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ncreasingly, there is a demand for and an acceptance
of an evidence-based approach in psychiatry to as-
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Background: Although efficacy studies
suggest equal potency among antidepressant
treatments, their effectiveness in clinical practice
appears more variable, particularly in that the
newer antidepressants may be less effective in
either more severe depression or the melancholic
subtype of depression. We pursue some factors
that may impact the effectiveness of antidepres-
sant treatments in a clinical sample.

Method: A sample of 182 patients with
DSM-IV major depressive disorder was assessed
at baseline and 12 months later to establish treat-
ments provided, identify patients who had recov-
ered from the index episode, and quantify likely
treatment determinants. Four systems for distin-
guishing patients with melancholic and non-
melancholic depression were examined to assess
for differential effects of the antidepressant strate-
gies across those subtypes.

Results: Multimodal therapy (commonly,
psychotherapy combined with an antidepressant
drug) and patients’ frequent attribution of recov-
ery to spontaneous improvement made for diffi-
culty in disentangling recovery determinants.
After excluding a spontaneous improvement
component, electroconvulsive therapy (ECT)
and the irreversible monoamine oxidase inhibitors
(MAOIs) appeared to be the most effective
therapies across the sample, while the reversible
inhibitor of monoamine oxidase-A (RIMA)
appeared to be the least effective. The distinct
gradient of suggested effectiveness of various
strategies appeared to be contributed to princi-
pally by the varied effectiveness of alternate
treatments across the melancholic subtype,
whereby ECT, tricyclic antidepressants, and
MAOIs were the most effective, and the selective
serotonin reuptake inhibitors (SSRIs), RIMAs,
and antipsychotic drugs were much less effective.
For the nonmelancholic disorders, the effective-
ness of SSRIs appeared to be comparable with
that of older antidepressants.

Conclusion: Although most patients received
a physical treatment, they commonly judged
psychotherapy and spontaneous improvement to
be influential in their recovery. Reasons for such
attributions are worthy of clarifying studies.
Despite patients’ concerns about the side effects
and stigma of ECT as well as the side effects
associated with the older antidepressants,
these therapies were rated as more helpful by

patients—and were more strongly associated with
recovery—than the newer antidepressant drugs.
Such overall results are compatible with an earlier
study undertaken by us involving an independent
sample and retrospective data. The overall gradi-
ent is clarified by studying depressive subtypes,
allowing an important conclusion. Although the
newer and older antidepressant drugs may be of
similar effectiveness in nonmelancholic depres-
sion, the newer agents appear comparatively infe-
rior for the treatment of melancholia, findings
that have clinical implications and perhaps inform
us about the pathogenesis of melancholia.

(J Clin Psychiatry 2001;62:117–125)

Received June 25, 1999; accepted June 14, 2000. From the School of
Psychiatry, The University of New South Wales, Randwick, Australia.

Supported by the National Health and Medical Research Council
(Program Grant 993208).

Reprint requests to: Gordon Parker, M.D., School of Psychiatry, The
University of New South Wales, Prince of Wales Hospital, High Street,
Randwick, 2031, Australia.

I
sessing comparative benefits of various treatments. The
evidence base for the efficacy of antidepressant drugs is
substantive and seemingly clear-cut. For instance, a very
recent review by the United States–based Agency for
Health Care Policy and Research (AHCPR)1 considered
more than a thousand published trial reports and came to
several important conclusions, particularly in regard to
the newer antidepressants and major depression. First,
more than 80 placebo-controlled studies found a response
rate of 50% for the newer antidepressants (compared with
32% for placebo) for major depression. Second, the
AHCPR report concluded that the newer antidepressants
are as effective as the first and second generation tricyclic
antidepressants (TCAs). Janicak et al.2 earlier evaluated
some 400 studies of the older and the more recent anti-
depressants (i.e., selective serotonin reuptake inhibitors
[SSRIs], reversible monoamine oxidase inhibitors
[RIMAs], monocyclic drugs, and tetracyclic drugs) and
also concluded that the latter had comparable efficacy to
their predecessors for major depression.
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Such data build to the frequently heard view that all
antidepressants are equally effective. In recent years,
however, several reviews and studies3–6 have suggested
that the SSRIs may be less effective than the TCAs in
treating melancholic depression, while another study7

also challenged whether moclobemide was as effective as
a TCA for melancholia. Clinicians also comment on such
possible differences in effectiveness of many newer anti-
depressants.

