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TREATMENT OF DEPRESSION WITH ANTIDEPRESSANTS IS
PRIMARILY A PSYCHOLOGICAL TREATMENT

PETER ANKARBERG
Child and Adolescent Psychiatry Clinic,
Nykoping, Sweden

Depression treatment with antidepres-
sants is generally described as
evidence-based. However, generaliza-
tions to practice recommendations seem
to us to rest on the tacit assumption
that treatment outcome in research tri-
als is the sum of three factors: specific
effects of the drug, expectancy effects
(placebo), and spontaneous recovery.
Because randomization isolates the spe-
cific effects of the drug, trials showing
significant drug effects are used as evi-
dence for prescribing the drug regard-
less of context. Drawing on Wampold’s
(2001) description of two metamodels
of psychotherapy, the authors argue
that available empirical evidence indi-
cates that depression treatment with
antidepressants is primarily a psycho-
logical treatment. This conclusion has
far-reaching consequences for the sci-
entific status of contemporary treat-
ments for depression. It also affects
what the doctor should focus on in a
treatment with antidepressants and how
to act when the patient is treatment
resistant. In order to achieve the results
obtained in clinical trials, the quantity
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and quality of support from the doctor
is more important than pharmacologi-
cal concerns, such as adequate doses of
medicine. When faced with a treatment
resistant patient, relationship factors
rather than pharmacological factors
should be in focus.
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Guidelines on the treatment of depression gen-
erally stress both the need for adequate levels of
medication and some form of follow-up visits for
medication monitoring and support. In this, they
at least implicitly accept that the treatment of
depression with antidepressants has both pharma-
cological and psychological components that are
important. At the same time, the guidelines go
into considerably more detail on the antidepres-
sants per se than on the support. There also is a
general agreement on dosage levels but not on
how often the patient should be seen or on what
the doctor should do when he or she meets the
patient. Often the guidelines only stress the need
to see the patient at regular intervals. Since the
guidelines uniformly are more detailed concern-
ing the antidepressants per se than the support, it
seems that they assume that the antidepressants
per se are the most important part in the pharma-
cological treatment of depression. This becomes
obvious when the guidelines move on to what
steps to take when a patient is treatment resistant,
that is, does not improve after approximately four
to eight weeks. The guidelines then recommend
practitioners to increase dose, switch medication,
add another medication, or add psychotherapy.
None recommend changing what the practitioner
does when seeing the patient, seeing the patient
more often, or changing practitioner (American
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Psychiatric Association Work Group on Major
Depressive Disorder, 2000; Institute for Clinical
Systems Improvement, 2007; National Institute
for Clinical Excellence, 2004; Royal Australian
and New Zeeland College of Psychiatrists Clini-
cal Practice Guidelines Team for Depression,
2004; ). That the guidelines uniformly focus on
changing the pharmacological technique when a
patient is treatment resistant instead of recommend-
ing changing the psychological context in which the
medication is prescribed show that they assume that
effectiveness of a pharmacological treatment of de-
pression primarily depends on the treatments phar-
macological component per se.

This conclusion seems to be based on the fact
that antidepressants consistently have shown a
small but statistically significant advantage over
placebo treatment in randomized controlled trials
(RCTs). Because randomization is used to control
for all possible confounds, thereby isolating the
therapeutic ingredient of interest, researchers and
authors of treatment guidelines are of course cor-
rect in the conclusion that antidepressants are
somewhat more effective than placebo. However,
we would add that this has only been shown
when antidepressants are given in a very specific
psychological context.

