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A Review of Pharmacotherapy 
of Major Depression in 
Children and Adolescents
PPaauull  JJ..  AAmmbbrroossiinnii,,  MM..DD..

The proliferation of newer class-
es of antidepressants with a
wider margin of safety than

the tricyclic antidepressants has led to
increased use of these agents among
children and adolescents, not only for
affective disorders but also for anxiety
and behavioral disorders. Their bene-
fit in obsessive-compulsive disorder is
based on relatively consistent results
(1,2), which is not the case for man-

agement of behavior disorders in
youths (3). The clinical efficacy stud-
ies of newer antidepressants for affec-
tive disorders in children and adoles-
cents have had negative or marginal
results. 

The use of antidepressants for de-
pressed children and adolescents, re-
gardless of their limited benefit, con-
tinues because of the known morbid-
ity associated with depressive illness,

Objective: The review examined the historical progression and current
status of pharmacotherapy of child and adolescent major affective disor-
der. Methods: A MEDLINE search was used to identify double-blind,
placebo-controlled studies of child and adolescent major depression.
Only studies that used reliable diagnostic and recovery parameters were
included. Results: Few well-designed studies have compared placebo
and tricyclic antidepressants in the treatment of major depressive disor-
der in children and adolescents. However, results consistently suggest
that tricyclic antidepressants are not efficacious. Early results of double-
blind placebo-controlled trials with fluoxetine and paroxetine have
shown a significant drug effect. However, the results are inconsistent,
which could reflect the ways that response to medication is defined, the
ways that rating scales measure recovery, and uncertainties of dosing
strategies with second-generation antidepressants. Hypothesized rea-
sons for the unique response pattern in youths include the changing hor-
monal status of children, the differential maturation of the noradrener-
gic versus serotonergic neurotransmitter systems, and the possibility
that a large proportion of depressed youths are in the early stages of
bipolar disorder, which is not effectively treated by these medications.
Conclusions: Tricyclic antidepressants are not superior to placebo for the
treatment of child and adolescent major depressive disorder. Although
two of three trials of second-generation antidepressants in this age
group have had negative results, data suggest that these drugs may be
more promising. It is too early in our investigation to know whether
these agents will be effective in treating major depressive disorder in
children and adolescents. (Psychiatric Services 51:627–633, 2000)

which includes an increased suicide
rate (4), poorer psychosocial out-
comes (5,6), and the potential chron-
ic morbidity of the disorder (7–9),
with few alternative modalities of
care. Use of these medications for
childhood affective disorders is also
based on the premise of the similarity
and continuity of major depressive
disorder across age groups. However,
this conceptualization may be a sim-
plistic theory of affective disorders in
youths. The phenotypic similarity
noted in depressive symptoms be-
tween adults and children may not
necessarily imply a genotypic concor-
dance. This issue may be reflected in
the variable efficacy of antidepres-
sants among depressed children com-
pared with their superiority to place-
bo for most adults with depression. 

This review assesses the therapeu-
tic benefits of antidepressants in child
and adolescent major depression. It
contrasts the therapeutic efficacy and
characteristics of tricyclic antidepres-
sants and selective serotonin reuptake
inhibitors (SSRIs) and discusses the
future directions of antidepressant
treatment of childhood and adoles-
cent major depressive disorder. Non-
pharmacological interventions such
as interpersonal or cognitive-behav-
ioral therapies are not addressed be-
cause few well-designed investiga-
tions in this area have been done (10),
and no study comparing pharma-
cotherapy with cognitive therapeutic
interventions has been undertaken.

Methods
Articles pertaining to the pharma-
cotherapy of child and adolescent ma-
jor depression were found in the
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MEDLINE database from the 1960s
through 1999. The references from
these articles were also used as a col-
lateral source of previous studies.
Studies were included in this review
only if they were double-blind, place-
bo-controlled trials among either
children or adolescents. Included
were studies that used diagnostic as-
sessments of proven reliability and
those in which recovery was mea-
sured in a clinically acceptable man-
ner with standardized rating instru-
ments. Studies with samples of fewer
than ten subjects were excluded.