A number of theoretical and practical reasons exist for
potential dissonance between clinical trial data and “real
world” effects. First, clinical trials that generate efficacy
data are mostly restricted to patients with a rather diffuse
and severity-based disorder (i.e., major depression). The
trials most commonly involve outpatients without signifi-
cant comorbidity (particularly personality disorder and
drug and alcohol problems), and outcome is generally as-
sessed dimensionally, rarely beyond 6 weeks. In clinical
practice, nonspecific therapeutic factors (e.g., placebo
and spontaneous remission) may have a major influence,
disorder severity may differ considerably (more severe in
hospitalized patients), patient motivation and treatment
compliance will vary, comorbidity is common, and pa-
tients and therapists assess outcome in terms of recovery
rather than percentage improvement. Wells8 has recently
drawn attention to such differences and to how efficacy
data from clinical trials may differ from effectiveness es-
timates (the latter referring to outcome under conditions
approximating usual care).

Diagnostic systems may also influence data interpreta-
tion. If the depressive subtypes have varying response
patterns to differing antidepressant strategies, then diag-
noses that measure severity (e.g., major depressive disor-
der) may obscure true differences across those subtypes.
That interpretation is best illustrated in regard to psy-
chotic (or delusional) depression. Two meta-analyses9,10

have established that use of an antidepressant or an anti-
psychotic alone is effective in only a minority of patients,
whereas a combination of the two and unilateral or bilat-
eral electroconvulsive therapy (ECT) each have superior
effectiveness rates. The National Institute of Mental
Health (NIMH) Treatment of Depression Collaborative
Research Program study11 provides a second example.
There, 250 outpatients with major depressive disorder
were randomly assigned to a 16-week treatment involving
2 psychotherapies (cognitive-behavioral therapy [CBT]
and interpersonal therapy [IPT]), a TCA (imipramine), or
clinical management. Significant and similar improve-
ment occurred across all treatment types, so that in the
overall sample, no differential treatment effects were
demonstrated. Superiority of 1 treatment (imipramine)
was demonstrated, however, when analyses were limited
to a subsample with more severe depression12 and to a
subsample in which a greater representation of any mel-
ancholic depressive subtype was suspected.

In a recent clinical panel study,13 we asked depressed
patients, who were under psychiatric treatment, in Austra-
lia and New Zealand to judge the effectiveness of previ-
ously received antidepressant treatments. Here, the over-
all sample gradient suggested high effectiveness for ECT
and antipsychotic medication, moderate effectiveness for
TCAs and irreversible monoamine oxidase inhibitors
(MAOIs), and lesser effectiveness for a number of the
newer antidepressants, including the SSRIs. Direct com-
parison of the SSRIs and TCAs indicated that both drug
classes were similarly effective for nonmelancholic de-
pression, but that the TCAs were distinctly more effective
for melancholic depression, suggesting that any differen-
tial effectiveness may be distinctly contributed to by de-
pressive subtype.

In this article, we prospectively study a sample for
which treatment was based on individual clinician judg-
ment, and we examine issues associated with outcome in
the clinical setting that are generally not addressed or that
are “controlled out” in formal efficacy studies. In a sense,
we pursue an issue that confronts clinicians (i.e., Why did
my patient improve or not improve with my management
strategy?). Thus, we seek to make some estimate of the
comparative effectiveness of various antidepressant strat-
egies in a clinical setting where therapy (whether single or
multiple, or involving pluralistic treatment modalities) as
well as nonspecific improvement factors often confound
interpretation.

Our second objective is to reexamine the issue of
whether melancholic and nonmelancholic subtypes show
differential responsiveness to treatments in the clinical
setting. This raises the question of how melancholia may
be most validly measured. In this article, we differentiate
(nonpsychotic) melancholic and nonmelancholic depres-
sive disorders using 4 diagnostic systems.

METHOD

Sample Recruitment and Baseline Assessment
We have previously described intake14 assessment pro-

cedures, and thus now cover issues germane to this report.
Sample members were grouped into several sets of de-
pressed patients. The first set comprised 204 consecutive
referrals to our tertiary Mood Disorders Unit (MDU), a
sample weighted somewhat to those with severe and/or
treatment-resistant conditions. To redress such influences,
we also recruited 66 depressed patients treated by the au-
thors as outpatients or as hospitalized catchment area pa-
tients. All were required to have a primary DSM-III-R
major depressive disorder present for less than 2 years,
with the duration criterion seeking to exclude persistent
treatment resistance. MDU assessment generally resulted
in recommendations to the referring psychiatrist or pri-
mary practitioner, while for the remaining subjects, the
assessing psychiatrist generally recommended at least ini-
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tial treatment. Thus, sample members were treated ac-
cording to the clinical judgment of a responsible clinician,
and the study sought to examine the effectiveness of such
treatment over the following 12 months.