What we find more questionable is the fact that
those results from clinical trials are interpreted in
such a way that it seems to be taken for granted
that the most important part of an antidepressant
treatment is the antidepressants per se. There
seems to be at least two tacit assumptions behind
this assumed primacy of pharmacological effects:
First, authors of treatment guidelines seem to take
for granted that the chemical substance causes the
specific effect of antidepressants and that this is
more important than the context in which it is
prescribed. Second, improvement in control
groups is thought to be mostly the result of pa-
tient expectations (placebo) embedded in receiv-
ing the medication and spontaneous recovery due
to the passage of time and not to the context in
which the placebo is prescribed. Given that these
assumptions are met, it is logical to conclude that
treatment with antidepressants in clinical practice
will be as effective as in clinical trials as long
as the patient continues his or her medication. If
they are not met, and it is the main argument of
the present paper that they are not, this casts
doubt on the effectiveness of some of the most
common ways of treating depression in clinical
practice.
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In the present review of antidepressant treat-
ment of depression, we challenge the assumption
about antidepressant treatment being primarily
pharmacologic by extending the common factors
hypothesis (e.g., Lambert & Ogles, 2004; Wam-
pold, 2001) from psychotherapy research to treat-
ment with antidepressants. In the field of psycho-
therapy research, there is an ongoing debate over
what contributes to positive therapeutic out-
comes. Two major orientations, or metamodels,
have been identified: Simply put, there are those
who believe that specific techniques are effica-
cious for specific patients or disorders, and those
who believe that the efficacy of psychotherapy is
best explained by therapeutic factors that are
common across treatments (Frank, 1961; Wam-
pold, 2001).

In our review of common versus specific effects
in antidepressant treatment, we challenge the as-
sumption that the specific technique of antidepres-
sant medication per se is responsible for most of the
treatment outcome. In our analysis, we use the
framework created by Wampold (2001) to analyze
the issue of common versus specific factors in psy-
chotherapy. He identified two different metamodels
that both attempt to explain what factors are respon-
sible for psychotherapeutic effects. The metamodels
are roughly equivalent to specific versus common
factors, but are named the “medical model” and the
“contextual model,” respectively. The reasons for
choosing Wampold’s model rather than the more
widespread common factors model are that we find
the term “contextual model” to be better suited for
explaining the effect of pharmacological treatment
and that Wampold has created a framework that
enables a systematic analysis of which model best
explains the data.

According to Wampold, the medical model stip-
ulates that the therapist’s role is to provide an ex-
planation for the client’s problem or disorder and a
treatment that contains specific therapeutic ingredi-
ents that are in accordance with the theoretical ex-
planation for the specific problem.The critical as-
pect of the medical model is that these specific
ingredients are thought to be responsible for the
major part of positive outcomes. In the contextual
model, on the other hand, specific therapeutic
techniques are seen as beneficial because both
therapist and patient believe that they are rational
and efficacious. Wampold concludes that the
available empirical evidence on the outcome of
psychotherapy, taken together, overwhelmingly



favors the contextual model relative to the med-
ical model of psychotherapy.

When it comes to psychopharmacological
treatment, it is easy to see that researchers sub-
scribe to a medical model in that a biological
explanation is given for a specific disease, and a
specific pharmacological agent is prescribed that
is meant to correct a chemical imbalance causing
the disorder. It is usually taken for granted that it
is the specific technique of the antidepressants
that in itself is responsible for all or most of the
treatment effects.

However, there is an extensive debate as to
how effective and/or specific antidepressants are
in the treatment of depression as well as in other
conditions. There appears to be a growing con-
sensus that antidepressants does not have a much
greater effect than placebo and that the earlier
hopes for the new generation of antidepressants
were overly optimistic (Kirsch, Moore, Scoboria,
& Nicholls, 2002; Storosum et al., 2001). Many
have also pointed out that factors, such as the
patient-doctor relationship and contextual factors,
appear to play as great or a greater part than
antidepressants per se in the patient recovery
(Blatt, Sanislow, Zuroff, & Pilkonis, 1996;
Krupnick et al., 1996; McKay, Imel, & Wam-
pold, 2006; Moncrieff & Cohen, 2006). Some
have also criticized the way the placebo concept
is used in most current antidepressant research on
the grounds that it discounts psychological mech-
anisms as a potential treatment pathway in its
own right (Wolfaardt, Reddon, & Joyce, 2005).

