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Treatment of Depressive Disorders with and without

Medication — A Naturalistic Study

Objective: Although randomized clinical trials are the standard
method for comparing the efficacy of various depression treat-
ments, the external validity and generalizability of findings ob-
tained by this approach can be questioned for several reasons.
In this naturalistic study, we compared the effectiveness of treat-
ments conducted by psychiatrists and clinical psychologists
without prescription of drugs to treatments by psychiatrists and
physicians using antidepressant agents in patients with depres-
sive disorders in a representative sample of the normal popula-
tion. Our assumption was that this sample is more representative
for subjects treated for depressive disorders than subjects includ-
ed in controlled trials. Methods: In a post hoc analysis, the health
status of depressed patients under treatment for major, minor or
recurrent brief depression with medication (20 patients) and
without medication (30 patients), and untreated depressed sub-
jects were compared over a one-year period using SCL-90-R de-
pression scale scores. Results: At baseline, the two treatment

groups were comparable in terms of diagnosis and severity of
symptoms. Treatment effects were relatively small; patients
treated with antidepressants tended to improve, whereas pa-
tients treated without drugs deteriorated slightly over one year.
Seven years later, treated and untreated subjects no longer dif-
fered. Conclusion: The results are consistent with previous stud-
ies on usual care of depressed patients showing low response
rates for non-standardized treatments outside of research set-
tings. Despite a number of methodological shortcomings (small
sample size, heterogeneity of subjects and treatments, unusual
rating instruments), the results presented here are unique, and
provide relevant insight into usual care of depressed patients.
This study underlines the importance of standardized psycho-
therapy and pharmacotherapy in routine practice, of studies in-
vestigating the transferability of results of outcome studies
across clinical populations, and of quality assurance in primary
care psychiatry.

Introduction

Despite nearly four decades of research, there is still much con-
troversy on the best treatment for depressive disorders, and only
a few reliable correlates of treatment response have emerged.
The ‘Practice Guideline for the Treatment of Patients With Major
Depressive Disorder (Revision)' of the American Psychiatric As-
sociation [1] recommends antidepressant medication for moder-
ate and severe major depressive disorder, and also for mild de-
pressive disorder if preferred by the patient. This tallies with
the results from National Institute of Mental Health Treatment

of Depression Collaborative Research Program [9] that showed
that imipramine plus clinical management produced more im-
provement and more rapid effects in patients with severe de-
pression than treatment with psychotherapy (cognitive behavior
therapy and interpersonal therapy) alone or treatment with pla-
cebo plus clinical management. In mild depression, none of the
treatments were better than placebo [8]. In contrast, a meta-ana-
lysis comparing antidepressant medication to cognitive behavior
therapy [7] did not yield any empirical evidence for the superior-
ity of antidepressant treatment over specific psychotherapy in
severely depressed outpatients.
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Although randomized clinical trials are the standard method for
comparing the efficacy of various treatments of depression, sev-
eral authors [4,10,12] have questioned the validity of trials on
antidepressants. In total, they conclude that the evidence for an-
tidepressant efficacy is lacking because a) placebo treatment re-
sults in clinically significant improvement, b) the integrity of pla-
cebo-controlled, double-blind, randomized trials is undermined
by a penetrable blind that results in biased ratings by drug-favor-
ing clinicians and c) psychotherapy is as effective as antidepres-
sants [14]. In addition, Rush [15] questioned the transferability of
results from controlled studies on tertiary-care psychiatric pa-
tients to primary-care settings, and urged studies on the trans-
ferability of treatments across clinical populations, the naturalis-
tic course of depressive disorders in different treatment settings,
and the efficacy of treatments among patients with comorbid
conditions.

In a post hoc analysis of a naturalistic long-term community
study, we analyzed the health status of three groups over one
year: 1) depressed subjects receiving medication, 2) depressed
subjects treated without medication, and 3) untreated depressed
subjects. The aim of our study was to investigate possible differ-
ences in effectiveness of naturalistic treatments with and with-
out medication compared to the health status of untreated de-
pressed subjects.

Methods

The Zurich cohort study [3] comprised 4,547 subjects
(m = 2,201; f = 2,346) representative of the canton of Zurich,
Switzerland, who were first screened in 1978 by means of the
Symptom Checklist 90-R [6]. Screened subjects were at ages 19
(males) and 20 (females). In order to enhance the probability of
psychiatric syndromes, a subsample of 591 subjects (m = 291;
f = 299) was selected to be interviewed in 1979, with two-thirds
consisting of high scorers. Follow-up assessments took place in
1980, 1981, 1986, 1988 and 1993. 90.4 % of the original subsample
(591 subjects) participated in two or more interviews, and 69%
remained in the cohort across the observation period of 15 years.
Those who dropped out did not differ significantly in their base-
line measures in terms of demographic characteristics and psy-
chopathological findings at study entry [3].