Baseline severity of depression was assessed by the
clinician-rated Hamilton Rating Scale for Depression
(HAM-D)15 and by the self-reported Beck Depression In-
ventory (BDI).16 A semistructured interview and self-
report sheets assessed a wide range of symptoms,14 and
the clinician rated the patient on the formalized CORE17

measure of observable psychomotor disturbance, which
provides an estimate of the probability of melancholia.

DSM-IV diagnoses were generated, allowing 3 princi-
pal groups (i.e., major depressive disorder alone, major
depressive disorder with melancholia, and major de-
pressive disorder with psychotic features) to contrast any
differential effect of treatment on melancholic and non-
melancholic depression. We also assigned those (nonpsy-
chotic) patients with the preestablished CORE cutoff
score of 8 or more to a CORE-defined melancholic group.
Within our current sample, we developed a latent class
analysis–derived algorithm of clinical features18 for as-
signing (nonpsychotic) patients to a melancholic class
(contributed to principally by a high CORE score, as well
as by certain endogenous depression symptoms such as
loss of interest, nonreaction, and nonvarying mood), also
allowing us to assign patients to melancholic and non-
melancholic groups. Finally, at intake assessment, psy-
chiatrists were given descriptors of clinical diagnoses for
assigning patients to 4 categories,17 again allowing a non-
psychotic melancholic group (the clinically labeled “en-
dogenous” group) initially to be contrasted with a residual
nonmelancholic group (combining the clinically labeled
“neurotic” and “reactive” groups).

Assessment at the 12-Month Review
At the follow-up, the interviewing research assistant

and the consultant psychiatrist used a structured format to
determine details about treatments received over the inter-
val and the outcome of the index episode. Progress over
the 12 months was assessed principally by applying
slightly modified Frank et al. criteria19 that operationalize
change point definitions. Thus, partial remission was de-
fined as a spontaneous or treatment-induced state in
which the patient has shown distinct improvement and no
longer meets major depressive episode criteria, but has
some symptoms; relapse as a change from either partial or
full remission to full syndrome major depressive episode;
recurrence as a return of symptoms following recovery,
with symptoms of sufficient magnitude to qualify for a
new major depressive episode; full remission as a sponta-
neous or treatment-induced state where patients become
completely asymptomatic for less than 2 months; and re-
covery as a spontaneous or treatment-induced asympto-
matic state lasting more than 2 months.

We established20 that those change point definitions
corresponded well with several assessments at the
12-month review (viz., a clinical global improvement
score, no longer meeting criteria for DSM-IV–defined
major depressive disorder, and a 50% reduction in BDI
scores). For outcome of the index episode, we here com-
bine the recovery and full remission categories as our
“recovered” group, which means that the patient had had
a complete disappearance of the major depressive disor-
der for 2 months or more following baseline assessment
and treatment.

At follow-up, the psychiatrist was then required to de-
termine (by questioning the patient as well as by clinical
assessment) the most important factor in their improve-
ment and, if necessary, the second and third most impor-
tant factors—now termed “helpful interventions.” Listed
options included drug treatments, ECT, and a “spontane-
ous” option.

Determination of Improvement Factors
We sought to identify factors contributing to recovery,

a process presenting a number of theoretical and practical
difficulties when many variables are not controlled. Not
surprisingly, patients receiving multiple drugs or multi-
modal treatments commonly had difficulty in nominating
the rank order of “helpful interventions.” Against expec-
tation, the majority of patients (68%) judged that sponta-
neous improvement had occurred—to some degree or to-
tally. When so reported, their judgment of this issue was
respected unless the assessing clinician had strong clini-
cal evidence to override a patient’s judgment, despite
the great majority of patients having been prescribed an
antidepressant drug and/or ECT. Thus, the study essen-
tially relied on the patients’ estimates of “helpful inter-
ventions.”