As far as we know, the most explicit challenge of
the medical model of therapeutic action when it
comes to pharmacological treatments is that made
by Blatt and Zuroff (2005). Using data from the
Treatment of Depression Collaborative Research
Program (TDCRP), they conclude that there is little
support for the assumption that the type of treat-
ment, be it antidepressants or a specific psychother-
apy, is a primary factor in determining treatment
outcome. They state that it is the therapeutic alli-
ance and patient characteristics that matters the
most in predicting outcome both in antidepressant
and psychotherapeutic treatments.

In the following, we expand the analysis made
by Blatt and Zuroff using other data sources
besides data from TDCRP. In reviewing the lit-
erature on treatment with antidepressants, we use
Wampold’s (2001) outline of the two metamod-
els of psychotherapy as a blueprint for organizing
research results.
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Pharmacological Versus Psychological
Models of Depression Treatment
With Antidepressants

Wampold (2001) outlined six hypotheses con-
cerning the medical and contextual models of
psychotherapy, five of which differentiate be-
tween the two models. We have adopted his
hypotheses in order to answer the question
whether there is scientific support for the assump-
tion that the specific technique of taking antide-
pressants per se is responsible for most of the
effect of antidepressant treatment. In doing this,
we have changed the term “medical model” to
“pharmacological model” and “contextual
model” to “psychological model” since those
terms better describe the differing assumptions
regarding antidepressants. This is then a test be-
tween the pharmacological model and the psy-
chological model for antidepressants. The six hy-
potheses are:

1. Absolute Efficacy: Antidepressant treatment
is efficacious. This hypothesis is the same
for both models.

2. Relative Efficacy: The pharmacological
model postulates that some psychopharma-
cological treatments produce better out-
comes than others, while the psychological
model predicts that all treatments intended
to be therapeutic regardless of specific in-
gredients included are efficacious (assum-
ing that they are theoretically coherent and
plausible to both patient and therapist).

3. Specificity of Effects: The pharmacological
model stipulates that beneficial effects of
treatment are mostly due to specific ingre-
dients, that is the medication in itself. In the
psychological model, the specific medica-
tion is not seen as crucial in and of itself.

4. General Effects: The psychological model
predicts that the largest part of treatment
efficacy consists of general effects, that is,
effects that are common to all pharmaco-
logical treatments. The pharmacological
model also posits that there are general ef-
fects, but specific effects of the medication
per se are thought to be larger and more
important than nonspecific effects.

5. Adherence and Allegiance: The pharmaco-
logical model postulates that adherence to a
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specific therapeutic protocol is critical, and
that adherence to some protocols is more ef-
fective than adherence to others. In the psy-
chological model, the therapeutic protocol
needs to be coherent and in line with the
doctor’s and patient’s worldviews, but some
protocols are not inherently more effective
than others. The doctor’s allegiance to his or
her treatment is unimportant within the phar-
macological model as long as the doctor de-
livers treatment correctly, while in the psy-
chological model allegiance is crucial because
belief in treatment is a central element of this
model.

6. Therapist Effects: The pharmacological
model predicts that outcome variance due to
treatment effects is greater than the variance
due to doctor, particularly if the doctors
adhere to the treatment protocol. The psy-
chological model, on the other hand, pre-
dicts that outcome variability due to doctors
within the same treatment will be greater
than variability due to treatments.

In sum, the psychological model explains re-
sults of treatment in terms of the personality of
the doctor, the personality of the patient, and the
relationship that they develop, while the pharma-
cological model explains results of treatment in
terms of biological changes in the brain caused
by the specific pharmacological agent. In the
following, we will go through the available em-
pirical evidence concerning these hypotheses
when it comes to treatment of depression using
antidepressant medication.

Evidence for Pharmacological and
Psychological Models

1. Absolute Efficacy

Absolute efficacy is the efficacy of an active
treatment compared to no treatment. The estab-
lished research standard in medicine is to compare
an active treatment with a placebo treatment in a
randomized double-blind design. Thus, we have not
been able to identify any studies that directly com-
pare treatment with antidepressants with an un-
treated group. However, the absolute efficacy of
depression treatment using antidepressants can be
deducted from research on short-term psychother-
apy. In RCTs that compare antidepressants to psy-
chotherapy, the treatments tend to be equally effec-
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tive, although both are only slightly better than pill
placebo (Elkin et al., 1989; Keller et al., 2000; Leff
et al., 2000; Markowitz et al., 1998; Miranda et al.,
2003; Mynors-Wallis, Gath, Day, & Baker, 2000;
Mynors-Wallis, Gath, Lloyd-Thomas, & Tomlin-
son, 1995; Schulberg et al., 1996).