Results
The point prevalence rate of early-on-
set affective disorders in the general
adolescent population is approxi-
mately 3 percent; it is less than 1 per-
cent among preadolescents depend-
ing on the stringency of ascertain-
ment methods (11,12). These rates
approach adult patterns and also re-
flect the more traditional female pre-
dominance of depression by the later
adolescent years. No direct concor-
dance of psychological changes be-
tween adult and child depression has
been found. However, general agree-
ment exists that the onset of depres-
sion in childhood predicts future af-
fective disturbances (7,8,13). 

Of particular note is the disparity in
the success of pharmacotherapy of
depression between children and
adolescents and adults. However, this
finding is based on a paucity of well-
designed drug treatment studies of
affective disorders among children
and adolescents. Over the past 30
years, the investigation of pharma-
cotherapy of child and adolescent af-
fective disorders has generally pro-
gressed through three phases. These
periods can be viewed as the early
studies, the tricyclic antidepressant
phase, and the second-generation an-
tidepressant phase. Each has added a
distinct understanding to our knowl-
edge base.

The early studies 
The first studies, in the 1960s, inves-
tigating the pharmacotherapy of de-
pressed children were quite flawed
for several reasons. First, these re-
ports described antidepressant re-
sponse in a mixed diagnostic group of

children with heterogeneous symp-
toms. Second, no consistent mea-
surements were used to assess re-
sponse, and well-designed treatment
protocols were lacking. Finally, a
mixed group of drugs was given,
from minor tranquilizers to antide-
pressants (14). In fairness to these
investigators, however, they began
their work before the establishment
of DSM criteria and the publication
of DSM diagnostic interview sched-
ules for children, such as the Diag-
nostic Interview for Children and
Adolescents (DICA), the Diagnostic
Interview Schedule for Children,
and the childhood version of the
Schedule for Affective Disorders
and Schizophrenia (K-SADS). These
early studies nonetheless established
the fact that children and adoles-
cents could tolerate adult pharma-
ceuticals safely if they were medical-
ly monitored.

The tricyclic phase 
The first well-designed, double-blind,
placebo-controlled study of tricyclic
antidepressants for childhood depres-
sion was reported in 1987 by Puig-
Antich and associates (15). It exam-
ined use of imipramine for preadoles-
cents. Earlier reports frequently had

small sample sizes and used unvali-
dated response measures (14). Over
the next decade additional double-
blind studies using amitriptyline, de-
sipramine, and nortriptyline were
published. The results were consis-
tently discouraging as tricyclic antide-
pressants were not found superior to
placebo for treating prepubertal or
adolescent major depression. These
studies are summarized in Table 1.
Meta-analyses of most of the studies
further supported the marginal effi-
cacy of these medications (16,17).

Although the outcomes of these
studies were relatively consistent, the
treatment designs varied consider-
ably. Each used a structured inter-
view (K-SADS) to ascertain initial de-
pression status, but the entry criteria
subsequently used for the randomiza-
tion phase differed. Studies by Puig-
Antich and colleagues (15), Kye and
associates (18), and Birmaher and
coworkers (19) required that each
subject meet diagnostic criteria for
major depressive disorder after place-
bo washout and at the time that they
were randomly assigned to treatment.
Geller and associates (20,21) and
Kutcher and colleagues (22) required
only that scores on depression severi-
ty scales remain persistently elevated
before randomization.

Earlier studies excluded obviously
inappropriate subjects with comorbid
disorders, such as those with major
depressive disorder who were psy-
chotic and those with active sub-
stance abuse. However, only the most
recently completed trials have ex-
cluded those with family histories of
bipolar disorder in an attempt to ex-
clude the bipolar genotype. These
differences in sample selection could
theoretically have some bearing on
response patterns.

Each research group used a well-
designed, aggressive pharmacothera-
peutic strategy, most tracking plasma
levels of tricyclic antidepressants.
The length of treatment, which was
relatively short in the earlier studies
(about five weeks), was extended to
ten weeks in successive studies in an
attempt to maximize response (23).
Criteria to measure response to the
medication were based on a variety of
depression rating scales or DSM
symptom severity scores. However,
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space of a column. Other
articles in this series will fo-
cus on herbal medicines
and on attention-deficit hy-
peractivity disorder across
the life span. 