As a consequence of such issues, we  adopted the fol-
lowing decision rules for data analyses:

1. Since most patients received more than one treat-
ment and since disentangling any separate effect
would be unsatisfactory for those receiving multi-
treatment regimens, each specific treatment was
analyzed as a separate intervention.

2. For a treatment to be rated as effective, it must
have been nominated as a helpful intervention and
the patient must have recovered. Thus, even if an
intervention or factor was judged as responsible
for improvement, if the patient did not meet recov-
ery status, the treatment was rated as ineffective.

3. If a patient had taken more than one drug of the
same class (e.g., 2 SSRIs), with only one being
judged as a “helpful intervention,” we rate only
that drug in terms of treatment effectiveness.

4. If a drug was withdrawn because of side effects,
we rate it here as “not used” if it was ceased
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shortly after initiation and as “used” if it was taken
for at least several weeks (this influences the de-
nominator for those receiving each treatment).

5. Any treatment ceased because of judged clinical
ineffectiveness is accepted here as “ineffective”
(again influencing the denominator for each treat-
ment group).

RESULTS

Of the 270 patients initially assessed at baseline, 67%
completed the 12-month follow-up and make up our cur-
rent sample. Those declining follow-up did not differ by
mean age, sex, clinical diagnostic distribution, age at first
depressive episode, lifetime duration of depression, or
BDI and HAM-D depression severity measures. Patients
who declined follow-up were less likely to be married or
in a stable relationship and had had more (19.2 vs. 11.5,
t = 2.3, p < .05) lifetime depressive episodes.

For the 182 patients assessed at follow-up, baseline
data established a mean age of 44.4 years, a female pre-
ponderance of 62%, and a mean duration of 8.2 months
for the current depressive episode. Using the change point
indicators,19 57% met criteria for recovery and 5% for a
full remission (i.e., in our analyses, 62% recovered from
their episode). Over the 12 months, all patients received 1
or more active treatments. Specifically, sample members
received a mean number of 2.4 therapies involving a
mean of 1.6 medications (including lithium). Although
20% of the sample received lithium for mood stabilization
or to augment their antidepressant, we did not include
lithium in the data set due to the 2 contrasting rationales
for prescription.

Frequency of Treatment Use
Table 1 (first column) reports the frequency of using

the contrasting specific antidepressant treatments across
the follow-up sample. Such data are informative only to

the extent that they demonstrate treatments recommended
either by the MDU consultants or by the clinicians re-
sponsible for ongoing management of the index episode.
Although the data indicate that some form of psycho-
therapy was a very common treatment modality, a subsid-
iary analysis established that, for 87% of the psycho-
therapy patients, it was provided in conjunction with at
least 1 drug treatment. For the purposes of this study, the
term psychotherapy ranged across the formal psycho-
therapies to include counseling and the mere provision of
advice, and so must be regarded here as a diffuse treat-
ment category comprising both specific and nonspecific
applications. Table 1 data also document the percentage
of patients who received each treatment, including 4 anti-
depressant drug classes (SSRI, TCA, RIMA, and MAOI),
and a subsidiary analysis established that 80% of the
sample received 1 such antidepressant or more. Thus, the
great majority of patients received both an antidepressant
drug and psychotherapy.

Effectiveness of Specific Treatments
Table 1 also lists the percentage of patients receiving

each treatment who nominated the treatment as a helpful
intervention (second column) and quantifies the rate of re-
covery for patients who received each treatment and
judged it to be a “helpful intervention” (third column).
The remaining columns examine attributions from pa-
tients who recovered (i.e., for those receiving each treat-
ment, the respective percentages of patients who rated it
alone as effective, effective in combination with another
“helpful intervention,” or less �effective than another
nominated “helpful intervention” or who viewed the epi-
sode recovery as occurring spontaneously—entirely or to
some degree).