Since the effect of antidepressants and short-
term psychotherapy are about equal, it is possible
to use the difference between short-term psycho-
therapy and no-treatment controls to make a
fairly accurate approximation of the absolute ef-
ficacy of antidepressants. Working along these
lines, one meta-analysis estimated the mean ef-
fect sizes for different treatments of depression to
be 1.55 for antidepressants, 1.16 for placebo
medication, 1.60 for psychotherapy, and 0.37 for
no-treatment controls (Kirsch & Sapperstein,
1998). Treatment with antidepressants thus seems
to be marginally more effective than placebo
medication but substantially more effective than
no treatment. The conclusion that antidepressants
are substantially more effective than no treatment
is in line with both pharmacological and psycho-
logical models of therapeutic action. However,
the conclusion that this is also true for treatment
with placebo medication is more in line with the
psychological model than with the pharmacolog-
ical model.

2. Relative Efficacy

Relative efficacy answers the question “Does
treatment A produce better outcomes than treat-
ment B?” and is deduced from comparative out-
come studies in which active treatments are con-
trasted with one another (Wampold, 2001). The
pharmacological model predicts differential effi-
cacy among treatments, because specific ingredi-
ents theoretically connected with a given disorder
vary between different treatments. If treatment
effects were due to specific ingredients, then
some ingredients would be more efficacious than
others. On the other hand, the psychological
model predicts that there are no differences in
efficacy between specific treatments for a partic-
ular disorder.

The research comparing different pharmaco-
logical treatments of depression can be divided
into two groups: comparisons between antide-
pressants with differing mechanisms of action
and comparisons between substances assumed to
be antidepressant and other psychoactive sub-
stances. Another test of the relative efficacy of



antidepressants would be to study how antide-
pressants work in depression as compared to how
they work in other specific psychiatric disorders.

Meta-analyses of comparisons between antide-
pressants with differing pharmacological effects
show similar rates of improvement regardless of
type of medication. Freemantle, Anderson, and
Young (2000) summarized the results of 105 stud-
ies with altogether 11537 patients treated with tri-
cyclics, SSRI and SNRI meta-analytically, and
found no differences in outcome. A recent meta-
analysis of 14 studies with altogether 2283 patients
comparing conventional antidepressants with hype-
ricum extracts also showed no differences in out-
come (Linde, Berner, Egger, & Mulrow, 2005).
Thus, the situation in pharmacological treatment of
depression in similar to the “dodo-bird verdict”
situation in psychotherapy research in that no spe-
cific treatment can be shown to be superior in out-
come to another.

It is important to note that several studies have
also shown similar rates of improvement in de-
pression as with antidepressants using psychoac-
tive compounds that are not thought to be primar-
ily antidepressant, such as neuroleptics (Robertson
& Trimble, 1992), barbiturates (Blashki, Mowbray,
& Davies, 1971), and some stimulants (Rickels et
al., 1970).

Taken together, these results are quite strong
evidence against a marked specific pharmacological
efficacy of antidepressants. A psychological expla-
nation of treatment results seems more plausible.

3. Specific Effects

Specific effects are those effects that are pro-
duced by the unique characteristics of the active
treatment in question. When it comes to antidepres-
sant medication, specific effects are those that are
thought to arise from, for example, the change in
serotonin levels in the nervous system produced
by the active chemical agent. Specificity of ef-
fects is investigated by comparing active medi-
cation to placebo in double-blind randomized
controlled trials (RCTs). The pharmacological
model predicts that specific effects are substantial
and larger than general effects, while the psycho-
logical model predicts the opposite.