PSYCHIATRIC SERVICES ♦ May 2000   Vol. 51   No. 5 662299

the variability in these parameters
was quite extensive. For example,
Puig-Antich and colleagues (15) and
Geller and associates (20,21) used a
relatively conservative definition of
response—a score of less than 2 (indi-
cating minimal symptoms)—on the
K-SADS interview on most of the
questions about DSM criteria for a
major depressive disorder. The stud-
ies by Kutcher and associates (22),
Kye and coworkers (18), and Birma-
her and colleagues (19) used a wider
definition of response, which includ-
ed improvement rates on depression
severity scales and analyses of re-
sponse-remission status either among
subjects who left the study—with the
last observation carried forward—or
among subjects who completed the
study. These methodologies are fre-
quently used in adult pharmacothera-
py reports. 

With the exception of the study by
Birmaher and associates (19) that ex-
amined chronically depressed inpa-
tients, the later studies noted some
trends suggesting response as mea-
sured by scores on the Hamilton De-
pression Rating Scale (HDRS), the
Beck Depression Inventory (BDI),
and the Clinical Global Impres-
sions–Severity (CGI-S). 

The investigation of the efficacy of
tricyclic antidepressants for treating
child and adolescent affective disor-

der is most likely at an end because of
the mediocre response profile of
these drugs. The cardiotoxicity of the
tricyclic antidepressants, which
makes them particularly lethal in
overdoses, is also problematic (24).
The toxicity is most striking when
compared with the wide margin of
safety in overdoses of SSRIs. Howev-
er, this phase of investigation ad-
vanced the methodological imple-
mentation of pharmacotherapy of de-
pressed children by standardizing di-
agnostic ascertainment and opera-
tionalizing response measurements. 

Also, these investigations shed light
on the drug response characteristics
of children and adolescents with ma-
jor depressive disorders. At the out-
set, most youths studied have moder-
ate to severe depression as measured
by either duration of the disorder or
depression severity scores on stan-
dardized rating scales. Evidence sug-
gests that those who view themselves
as most severely depressed may re-
spond less favorably to tricyclics (19),
which implies that self-ratings of de-
pression severity could be a valuable
parameter to assess response pat-
terns. The importance of self-ratings
is further supported by the fact that
clinicians tend to overrate improve-
ment during treatment studies (25). A
complementary issue is the finding
that a substantial proportion of treat-

ed youths still exhibit subsyndromal
depressive symptoms, so that partial
remission may be more characteristic
of treatment with tricyclic antidepres-
sants (19,23).

No substantial evidence was found
that comorbid diagnoses influenced
recovery in youths treated with tri-
cyclics. However, because comorbid
problems are prevalent (26), ratings
of recovery and remission from de-
pression may be influenced by im-
pairment resulting from comorbid
disorders (27). The characteristics of
the rating scales used to assess de-
pression severity and response with
the tricyclic antidepressants were in-
frequently analyzed. Although the
BDI and the HDRS are validated in-
dicators of affective disorder in ado-
lescent samples (28,29) and the Chil-
dren’s Depression Rating Scale
(CDRS) has been validated in child
samples (30), only three instruments
have been shown to be sensitive to
pharmacotherapy in adolescents: the
BDI, K-SADS-derived symptom sev-
erity scales (23), and the HDRS (Am-
brosini and Tan, unpublished data,
1998). These instruments have not
been reported to be sensitive to treat-
ment effects in prepubertal children.
Furthermore, the Children’s Depres-
sion Inventory (CDI), which is used
frequently for preadolescents, is not a
sensitive scale for identifying major

TTaabbllee  11

Summary of double-blind, placebo-controlled studies of tricyclic antidepressants in the treatment of major depressive disor-
der among children and adolescents

Patient characteristics
Dura- Sam- Response rate (%)

First author tion ple Fe- Inpatient or
and year Drug Dose range (weeks) size Age Males males outpatient Placebo Tricyclic

Puig-Antich, Imipramine 5 mg per kg 5 38 Prepubescent 23 15 Mixed 68.2 (15/22) 56.3 (9/16)
1987

Geller, 1989 Nortriptyline Fixed 8 50 Prepubescent 35 15 Outpatient 16.6 (4/24) 30.8 (8/26)
plasma
level

Geller, 1990 Nortriptyline Fixed 8 31 Adolescent 17 14 Outpatient 21.1 (4/19) 8.3 (1/12) 
plasma
level

Kutcher, 1994 Desipramine 200 mg 6 42 Adolescent 15 27 Outpatient 36 (9/25) 47.1 (8/17)

Kye, 19961 Amitriptyline 5 mg per kg 8 31 Adolescent 22 9 Outpatient 56–72 15–85

Birmaher, 19981 Amitriptyline 5 mg per kg 10 27 Adolescent 8 19 Inpatient 77–78 57–86

1 The response rates in these studies were ranges because they used multiple measures to assess response. 
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depressive disorder in outpatient
samples (31), nor has it been shown
to be sensitive to pharmacotherapy.