Seventy-eight percent of patients received psycho-
therapy. Of those, 70% nominated it as a helpful interven-
tion, and 47% not only judged it as a helpful intervention
but also recovered. Six percent of the psychotherapy pa-

Table 1. Helpfulness and Effectiveness of Specific Treatments (N = 182)a

Attribution of Responsibility for Recoverye

Patients This Other Spontaneous
Receiving Helpful Treatment This Treatment Treatment Remission

Specific a Specific Intervention, Effectiveness, Treatment Plus Another Responsible, Plus
Treatment Treatment, %b %c %d  Alone, % Treatment, %  % Treatment, %

Psychotherapy 78 70 47  6 26  9 54
SSRI 39 48 29  1 25 23 56
TCA 37 54 38  0 29 15 52
ECT 18 90 59  6 50  3 38
RIMA 12 27 18  0 14 18 64
Antipsychotic 11 38 35  0 19 19 38
MAOI 10 56 53  6 33 11 17
aAbbreviations: ECT = electroconvulsive therapy, MAOI = monoamine oxidase inhibitor, RIMA = reversible inhibitor of
type A monoamine oxidase, SSRI = selective serotonin reuptake inhibitor, TCA = tricyclic antidepressant.
bPercentage of sample receiving that specific treatment, either alone or in conjunction with other therapies.
cOf those receiving each specific treatment, the rate of nominating it as a helpful intervention.
dTreatment effectiveness examines those rated as recovered/fully remitted who nominated the specific treatment as helpful.
eAttribution of responsibility for recovery expressed as a percentage of users of the specific treatment.
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tients judged recovery to be due to psychotherapy alone,
9% judged another specific treatment as determining re-
covery, 26% judged psychotherapy plus another specific
treatment as determining recovery, and 54% judged that
recovery had a spontaneous component. Such analyses al-
low contrasting interpretations, with data suggesting at
first glance that psychotherapy was quite effective. The
“deconstructed” data suggest, however, that improvement
while receiving psychotherapy may reflect spontaneous
improvement or the impact of another specific therapy.

The data allow the treatments to be ranked in terms of
helpfulness, ranging from highly helpful interventions
(including ECT and psychotherapy) to moderately helpful
interventions (the MAOIs, TCAs, and SSRIs) to some-
what helpful interventions (antipsychotics and the
RIMA). Again, the degree to which helpful interventions
were associated with episode recovery ranged consider-
ably, being highest for ECT, MAOIs, and psychotherapy
and lowest for SSRIs and the RIMA.

The rate at which remission was viewed as having a
spontaneous component while patients were receiving a
nominated helpful intervention ranged considerably, from
17% for an MAOI to 64% for the RIMA. Amalgamating 2
columns effectively excluded any spontaneous improve-
ment component (and so assessed recovery due to 1 or
more specific treatments alone), producing another dis-
tinct gradient, with ECT returning the highest rate (56%),
followed by MAOIs (39%), psychotherapy (32%), TCAs
(29%), SSRIs (26%), antipsychotics (19%), and the
RIMA (14%).

Such data suggest, but do not prove, differential effec-
tiveness of differing treatments across a sample with het-
erogeneous depressive conditions (i.e., psychotic, melan-
cholic, and nonmelancholic). If this hypothesis is correct,
it could reflect either the treatments’ overall antidepres-
sant potency or treatment specificity effects. The latter ex-
planation is pursued via a focused comparison.

Differential Treatment Effectiveness in Melancholic
and Nonmelancholic Depressive Subgroups

As noted in the introduction, we hypothesized that
each of the examined treatments has variable effective-
ness specificity across melancholic and nonmelancholic
subtypes. Outcome is again judged in relation to episode
recovery rates. Since there were few patients with psy-
chotic depression (N = 18 at follow-up), we deleted them
from our analyses and contrasted variably defined melan-
cholic and nonmelancholic depressive subgroups.

Table 2 first reports overall effectiveness rates for
the various treatments (differing somewhat from Table 1
data, since the patients with psychotic depression are
now deleted). Nevertheless, the gradient across treat-
ments is, apart from antipsychotic medication, exactly the
same, with the highest effectiveness rate being for ECT
and the lowest rate—not surprisingly, with the psychotic Ta
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depressed patients deleted—now for antipsychotic medi-
cation.

Our focus, however, for Table 2 data is on the recovery
rates (for each specific treatment) for patients assigned to
melancholic and nonmelancholic categories. The use of 4
different diagnostic systems for subdividing melancholic
and nonmelancholic depression allows for consistency to
be examined across systems. In that regard, there are con-
sistent trends (quantified by the odds ratios [ORs]) for pa-
tients assigned to the 4 melancholic categories to report a
greater chance (than the contrasted nonmelancholic sub-
jects) of recovery while receiving a TCA, an irreversible
MAOI, or the RIMA. The only significant finding was in
relation to the TCAs in which case, against 2 diagnostic
system criteria, melancholic subjects were significantly
more likely to have recovered—a finding confirmed by
confidence interval estimates. This phenomenon was not
evident for the SSRIs and was inconsistent in relation to
ECT (failing to hold in relation to DSM-IV assignment).