During the last 30 years, much research has
been done comparing antidepressants to placebo
in the treatment of depression. Looking back at
the results from such RCTs, it is clear that anti-
depressants perform somewhat better than pla-
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cebo, but the difference is not impressive. In a
large meta-analysis of altogether 19639 patients
with moderate to severe major depressive disor-
der, depressed patients given antidepressants
achieved a symptom reduction of 40.7% com-
pared to 30.9% with placebo (Khan, Warner, &
Brown, 2000). This meta-analysis was based on
pools of studies where all positive and negative
studies were included. The results from Khan,
Warner, and Brown (2000) are similar to the
results from other meta-analyses also using pools
of studies where all positive and negative studies
are included. Taken together, the results of meta-
analyses show that depressed patients tend to
achieve a symptom reduction of approximately
40% during an average 8-week trial. Placebo has
between 70 and 80% of the effect that antidepres-
sants have and thus gives a symptom reduction of
approximately 30%. In 40% to 70% of the stud-
ies, antidepressants does not perform better than
placebo (Khan et al., 2000; Kirsch, Moore, Sco-
boria, & Nicholls, 2002; Kirsch, Scoboria, &
Moore, 2002; Storosum et al., 2001).

However, even the conclusion of a small spe-
cific effect of antidepressants is uncertain. This
conclusion rests on the assumption that trials of
antidepressants are double-blind, so that neither
patient nor doctor knows if the patient is taking
placebo or antidepressants. This assumption is
not supported by empirical evidence. One review
found 26 reports of psychotropic drug studies that
evaluated whether or not the double-blind design
was broken. In 88% of the reports, both patients
and doctors were able to guess correctly more
often than chance if the patient was on active
medication (Fisher & Greenberg, 1993). For an-
tidepressants, the breaking of the blind can to a
large extent be explained by the side effects of
the drug. Patients experiencing more side effects
and their doctors are more accurate in guessing
that they are receiving antidepressants than pa-
tients not having any side effects, and indepen-
dent evaluators can correctly guess what treat-
ment the patients receives solely based on
information regarding the side effects (Bystritsky
& Waikar, 1994; Greenberg, Bornstein, Zborowski,
Fisher, & Greenberg, 1994; White, Kando, Park,
Waternaux, & Brown, 1992).

That the breaking of blind inflates the differ-
ence between placebo and antidepressants is
shown when studies using ordinary placebo are
compared to studies using active placebos (pla-
cebo with similar side effects as antidepressants).
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A review of studies comparing a tricyclic antide-
pressant with either ordinary placebo or active
placebo showed that tricyclics were superior to
ordinary placebo in 63% of the studies. In studies
using active placebo, tricyclics were superior in
only 14% of the studies (Thomson, 1982). Thus,
active placebo was as effective as antidepressants
and consequently more effective than ordinary
placebo. The most likely explanation for this
difference between ordinary placebo and active
placebo is that in trials using active placebo nei-
ther patient nor doctor are able to guess if the
patient is receiving active medication or not and
such knowledge can thus not influence the pa-
tient’s change or the doctors perception of this
change. The most likely conclusion from these
studies is that the small difference between anti-
depressants and placebo is due mainly to an en-
hanced placebo effect caused by the breaking of
blind and not to a specific pharmacological anti-
depressant effect. This is more in support of the
psychological than of the pharmacological
model.

4. General Effects: Expectancy Effects or
Social Support?

General effects are those effects that are pro-
duced by aspects of treatment that are common
across treatments and are usually distinct from
the theoretically specified therapeutic ingredients.
The pharmacological model predicts that there
are general effects, although these are smaller and
less important than the specific effects, in this
case the effect of antidepressants per se. The
psychological model predicts that the context of
treatment is vital to therapeutic success, and that
treatment effects are mostly due to general psy-
chological effects.