The second-generation 
antidepressant studies
Even though the selective serotonin
reuptake inhibitors have been avail-
able for about a decade, few double-
blind, placebo-controlled trials of
their efficacy in depressed youths
have been conducted. The lack of
studies primarily reflects the general
difficulty of introducing new phar-
maceuticals in child populations.
Secondly, the pharmaceutical indus-
try has been reluctant to introduce
antidepressant drug trials in an age
group that was shown to be nonre-
sponsive in previous trials of antide-
pressants. The proper methodologi-
cal requirements for these studies
also were debated for the reasons
noted above. 

Nonetheless, studies using fluoxe-
tine, paroxetine, and venlafaxine
have been completed. The overall
results from these studies are more
encouraging than those reported for
the tricyclic antidepressants, as indi-
cations have been found of their su-
periority to placebo. However, these
early findings must be viewed cau-
tiously, as the outcomes are inconsis-
tent either within or across studies.
The results from the fluoxetine (32)
and venlafaxine (33) studies, the only
reports currently published, are
summarized in Table 2. 

Of the two fluoxetine studies

(32,34), only that by Emslie and as-
sociates (32) noted a significant drug
effect. The study investigated use of
a fixed-dose paradigm (20 mg a day)
in a mixed sample of 96 depressed
children and adolescents. Subjects
were treated for eight weeks follow-
ing a three-week assessment and a
one-week placebo lead-in. Diag-
noses were ascertained with K-
SADS and DICA interviews. At the
time of random assignment to fluox-
etine or placebo, each subject had a
CDRS score greater than 40, indi-
cating persistence of depressive
symptoms, and continued to meet
diagnostic inclusion and exclusion
criteria. Primary response measures
were weekly scores on the Clinical
Global Impressions–Improvement
(CGI-I) and CDRS scores. 

At study exit, responses of subjects
on fluoxetine were significantly su-
perior to those on placebo. Fifty-six
percent improved much or very
much as measured by the CGI-I,
while only 33 percent of placebo-
treated youths responded. However,
among study completers, no signifi-
cant difference was found in re-
sponse between subjects given fluox-
etine (74 percent) and those given
placebo (58 percent). This disparity
was attributed to the larger propor-
tion of nonresponding subjects who
dropped out of the placebo group.
When response as measured by the
CGI-I was categorized by the time
required to attain two consecutive
weeks of much or very much im-

provement, fluoxetine again was su-
perior to placebo.

Emslie and associates (32) further
analyzed weekly CDRS scores as a
continuous variable and followed a
last-observation-carried-forward meth-
odology. With this approach, the exit
CDRS scores of subjects who did
not complete the eight-week proto-
col were carried forward to fill in for
successive missing values. This
analysis supported the CGI-I find-
ings and also found that a significant
treatment effect with fluoxetine first
emerged after five weeks of treat-
ment. Neither age nor sex affected
the results. However, secondary
measures of general psychiatric
symptomatology as assessed by the
Brief Psychiatric Rating Scale, glob-
al functioning as measured by the
Child Global Assessment Scale, and
self-reported improvement as mea-
sured by the CDI and the BDI did
not show a significant difference be-
tween the drug and placebo; howev-
er, the analyses did show a signifi-
cant decrease in symptoms from
baseline to study exit. The discrep-
ancy among assessment measures
was not explained. Furthermore, al-
though a statistically significant im-
provement was noted, complete re-
mission as defined by a CDRS score
of less than 28 was uncommon; the
exit CDRS mean score was 38.4, and
the baseline CDRS mean score was
58.5.