The most effective treatments for melancholic depres-
sion (as variably defined) were ECT and the irreversible
MAOIs and TCAs, with psychotherapy intermediate and
with the RIMA, SSRIs, and antipsychotics rating rela-
tively consistently as distinctly less effective across all di-
agnostic systems (see Table 2). For nonmelancholic de-
pression, the range in effectiveness across treatments is
less striking, but psychotherapy, ECT, and MAOIs appear
the most effective, the SSRIs and TCAs intermediate, and
the antipsychotics and the RIMA least effective.

The comparative analyses also have some potential to
inform us about the utility of the 4 diagnostic systems.
DSM-IV decision rules for melancholia rely very much on
symptom data, and subjects assigned as melancholic or
nonmelancholic by that system showed no significant dif-
ference in relation to any of the treatments considered. Use
of the CORE score alone also failed to demonstrate any
significant differences. Clinical diagnostic allocation and
the algorithm, which both weight signs of psychomotor
disturbance as well as endogenous symptoms to the defi-
nition of melancholic depression, did generate some sig-
nificant differences for the TCAs, suggesting their greater
effectiveness for melancholic depression. As subject num-
bers contribute to achieving or not achieving formal sig-
nificance, inspection of odds ratios can be informative.
Here we see a consistent trend for higher odds ratios in
favor of a treatment being more effective for melancholia
for TCAs (ORs = 1.8–3.8), MAOIs (ORs = 1.5–3.0), the
RIMA (ORs = 1.4–3.5), and some inconsistency for ECT.
By contrast, there is no clear differentiation for the SSRIs
or for psychotherapy.

DISCUSSION

Efficacy studies have distinct advantages, particularly
in being able to control a number of variables so that the

placebo effect and other nonspecific effects as well as the
efficacy of the active ingredient can be quantified. Such
advantages should not be minimized. Nevertheless, there
are obvious limitations to such controlled studies, in both
their restrictions concerning eligible subjects (e.g., those
with significant comorbidity problems are usually ex-
cluded) and the very artificiality of any trial. For example,
patients or subjects will be aware of trial nuances (from
briefings and review of consent forms), may guess
whether they are receiving a particular active drug (or the
placebo), and may wish to “please” the investigators for a
range of reasons. Such factors, and many others, may
limit the generalizability of the information to the clinical
front. This does not, of itself, argue by default for uncon-
trolled studies of clinical samples, since characteristics of
the sample, multiple uncontrolled variables, and other
factors can lead to invalid conclusions in open studies.

While respecting that caveat, and conceding that our
sample may or may not represent the world of clinical de-
pression (and that relatively small numbers of patients re-
ceived each designated specific treatment), we report a
“real world” effectiveness study. Because of recruitment
nuances, our sample may have been weighted to the more
severe and treatment-resistant depressive disorders. Al-
though a substantial minority did not accept follow-up re-
view, we established that those patients did not differ dis-
tinctly from those accepting review (our current sample).
Analyses did not evaluate dosage of medication, length of
treatment, or other treatment details that might be expected
to have some relevance. Again, although we had intended
to rate treatment effectiveness by using both clinician and
patient judgments, data collection relied almost entirely on
patient reports if there was any discordance.

Self-reported information and patient-based attribu-
tions are clearly problematic, but even if not definitive,
can be extremely salient. In another context, Jorm and
colleagues21 have studied the views of the general public
and mental health professionals about helpful therapies
for depression. While the professionals rated antidepres-
sant drugs as highly helpful, the general public tended to
rate self-help strategies more highly and viewed antide-
pressant medications as potentially addictive and both an-
tidepressant drugs and ECT as harmful. Thus, attributions
about helpful interventions range widely across profes-
sionals and patients.

We argue that the type of information assessed here
(and in a previous clinical panel study13 that we under-
took) is of the caliber that frequently dictates clinicians’
treatment decision making. Thus, it is desirable for clini-
cians to ask about previous treatments (and responses to
them) when assessing any new patient, and presumably
reports of any treatment having been previously effective
or noneffective dictate the clinician’s treatment decisions
on such occasions. In essence, we built on such realities in
our study design but then sought to deconstruct the impact
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of differing major depressive
types and several nonspecific
treatment variables in evalu-
ating differing specific treat-
ments. Such an approach will
not overcome the numerous
confounds that limit interpre-
tation but, as noted shortly,
this concern can be addressed
by examining for consistency
and replication across inde-
pendent studies and by re-
shaping controlled studies.

