale; MADRS Montgomery Åsberg Depression Rating Scale; b P-values of ANOVA,
except for categorical measures (Fisher’s exact test); NS, not significant (p-value not shown due to complex test
strategy given in the statistical plan; c P-values of Kruskal-Wallis Test

Table 1 Baseline demographics and clinical charac-
teristics of patients, showing absolute values, means
± SD and medians
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Thus, the primary end point for analysis was the end of week 4. To ac-
complish requirements from the ERCs, patients not exhibiting signif-
icant improvement of depressive symptoms during the 4-week dou-
ble-blind treatment phase should be switched to open fluoxetine
treatment and treated as dropouts. However, no such patient ap-
peared. At the final visit after another 2 weeks, only patients treated
with fluoxetine and Hypericum extract from the start were compared.

Depressive symptoms, adverse events, drug accountability (pill
counting) and exclusion criteria were assessed at all visits from week
0 through week 6. At week 6, global judgments of efficacy and tolera-
bility by investigator and patient were recorded. Physical exams,
blood chemistry, hematology, ECG and urinalysis were done at
screening and at week 6.

■ Study medications

All medications were provided by Lichtwer Pharma GmbH (Berlin,
Germany) in accordance with GMP requirements.

At baseline, subjects received one of the following medications:
one sugar coated tablet containing 300 mg Hypericum extract LI 160
(extraction solvent 80 percent methanol in water, drug-extract ratio
4–7:1; Lichtwer Pharma GmbH, Berlin Germany) t. i. d.; one hard
gelatin capsule containing 20 mg fluoxetine-hydrochloride (Eli Lilly
Sweden AB) in the morning; matching placebo tablets and capsules.
A double-dummy technique with matching placebos for each active
treatment was applied. Thus, both placebos were identical in shape,
weight, color, smell, and taste to their corresponding verum formula-

tions. Each participant received three sugar coated tablets and one
capsule daily containing active substance or placebo.

Study drug was labeled sequentially by the manufacturing de-
partment of the sponsor on the basis of the randomization list, and
was provided to the investigators in blocks of six.All investigators and
personnel, actively involved in the trial, were blinded to group as-
signment until the database was closed. The investigator confirmed
the reception of the study medication, including all follow-up sup-
plies. After completion of the study, drug supplies not used were re-
turned to the monitor.

■ Efficacy measures

Primary efficacy end-point was change in HamD total score from
baseline to week 4 (Hypericum vs. placebo) and from baseline to week
6 (Hypericum vs. fluoxetine), respectively.

Secondary end points comprised treatment response at week 4
(decrease of more than 50 % of the HamD total score relative to base-
line), remission (HamD total score < 8 at week 4), the HamD absolute
values, the Montgomery Åsberg Depression Rating Scale (MADRS;
Montgomery and Åsberg 1979) absolute values and pre-post differ-
ences,Clinical Global Impressions (CGI; Guy 1976),and global ratings
of efficacy (“Excellent”, “Moderate”, “Slight”, or “Ineffective”) by pa-
tients and investigators (week 6). All clinical ratings by the investiga-
tors were performed after a training session, in which they were edu-
cated and trained in rating of depressive symptoms according to
HamD and MADRS.

Fig. 1 Flow diagram of subject progress through
the trial and allocation to analysis samples. ITT Inten-
tion-to-treat (comprising all patients with at least
one HamD rating under treatment). ATP According-
to-protocol (comprising all patients who have com-
pleted the trial and are lacking major protocol viola-
tions)
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■ Safety measures

Based on a standardized patient interview with open questions, ad-
verse events were recorded at each visit by the investigator, and clas-
sified according to the World Health Organization Adverse Reaction
Terminology (WHO-ART; WHO 1999). Patient and investigator inde-
pendently also rated tolerability on a 4-point scale (“Excellent”,
“Moderate”, “Slight”, or “Intolerable”) at the end of therapy. Labora-
tory results, ECG recordings and physical examinations provided fur-
ther information about safety and tolerability of treatments.

■ Statistics

The primary analysis included all randomized patients who had at
least one follow-up visit under medication. Missing values during the
4-week treatment were handled conservatively by applying the last-
observation-carried-forward (LOCF) method. At six weeks, only pa-
tients in the fluoxetine and Hypericum extract groups were com-
pared, as the placebo group was shifted over to either fluoxetine or
Hypericum extract. All patients who completed the 4-week treatment
phase without major protocol violations were analyzed according-to-
protocol.

Assessment of safety variables was carried out in the safety sam-
ple, comprising all randomized patients who took study drug at least
once. Since placebo patients were randomly switched to one of the ac-
tive treatments after 4 weeks, the reporting of safety data was focused
on the first 4 weeks of treatment to ensure a fair evaluation.