Simeon and coworkers (34) stud-
ied a mixed sample of 30 outpatient

TTaabbllee  22

Summary of double-blind, placebo-controlled studies of selective serotonin reuptake inhibitors and new antidepressants in
the treatment of major depressive disorder among children and adolescents

Patient characteristics
Response

Dura- Sam- Inpa- rate (%)
First author Dose tion ple Fe- tient or
and year Drug range (weeks) size Scale1 Age Males males outpatient Placebo Drug

Simeon, 1990 Fluoxetine 60 mg 7 40 HDRS 13–18 18 22 Mixed 63 71
CGI-I 63 76

Emslie, 1997 Fluoxetine 20 mg 8 96 CGI-I at exit 7–17 52 44 Outpatient 33 58
CDI-I at com-
pletion 58 74

Mandoki, 1997 Venlafaxine 37.5–75 mg 6 33 HDRS 8–18 25 8 Outpatient ns ns
CDRS ns ns

1 HDRS, Hamilton Depression Rating Scale; CGI-I, Clinical Global Impression–Improvement; CDRS, Children’s Depression Rating Scale



PSYCHIATRIC SERVICES ♦ May 2000   Vol. 51   No. 5 663311

and inpatient adolescents who had a
baseline HDRS score greater than
20 and a diagnosis of major depres-
sive disorder. However, the method
of ascertaining the diagnosis was not
specified. Fluoxetine was titrated to
a fixed dose of 60 mg per day, and
treatment continued for seven
weeks. Response measures were
changes on the HDRS, the CGI, the
Raskin Depression Scale, the Covi
Anxiety Scale, and the 58-item Hop-
kins Symptom Checklist. Although a
significant improvement was noted
by three weeks of treatment, re-
sponse to fluoxetine was not superior
to response to placebo. Overall, ap-
proximately two-thirds of patients
responded with either treatment as
measured by improvement on the
HDRS of greater than 50 percent.

Only one treatment study of a new
second-generation non-SSRI antide-
pressant for treating depressed
youths has been published. Mandoki
and colleagues (33) compared ven-
lafaxine to placebo among 40 chil-
dren and adolescent outpatients. Af-
ter a one-week placebo washout,
venlafaxine was titrated to a fixed
dose of either 37.5 mg a day for chil-
dren 12 years old and younger or 75
mg a day for adolescents 13 years old
and older. The method of diagnostic
ascertainment was not specified. Re-
sponse was measured after six weeks
by changes in subjects’ scores on the
CDI, the Children’s Behavioral
Checklist (CBCL), the HDRS, and
the CDRS. Weekly cognitive-behav-
ioral-oriented therapy was given
concurrently with pharmacotherapy. 

Thirty-three subjects completed
the study. Over time, a significant
improvement was noted on the
HDRS, the CDRS, and the CBCL,
but no significant medication effect
was noted, nor were any improve-
ment effects observed as measured
by the CDI. However, the study was
limited by the relatively low dose of
venlafaxine and the brief treatment
period. Of note is the lack of drug ef-
fect as measured by the CDI.

A multisite double-blind study of
adolescent major depressive disor-
der that compared paroxetine to
imipramine and placebo was recent-
ly completed (35). Early reports of
this study suggested that paroxetine

was superior to imipramine and
placebo; however, considerable in-
consistencies were found in the re-
sults. The inconsistencies reflected
the fact that efficacy of paroxetine
depended on which definition of re-
sponse and which rating scale was
used. 

The differential recovery rates as
measured by different scales and by
different definitions of response
were recently analyzed in an open

treatment study of sertraline for ado-
lescents with major depressive disor-
der (36). The report noted that cate-
gorical recovery rates can range from
26 percent to 65 percent at six weeks
of treatment and from 55 percent to
85 percent at ten weeks of treat-
ment. Furthermore, clinician-rated
recovery as measured by the CGI-I
consistently gave the highest and
quickest recovery rates, while self-
rated improvement as measured by

the BDI was the most potent mea-
sure in the later weeks of treatment. 

The investigation of the efficacy of
second-generation antidepressants
for depressed youths is just begin-
ning. As noted, few double-blind
studies have been reported; howev-
er, studies of fluoxetine, nefazodone,
sertraline, and venlafaxine are cur-
rently under way or planned. What
has been gleaned from this phase of
pharmacotherapeutic studies of
child and adolescent major depres-
sive disorder suggests that predomi-
nantly serotonergic agents may be
beneficial for depressive states in
youths and that treatment should be
maintained for at least eight to ten
weeks. However, the dataset is quite
preliminary, and the studies require
replication.