Our subjects were highly likely to receive both an anti-
depressant medication and some form of psychotherapy,
while small percentages received ECT or an antipsychotic
drug. Such information is, in itself, of limited importance
since it may merely reflect the fashion of our consultants
and other Australasian psychiatrists managing these
patients. Turning to the patient-generated information ex-
amining the impact of 7 differing antidepressant interven-
tions, ECT was rated as the most helpful treatment (de-
spite our patients’ commonly expressed concerns about
side effects and stigma associated with the treatment).
Psychotherapy was also rated highly. Finally, the older
antidepressants (here, TCAs and MAOIs) were rated in
terms of their helpfulness as equivalent to the newer anti-
depressants (here, SSRIs and the RIMA), despite their
differential side effect profiles. Therapists are encouraged
to consider cost-benefit issues in considering antidepres-
sant choice and are frequently encouraged to weight the
low side effect profile of the newer antidepressants. Our
data suggest that patients may indirectly also make cost-
benefit judgments and that ECT, TCAs, and MAOIs hold
up strongly in this regard against some of the newer anti-
depressants.

Although the study findings could be idiosyncratic,
they are supported by results from an earlier study13 in
which we surveyed an independent sample of depressed
patients and reviewed the judged effectiveness of a range
of antidepressant medications given to them for previous
depressive episodes. That study sought retrospective data,
whereas the present study was essentially longitudinal,
with respective numbers of 341 and 182 depressed pa-
tients. In Table 3, we report results using the standardized
DSM-IV diagnostic system included in both studies. For
the whole sample, there is striking comparability in treat-
ment effectiveness rates across the 2 studies and consis-
tency in their rank ordering.

Here, for those who recovered and nominated a spe-
cific intervention as helpful, a clear gradient was evident
across the treatments. ECT and psychotherapy again rated
highly, while the older antidepressants (MAOIs, TCAs)
rated slightly higher than the SSRIs and certainly higher
than the RIMA. Factors other than differential drug effec-

tiveness clearly may have contributed to such a gradient.
The sample was heterogeneous, particularly in terms of
depressive disorders, although our refined analyses ex-
cluded those with a psychotic depression. In terms of at-
tributing reason for recovery, few subjects nominated
only one specific treatment. Although all subjects re-
ceived treatment, a substantial percentage judged that re-
covery occurred spontaneously (to a degree or totally),
being most marked for those receiving the RIMA and
least for those receiving ECT and antipsychotic medica-
tion. Since the current study is uncontrolled, this finding
could reflect the latter treatments being given to those
with disorders least likely to show a spontaneous remis-
sion, or it could reflect some valid judgment by patients
about the true effectiveness of their treatment. The fre-
quency of such an attribution should encourage explor-
atory studies since an explanation currently remains un-
clear. Possibilities include patients’ judging that recovery
is always spontaneous but that antidepressant treatments
facilitate the process, viewing the treatment as having a
placebo effect, or viewing depression as a time-limited
disorder with specific treatments not playing much part in
recovery. Further investigations of these findings would
benefit clinicians in their day-to-day management of de-
pressed patients.

Our second objective was to examine the narrower
proposition that specific treatments may have varying
effectiveness for melancholic and nonmelancholic de-
pression. Although there were some diagnostic system–
specific differences (e.g., ECT did not tend to be more ef-
fective with DSM-IV–defined melancholic depression,
and use of the CORE cutoff score alone did not generate
any significant difference across subtypes), some consis-
tent trends were evident, although the relatively small cell
numbers for a number of analyses risk misinterpretation.