Standard descriptive statistics (mean, standard deviations, and
frequencies) were used to summarize characteristics of the samples.
Tests for treatment differences included χ2-test and Fisher’s exact test
for categorical and Student’s t-test, ANOVA, Wilcoxon-Mann-Whit-
ney-U test and Kruskal-Wallis test for continuous variables. All sta-
tistical tests were two-tailed with α set to 0.05.

Results

■ Efficacy

During the four weeks double-blind treatment, a
35–40 % reduction of HamD total score could be ob-
served in the ITT sample without any significant differ-
ences between treatments (Fig. 2). After six weeks a fur-
ther decrease in HamD total score to approximately 48 %
was seen for both Hypericum and fluoxetine. This de-
crease was, however, not placebo-controlled. Almost
identical results were attained with the MADRS also
without any significant differences between groups.

The sadness items of the HamD (item 1) and of the
MADRS (items 1 and 2) were analyzed separately. None
of the comparisons of amelioration attained statistical
significance (all F ratios for the interaction effects were
below 1.00).

Moreover, no statistically significant differences
between the groups regarding improvement were ob-
served by means of the CGI-I. Of the Hypericum pa-
tients, 46 % were “much” or “very much” improved at the
end of 4-week treatment compared to 41 % of the fluox-
etine and 40 percent of the placebo group.After 6 weeks,
the proportions were 57 % for Hypericum and 50 % flu-
oxetine.

The proportions of patients responding to treatment
(HamD reduction > 50 % of baseline scores) were simi-
lar in all groups (Hypericum 38 %, fluoxetine 37 %,

placebo 41 %). Applying the stricter criterion of remis-
sion (final HamD < 8) to assess treatment success, both
Hypericum (24 %) and fluoxetine (28 %) were signifi-
cantly superior to placebo (7 %; cf. Fig. 3).

Global judgments of efficacy by patients and investi-
gators yielded no significant differences between treat-
ments. Results from efficacy analyses in the ATP sample
closely corresponded with ITT results.Major efficacy re-
sults are given in Table 2.

Fig. 2 Mean Hamilton Depression Scale total scores by week and treatment (ITT
population, LOCF). Week 6 values of the placebo group are omitted, since placebo
patients were switched after 4 weeks to either Hypericum or fluoxetine treatment.
Week 6 values for Hypericum and fluoxetine do not include switched placebo sub-
jects

Fig. 3 Proportions of patients remitted (i. e. HamD total score below 8 at week 4)
in the different treatment groups. P values represent two-sided probabilities of
Fisher’s exact test
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■ Safety

The mean duration of exposure during the 4-week dou-
ble-blind treatment phase was 29.4, 28.9 and 28.9 days
for Hypericum, fluoxetine,and placebo,respectively.One
hundred and seventeen adverse events (AEs) were re-
ported by 69 patients (Table 3). Both the number of AEs
and the incidence of patients reporting AEs were higher
in the fluoxetine group compared to Hypericum and
placebo patients, the latter comparisons being statisti-
cally significant (p = 0.04 fluoxetine vs. Hypericum;
p = 0.01 fluoxetine vs. placebo; Fisher’s exact test). The
incidence of patients reporting AEs was not significantly
different between the Hypericum and the placebo group
(p = 0.84; Fisher’s exact test).A similar pattern, although
not significant, could be observed regarding the assess-
ment of the causal relationship between AE and study
drug. Ten (n = 4 in Hypericum, n = 4 fluoxetine, and n = 2
placebo) subjects withdrew from the study because of
adverse events. There were no significant differences in
laboratory assessments, physical examinations, vital
signs, or ECGs.

Discussion

■ Efficacy

In this study, mild to moderately depressed patients
were randomly assigned to a treatment with either Hy-
pericum (LI 160), fluoxetine, or placebo. Both active
treatments failed to prove superiority over placebo re-
garding the primary efficacy measure, the HamD total
score reduction from baseline to 4 weeks of treatment.
The proportion of responders was almost the same for
all groups and additional evaluations of the secondary
variables comprising MADRS, CGI and global ratings
revealed no significant differences.

The only variable that showed a better efficacy for
Hypericum LI 160 and fluoxetine as compared to
placebo was the percentage of patients who where re-
mitted, defined as a HamD score below 8 at the end of
treatment. Remission rates around 25 % for the two ac-
tive drugs may appear to be low.However, taking into ac-
count that the assessment of efficacy was made after

Hypericum LI 160 Fluoxetine Placebo Total
(n = 57) (n = 56) (n = 57) (n = 170)

No. of adverse events 38 52 27 117

No. of patients reporting adverse events (%)1 20 (35.1 %) 31 (55.4 %) 18 (31.6 %) 69 (40.6 %)

No. of adverse events rated to be “definitely”, 24 39 15 78
“probably” or “possibly” related to Study Drug