In the course of these studies, it
also became more apparent that the
lack of convergence across several
depression rating scales is a potential
liability in furthering our under-
standing of antidepressant treatment
in this age group. The findings may
be further confused by the contin-
ued use in treatment studies of
scales such as the CGI scales and the
CDRS that are not standardized as
both valid and sensitive to pharma-
cotherapy effects. The different
methods of defining response, al-
though standardized, also have not
been consistently used. Investigators
are not consistent in reporting re-
sponse rates across continuous and
categorical measures at the time of
exit from the study, with the last ob-
servation carried forward, or among
those who completed the study.
Therefore, it has not always been
possible to compare qualitative and
quantitative response rates across
studies.

Ancillary data on 
pharmacotherapy 
Although this review focuses on dou-
ble-blind, placebo-controlled trials
of antidepressants for children and
adolescents, numerous open-label
studies of antidepressants in this age
group have clarified some method-
ological and treatment strategies. An
evaluation of length of treatment
suggested that pharmacotherapy
should last at least ten weeks (23,36).

What has

been gleaned 

from this phase of 

pharmacotherapeutic 

studies of major depressive

disorder in children and 

adolescents suggests that 

predominantly serotonergic

agents may be beneficial

for depressive states and 

that treatment should 

be maintained for

at least eight 

to ten weeks.
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Furthermore, the choice of rating
scales to evaluate drug response can
produce a 50 percent variation in
categorical response rates (36). Aug-
mentation with lithium (37,38) or a
monoamine oxidase inhibitor (39)
may have some benefit for subjects
who do not respond to tricyclic anti-
depressants. Monitoring of plasma
levels may define a therapeutic
range in prepubertal and adolescent
treatment with imipramine (15,40)
or nortriptyline (23,41). In addition,
newer antidepressants, such as nefa-
zodone, appear well tolerated and
potentially helpful for juvenile mood
disorders (42).

Discussion and conclusions 
Several attempts have been made to
explain the weak response patterns
to antidepressants among youths
with major depressive disorder.
Methodological critiques have sug-
gested that dosing may be inade-
quate, but inadequate dosing was
not substantiated in later studies of
tricyclics that monitored plasma lev-
els. Nonetheless, inadequate dosing
is a viable factor in the current round
of studies with second-generation
agents, because there does not ap-
pear to be a correlation between re-
sponse and plasma levels of medica-
tion. The changing hormonal status
of children and adolescents com-
pared with adults was postulated to
account for the poor response to tri-
cyclics, but no convincing evidence
that sex hormones can consistently
augment antidepressant response
has been found. 

The differential maturation of the
noradrenergic versus serotonergic
neurotransmitter systems has been
proposed as an explanation of both
the lack of response with the more
noradrenergic agents, such as de-
sipramine, and the initial positive re-
sponse with fluoxetine (43). At this
time, the hypothesis can be tested
only indirectly by assessing the re-
sponse patterns to the newer antide-
pressants that selectively affect one
or both neurotransmitter systems.

Finally, it has been suggested that
the pool of depressed youths studied
represents a more heterogeneous
sample of depressive subtypes than
comparable adult cohorts. Early-on-

set depressive disorders frequently
evolve into a bipolar pattern (44-46).
Given this fact, Geller and colleagues
(47) tested the hypothesis that poor
response to antidepressants among
preadolescents with major depres-
sive disorder could be secondary to
their high bipolar potential. Howev-
er, lithium was not superior to place-
bo in this study, even though subjects
were stratified according to family
history of bipolarity.

The pattern of results reviewed
here could therefore suggest that af-
fective disorders among children and
adolescents represent a distinct bio-
logical entity that has a differing re-
sponse pattern to pharmacotherapy
than adult-onset affective disorder.
It could then be postulated that
adults with depression who are non-
responsive to pharmacotherapy are
in that group of adults with child-
hood-onset affective disorder (48).

Antidepressants are widely used to
treat major depressive disorder
among children and adolescents. Be-
cause of the significant morbidity of
the disorder, this treatment seems
appropriate despite the relative ab-
sence of evidence from controlled
studies indicating antidepressant ef-
ficacy in youths. Psychotherapy or
the newer classes of antidepressants
may be shown to be efficacious, but
until these studies are completed the
treatment of child and adolescent
major depressive disorder remains a
difficult undertaking for the clinician
and for patients and their families. ♦
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