The semi-structured psychopathological interview and rating of
the social consequences of psychic disturbances for epidemiolo-
gy (SPIKE) was administered in the subjects’ home by psychiatric
residents and medical students who had undergone extensive
clinical training. This interview schedule assesses a number of
somatic and psychological syndromes including depression, an-
xiety, obsessive-compulsive disorder and others. Two types of
depressive syndromes were distinguished, 1) DSM-III-R major
depressive episodes and 2) other diagnosis of depression: min-
or depression (defined by 3 -4 of nine critical symptoms over at
least two weeks requiring depressed mood or anhedonia plus
social/work impairment) and recurrent brief depression (ICD-
10 RBD). In all seven investigations (interviews and mailed
questionnaires), symptoms were assessed by the SCL-90-R. For
further details of the study design of the Zurich cohort study
see [3].

In our analysis, we included subjects who had at least one diag-
nosis of depression (major depressive episode, minor depression
or recurrent brief depression) and were treated 1) by a psychia-
trist or a psychologist without drugs or 2) with antidepressant
drugs by a psychiatrist or a physician not specialized in psychia-
try (general practitioner, internist, etc.). Although all treatments
without drugs were conducted by psychiatrists and psycholo-
gists, we were unable to determine, on an individual level,
whether the intervention was a rather unspecific encounter, gen-
eral case management, counseling, or specific psychotherapy; it
can be assumed, however, that the majority of patients were
treated within a general case management framework, and not
according to specific guidelines. Half of the subjects treated
with medication received tri/tetracyclic antidepressants, the
other half benzodiazepines [2]. To improve statistical power, we
merged subjects who met our criteria in the first two interview
waves (1979 and 1981) into one group. Subjects treated in both
periods (4 cases) and subjects with relevant missing data (4
cases) were excluded from the analysis. In the following, we refer
to the onset of the treatment period as T1 and to the end of the
analyzed treatment period as T2 (treatment period is one year).
The follow-up date (8 years after T1) is referred to as T3.

As outcome measure, we chose the SCL-90-R depression score
(T-transformed values with x = 50 and s = 10), which we as-
sumed to be relevant and sensitive to change for treatment of de-
pressive disorders. Following the suggestions of Jacobson and
Truax [13], we took the reliable change index (RCI = 1.96 x V2 x
sy X V(1-rel) = 11.4) as the minimum criterion for an individual
patient’s change to be regarded as statistically significant. As
the second criterion for change, we calculated a cut-off value
c=(My xs; +M; xs g)(s; +s9)=(50 x 11 +68 x 10)/(11
+10) = 59; thus, depression scores smaller than c indicated ab-
sence of clinically significant depressive symptoms. In cases
where both criteria were met, a clinically significant change was
assumed. Statistical analysis was done using SPSS for Windows
(release 9.0), and comparisons of means by analysis of covar-
iance.

Results

170 subjects had at least one diagnosis of a depressive disorder.
Of these, 120 were untreated and 50 were treated. The latter 50
patients were assigned to two treatment groups: thirty subjects
were treated by a psychiatrist or a psychologist without any anti-
depressant medication (group D-); twenty subjects were treated
with antidepressant drugs, i.e. tri/tetracyclic antidepressants
and benzodiazepines (group D+), 8 by a psychiatrist, 12 by a phy-
sician not specialized in psychiatry. In terms of diagnosis and
baseline SCL-90-R total score and SCL-90-R depression subscale,
there was no significant difference between the two treatment
groups (Table 1). At baseline, the untreated group was different
regarding depression scores and diagnosis (only 18.5% of sub-
jects had a major depressive disorder) as compared to the treat-
ment groups. Therefore, we did not conduct statistical compari-
sons between treated and untreated samples.

At T2, the mean SCL-90-R depression score was 63.37 for sub-
jects treated with drugs and 69.58 for subjects treated without
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Table1 Diagnoses and SCL-90-R scores at T1 in patients treated for
depression (n = 50)
Treatment including  Treatment without
medication (D+) medication (D-)
n =20 n =30
Female gender 16 (80.0%) 20 (66.6%)
Major depressive disorder 9 (45.0%) 14 (46.7%)
Minor depressive disorder 4(20.0%) 5(16.6%)
Recurrent brief depression 11 (55.0%) 14 (46.7%)
Mean (SD) Mean (SD)
SCL-90-R total score 67.53 (9.34) 68.41 (11.60)
SCL depression score 67.00 (9.69) 67.90 (12.01)
SCL anxiety score 66.67 (12.11) 66.70 (13.46)
SCL somatization score 59.24 (10.29) 56.46 (12.98)

Figures are numbers (%) of patients for gender and diagnoses, mean values for SCL scores.
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Fig.1 SCL-90-R depression scores over time in subjects with depres-

sive disorders, depending on different treatment conditions.

drugs. After adjusting for SCL-90-R depression scores at T1, anal-
ysis of covariance yielded a significant difference between
groups in SCL-90-R depression scores at T2 (p = 0.039). Seven
years later (T3), there was no significant difference between
groups (Fig.1).