Frequencies of specific adverse events2

Body as a whole 13 18 5 36
Gastro-intestinal system disorders 6 17 11 34
Autonomic nervous system disorders 10 12 8 30
Central & peripheral nervous system disorders 10 3 4 17
Skin and appendages disorders 9 5 3 17
Psychiatric disorders 2 8 3 13
Metabolic and nutritional disorders – 6 – 6
Others 5 8 3 16

Total 55 77 37 169

1 Hypericum vs. Fluoxetine: p = 0.04; Hypericum vs. Placebo: p = 0.84; Fluoxetine vs. Placebo: p = 0.01 (Fisher’s exact test)
2 Classification according to WHO-ART system organ classes; multiple entries of single adverse events were possible when a
preferred term is allocated to more than one system organ class

Table 3 Frequencies of adverse events
during the 4-week double-blind treat-
ment phase (safety population)

Measurea Hypericum LI 160 Fluoxetine Placebo p-valueb

(n = 54) (n = 54) (n = 55)

HamD total score, baseline 24.9±4.5 23.8±3.7 25.2±4.6 0.26

HamD total score, week 4 15.0±8.4 14.9±8.4 15.5±6.7 0.70

∆-HamD (week 4 – baseline) 9.9±8.1 8.9±8.0 9.7±7.0 0.90

MADRS total score, baseline 25.5±6.4 24.9±3.9 25.4±4.6 0.81

MADRS total score, week 4 15.6±10.4 16.5±9.9 17.1±8.7 0.29

∆-MADRS (week 4 – baseline) 9.9±9.1 8.4±8.9 8.3±7.9 0.34

Response (HamD reduction week 4 > 50 %) 40.7 % 37 % 38.2 % 0.85

Remission (HamD total score week 4 < 8) 24.1 % 27.8 % 7.3 % 0.02

a HamD Hamilton Depression Scale; MADRS Montgomery Åsberg Depression Rating Scale; b p-values of statistical
tests Hypericum vs. Placebo (Student’s t-test for continuous variables; Fisher’s exact test for categorical variables)

Table 2 Summary of major efficacy results (ITT pop-
ulation)
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only four weeks of treatment, this figure reflects a rea-
sonable effect size (> 1.00) as compared to other depres-
sion trials.

Despite the DSM-IV classification into mild and
moderate depression, at inclusion, 33 patients could be
regarded as severely depressed according to a cut-off
point of 31 in the MADRS (Müller et al. 2003). These pa-
tients were evenly distributed between treatments (12 or
22 % in the Hypericum, seven or 13 % in the fluoxetine,
and 14 or 26 % in the placebo group) and cannot explain
the lack of significant difference in efficacy.

All the raters were GPs and their ability of rating de-
pressive symptoms might be questioned despite the
training procedure. However, standard deviations (SD)
for HamD and MADRS total score were not higher than
expected (approximately 4.0–4.5 at week 2 for HamD
and 6.5 for MADRS), which otherwise might have cast
doubt on the skill of the raters.As a matter of fact, the SD
was lower than that applied in the power analysis
(SD = 7.0). Moreover, in Sweden as in most countries,
mild to moderately depressed patients are treated by
GPs. Thus, GPs are both educated to diagnose a patient
as mild to moderately depressed, treat the illness with
antidepressants (e. g. SSRIs), and withdraw the treat-
ment when the patient has recovered–skills that were all
used in this study. Finally, the investigators were their
own controls and blind to the treatment. The bias that
every rater has can be expected to be constant from one
rating occasion to another,and,thus,cancelled out in the
statistical analysis.

Reviewing the current evidence, one may have the
impression that the results of this study disagree with
the conclusions by Brenner and colleagues (2000) as well
as Schrader (2000) and Harrer and colleagues (1999)
who found that St. John’s wort extract was as effective as
SSRI drugs (sertraline and fluoxetine, respectively) in
samples of mild to moderately depressed patients. None
of these studies were placebo-controlled and, thus, were
not able to demonstrate efficacy of any of these sub-
stances better than that of placebo. Our study also failed
to show a difference in efficacy between Hypericum and
fluoxetine. However, statistically significant superiority
over placebo could not be demonstrated for any of the
active substances, which is also in accordance with a re-
cent study by the Hypericum Depression Trial Study
Group (2002). To our knowledge, there are no large ran-
domized and placebo-controlled studies of the efficacy
of SSRI restricted to patients with mild to moderate de-
pression.