The gradient in the overall effectiveness of differing
antidepressant drug types across the combined melan-
cholic and nonmelancholic subjects (from 43% for
MAOIs down to 18% for the RIMA) was somewhat clari-
fied by examining patterns across the subtypes. First,
TCAs, MAOIs, and the RIMA were consistently superior
for assigned melancholic (compared with nonmelan-

Table 3. Comparative Effectiveness Data (% Recovered) From Current Longitudinal Study
(N = 182) and Earlier Retrospective Study13 (N = 341) for Principal Treatmentsa

Whole group DSM-IV Melancholic DSM-IV Nonmelancholic

Longitudinal Retrospective Longitudinal Retrospective Longitudinal Retrospective
Treatment Study Study Study Study Study Study

ECT 56% 56% 50% 57% 67% 48%
MAOI 43% 39% 50% 39% 37% 39%
TCA 34% 38% 48% 38% 25% 36%
SSRI 29% 31% 20% 22% 33% 36%
RIMA 18% 18% 25% 17% 17% 16%
aAbbreviations: ECT = electroconvulsive therapy, MAOI = monoamine oxidase inhibitor,
RIMA = reversible inhibitor of monoamine oxidase-A, SSRI = selective serotonin reuptake inhibitor,
TCA = tricyclic antidepressant. Psychotherapy’s effectiveness was not examined in the retrospective
study.
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cholic) subjects. Second, and by contrast, the SSRIs ap-
peared to have equal effectiveness rates for melancholic
and nonmelancholic subjects. Third, within the assigned
melancholic subjects, the TCAs and MAOIs were consis-
tently more effective than the SSRIs and the RIMA,
whereas such trends were not evident in nonmelancholic
subjects. Confidence in these results is again encouraged
by reference to the retrospective study.13 In Table 3, we
compare results for the 2 studies in relation to DSM-IV
assignment to melancholic and nonmelancholic depres-
sion. As for the total samples, the compared subsamples
show identical rank ordering of treatments—although
here, percentage effectiveness rates do vary across the 2
studies. Ignoring ECT (which was suggested as the most
effective treatment, independent of depressive subtype)
and the RIMA (which returned low effectiveness rates
across depressive subtypes), our current study suggests
that the MAOIs and TCAs were twice as effective as the
SSRIs (48%–50% vs. 20%) for melancholic depression
whereas such drug class differentiation was not suggested
for nonmelancholic depression (effectiveness rates rang-
ing from 25% to 37%). Confidence in this result is aided
by reference to the retrospective study (see Table 3)
where, again, for melancholic depression, the TCAs and
irreversible MAOIs returned effectiveness rates approxi-
mately twice as high as for the SSRIs but returned virtu-
ally identical effectiveness rates (of 36%–39%) for non-
melancholic depression.

We suggest, then, that the familiar claim that all antide-
pressants are equally effective should not be accepted at
face value. Importantly, we find evidence that older anti-
depressants such as TCAs and MAOIs may be more effec-
tive in clinical practice than some of the newer ones (such
as the SSRIs and RIMAs), but, most importantly, we sug-
gest that any such differential effectiveness may be deter-
mined by the type (rather than the severity) of depression
being treated. Our 2 studies suggest that any greater effec-
tiveness of the older antidepressants is most evident in
patients with melancholic depression whereas differential
effectiveness may be less clear or absent in nonmelan-
cholic depression. Since most efficacy studies are likely to
involve less severely depressed patients (and have a low
percentage of melancholic subjects), it is hardly surpris-
ing that they would fail to demonstrate differential effec-
tiveness across the newer and older antidepressants. Thus,
just as absence of proof is not necessarily proof of ab-
sence, we should not accept unchallenged the large syn-
thetic reviews (e.g., the AHCPR report1) that conclude
that the newer antidepressants are equally efficacious as
first and second generation antidepressants, particularly if
their contributing samples neither ensure representation of
patients with a melancholic depression nor examine for
differential effects in that subtype.

If the newer antidepressants such as the SSRIs and
RIMAs are not as effective as the TCAs and MAOIs for

treating melancholia, this finding has important clinical
implications. Potentially, the differing actions of these an-
tidepressants could hold the key to clarification of per-
turbed neurotransmitter mechanisms in melancholia, with
clear research implications.

We conclude, then, that this sample examining clinical
effectiveness provides data that allow certain hypotheses
to be derived and shaped for refined analysis in controlled
studies, particularly for examining differential effective-
ness across melancholic and nonmelancholic depressive
subtypes. Our results suggest also that the potential schism
that exists between interpreting efficacy studies and effec-
tiveness studies might be narrowed by study designs that
move away from assessing depression on a dimensional
basis (e.g., “major” and “minor” depression) to a more
categorical basis, whether the latter contrast psychotic,
melancholic, and nonmelancholic subtypes or adopt other
operationalized categories. The difficulty with the latter
approach is in ensuring valid subtyping. This issue can be
addressed directly, or results of studies like this one can
be used to assist in shaping disorder subtypes.
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