In the group of subjects treated with drugs (D+), four patients
(20%) improved, 15 (75%) remained unchanged, and one (5%)
deteriorated. In the group of subjects treated without drugs
(D-), two patients (7 %) improved, 22 (73 %) remained unchang-
ed, and six (20%) deteriorated. Three patients (15%) in group D+
and two (7%) in group D- showed a clinically significant im-
provement.

Discussion

To our knowledge, there has been no study comparing depressive
disorder treatments with and without drugs in a representative
sample of the normal population. In a post hoc analysis from a
naturalistic long-term community study, we compared the effec-

tiveness of treatments of depressive disorders with and without
medication. Although subjects were not randomly assigned to
the treatment groups, they were comparable with regard to diag-
nosis and severity of depressive symptoms at the onset of the
treatment period. Thus, the results of our explorative study pro-
vide some evidence about the effectiveness of treatment for de-
pression conducted outside of research settings.

The first finding is that treatment without medication was not
effective on average. This finding contrasts against the estimates
of an overall efficacy of 46 to 60% of specific psychosocial inter-
ventions for major depression in primary care [17]. Although all
treatments without drugs were conducted by psychiatrists and
psychologists, we assume that the majority of patients were
treated within a general case management framework, not ac-
cording to specific guidelines. Therefore, no inferences can be
drawn regarding the effectiveness of specific non-drug interven-
tions. A low rate of recovery comparable to our result was found
for interventions in primary care patients with major depression
treated without a specific protocol [16], whereas non-drug treat-
ments were significantly more effective when applied according
to depression-specific guidelines [16].

The second finding was that treatment with medication tended
to be effective. This applies to both the average course of depres-
sive symptoms over time and our assessment of clinically signif-
icant change. Our response rate of 20% was low compared to the
50 to 60% response rates found in previous studies on drug effi-
cacy for depressive disorders in primary care patients [11,17].
There may be several reasons for this low effectiveness: a) only
about half of the subjects treated with medication received anti-
depressant medication, i.e. tri-/tetracyclic antidepressants, the
other half received benzodiazepines [2] that are inferior to tri-/
tetracyclic antidepressants with regard to amelioration of core
depressive symptoms [5]; b) non-standardized pharmacother-
apy of usual care patients turned out to be considerably less ef-
fective than standardized pharmacotherapy according to guide-
lines [16]; c) the attrition rate for patients under tri-/tetracyclic
antidepressant medication is high, so therefore treatment dura-
tion is frequently inadequate [17].

The third finding is that there were no differences between treat-
ment groups or between treated and untreated subjects at long-
term follow-up. This supports the follow-up data from other
studies on primary-care treatment of depression [18] as well as
controlled trials [8] showing that clinical outcomes are often
equivalent for treatment and control groups after a year or long-
er. Moreover, our finding may be partly explained by the fact that
there were no controls for treatment conditions between T2 und
T3.

This study has several methodological limitations; the sample
size in both treatment conditions was very small affecting the
power of statistical analyses. The diagnostic procedure using
SPIKE and the depression rating using SCL-90-R are no longer
common in outcome studies of depressive disorders where de-
pression-specific diagnostic interview schedules and rating in-
struments, such as the Hamilton Rating Scale for Depression,
are used. This makes a comparison with other studies difficult.
Comparing treatments with and without drugs in a naturalistic
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study means that the two groups are not randomized, that is, the
internal validity is not ensured by controlled conditions. Also,
treatment conditions were heterogeneous, and subjects suffered
from different types of depressive disorders. Therefore, the re-
sults can not be interpreted conclusively in terms of treatment
efficacy. Finally, the study design in which T1 and T2 did not refer
to onset and end of treatment respectively may account, to a cer-
tain degree, for the low effectiveness of the compared treatment
conditions, as it is possible that some treatments only began
shortly before T2, and were thus not yet conducted for a suffi-
ciently long period to be effective.

Despite a considerable number of methodological shortcomings,
the presented data are unique and provide relevant insight into
usual care of depressed patients. This study underlines the im-
portance of the implementation of standardized psychotherapy
and pharmacotherapy into routine practice, of studies regarding
the transferability of results of outcome studies across clinical
populations, and of quality assurance in primary care psychiatry.
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