■ Placebo effect

In recent years a number of clinical trials to test the effi-
cacy of new potential antidepressants have failed to
demonstrate superiority over placebo or the established
reference drug. A rise in the response rates to placebo
has not been paralleled by a rise in the response to the
new substance (Montgomery 1999). One out of three tri-

als fail to prove efficacy of a new antidepressant drug.
Placebo response ranges between 25 and 55 %, whereas
the effect of the investigational product and/or the ac-
tive comparator ranges between 40 and 65 % in the same
trials (The European Agency for the Evaluation of Med-
icinal Products 1998). In a meta-analysis,Walsh and col-
leagues have shown that the response to placebo in pub-
lished trials of antidepressant medication for major
depression is highly variable and often substantial and
has increased significantly in recent years (Walsh et al.
2002).

The placebo effect is non-specific and can be effective
in several ways, from spontaneous recovery to the in-
creased attention the patient receives during a clinical
trial. In a recent study, counseling seemed to be as effec-
tive as antidepressant treatment for mild to moderate
depressive illness (Chilvers et al. 2001). There were no
recommendations given to the investigators regarding
how to keep the care constant from one center to an-
other. A possible interpretation of the results is that the
psychological care and the discrepancy in frequency of
adverse events might explain the lack of difference be-
tween treatments. However, it is unlikely that the ran-
domization procedure should favor the placebo group
regarding psychological care in all 15 centers.

In this context, the long controversy regarding the ef-
ficacy of the SSRI must not be forgotten (Kirsch and
Sapirstein 1998; Parker et al. 2003), and a possible publi-
cation bias of industry-sponsored studies (Baker et al.
2003).

■ Fixed doses

A fixed dosing regime may, however, have accounted for
the failure of fluoxetine as well as Hypericum. A daily
dose of 20 mg is recommended as a starting dose, but
might not be optimal and might therefore be adjusted to
a maximum daily dose of 80 mg (Stokes and Holtz 1997).
However, in a study by Fabre and Putman (Fabre and
Putman 1987), a mildly depressed group of patients
showed no improvement at any dose level of fluoxetine
(up to 60 mg). In a subgroup analysis of mildly de-
pressed patients, Doogan and Langdon (1994) found no
significant differences between sertraline and placebo.

■ Duration of treatment

It could be argued that the four weeks comparison pe-
riod was too short.Relatively low response rates of about
40 % in all groups and remission rates around 25 % for
both active treatments support this argument. Placebo
response especially during the first 2–4 weeks of clinical
trials may match active medication response due to the
contribution of more unspecific factors of treatment re-
sponse in the beginning, whereas separation of active
drug from placebo may become more apparent after 6
and more weeks of treatment. Unfortunately, the ERC
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did not approve a longer treatment with placebo than
four weeks. However, also the reverse interpretation
might be true, i. e. that the difference in remission rate
between placebo and active treatment might disappear
after the fourth week due to spontaneous recovery in the
group of mildly depressed patients.

Interestingly, in the most recent placebo-controlled
St. John’s wort study by Shelton and colleagues (2001),
which was not published at the time when the present
study was conducted, the only significant difference be-
tween Hypericum and placebo regarding efficacy was
found for remission rate (14 % vs. 5 %). The authors con-
cluded that Hypericum was no more effective than
placebo in their study. However, the lack of an active
control group makes their conclusions premature. De-
spite treatment during eight weeks, only 19 % of
placebo-treated patients responded to treatment. This
unusually low percentage arouses suspicion that a sub-
stantial number of patients must have suffered from se-
vere depression. Looking at the baseline demographics,
this assumption was confirmed by the fact that 40 % of
patients were diagnosed melancholic and that the mean
duration of current major depressive disorder was 2.3 to
2.7 years. A more adequate conclusion from the results
of the Shelton study might be that patients suffering
from severe melancholic major depression probably
cannot be helped with St. John’s wort effectively, which
is in accordance with the conclusions by Gupta and
Möller (2003).

■ Compliance

The estimation of compliance in this study may be crit-
icized. At every visit the number of pills and capsules
was counted, which of course does not imply that the pa-
tient actually had taken the drug. It could be argued that
this method should have been supplemented with a bio-
medical analysis of plasma levels. However, plasma sam-
ples are cross-sectional data reflecting compliance only
for a short period depending on half-life of the sub-
stance assayed, and values usually show high interindi-
vidual variance. The lack of exact control of compliance
is a common problem in most clinical trials.

■ Safety

The safety profile of St. John’s wort extract was similar to
that of placebo, and both treatments were significantly
better tolerated than fluoxetine. Serious adverse events
were not reported for any of the treatments. An under-
reporting of adverse events might have been the case,
since no probe (according to e. g. the UKU, Lingjaerde
et al. 1987) was conducted.

The favorable safety profile of Hypericum LI 160 is in
accordance with the findings of other authors (Ernst
et al. 1998; Linde et al. 2001; Stevinson and Ernst 1999).
However, since none of the active treatments showed an

efficacy better than that of placebo the higher tolerabil-
ity of Hypericum LI 160 lacks clinical significance.
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