In pharmacological research on antidepres-
sants, general effects tend to be treated as synon-
ymous with expectancy (placebo) effects. That is,
all treatment effects in the placebo treated group
is assumed to be the result of natural improve-
ment over time and expectations tied to the belief
that one is taking a potent medicine, and thus not
primarily dependent on the context in which the
medication is prescribed. It is this assumption
that makes it possible to generalize the effects
from clinical trials to treatment with antidepres-
sants in general care without any contextual de-
mands other than adequate diagnosis and dosage.
The assumption is that antidepressants in clinical
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practice will produce the same effect as antide-
pressants in controlled trials since the pill in itself
carries the full effect of placebo plus specific
effect. This is of course a central assumption for
the current practice of prescribing antidepressants
under conditions that in many ways differ from
those in controlled trials.

Placebo is by definition something that occurs
without any active treatment. However, in antide-
pressant research the assumption that improvement
in the placebo group occurs without any active
treatment is not supported by empirical facts. On
the contrary, we argue that patients in RCTs are
given a psychosocial treatment with large effect:
Patients in RCTs generally meet with a doctor or
nurse weekly or biweekly during the first two
months and at the same intervals or perhaps every
third or fourth week for the remainder of the study
(e.g., Croft et al., 1999; Elkin et al., 1989; Gelen-
berg et al., 2003; Keller et al., 1998; Lepola, Loft, &
Heldbo Reines, 2003; Wagner et al., 2004). In a
fairly average 3-month RCT, every patient thus
meets with a doctor or nurse at six to eight separate
times. The most common intervention is some kind
of structured assessment of symptoms. This is an
intervention that in itself has been shown to reduce
symptoms of depression and anxiety (Scarvalone
et al., 1996).

In RCTs that compare antidepressants given
together with sparse contact with a doctor to
antidepressants given together with approxi-
mately the same amount of support as in RCTs in
general show that added support has a great im-
pact on symptom reduction. In fact, the differ-
ence in symptom reduction between patients
given added support and those given a sparse
contact is greater than the difference typically
reported between patients given antidepressants
and those given placebo in RCTs. (Gilbody,
Whitty, Grimshaw, & Thomas, 2003; Hunkeler et
al., 2000; Katon et al., 1995; Rost, Nutting,
Smith, Werner, & Duan, 2001). The psychosocial
interventions given in RCTs thus seem to have a
greater effect than antidepressants per se. The
effect of antidepressants in RCTs thus cannot be
equated with only a combination of natural im-
provement over time, expectations regarding the
medication (placebo), and specific effects of the
antidepressant. Most of the effect is dependent on
the amount of support given during the trial.

This is supported by the fact that no consistent
relationship has been demonstrated between ei-
ther dosage or the level of plasma concentration



of antidepressants and therapeutic response (Am-
sterdam et al., 1997; Freemantle et al., 2000). In
fact, it seems that almost all difference in effect
between different antidepressant trials depends
not on the type or dose of antidepressant but on
the placebo characteristics of the study, that is the
characteristics of the support given. The correla-
tion between placebo effect and drug effect in a
meta-analysis of 19 studies were 0.9 (Kirsch &
Sapperstein, 1998)!

How the support or assessment is done also
seems to be important. Successful doctors get
better result with support plus placebo than un-
successful doctors get with support plus antide-
pressants (see section on Therapist Effects be-
low). Again, it seems that it is not the
antidepressants per se that have effect but rather
the doctor’s skill and the quality of the alliance
between doctor and patient.

What this shows is that it is inaccurate to call
RCTs of antidepressants comparisons between
antidepressants and placebo. They are compari-
sons between a form of clinical management that
usually includes a stringent assessment of symp-
toms and adverse effects combined with either
antidepressants or pill placebo. The amount and
quality of this clinical management and struc-
tured assessment explains more of the variance
in treatment effect than the antidepressants per
se. This is in line with the psychological model
of therapeutic action and goes against the phar-
maceutical model assumption that the antide-
pressants in themselves cause most of the treat-
ment effects.

5. Adherence

Adherence refers to how well the treatment
provider follows the guidelines for the specific
treatment method. According to the pharmaceu-
tical model, the doctors’ adherence to a specific
treatment would have a strong impact on treat-
ment outcome. According to the psychological
model, doctors’ adherence would be at most
weakly related to outcome.

In antidepressant research, adherence accord-
ing to the pharmaceutical model would primarily
concern the doctor prescribing the correct dosage
and the patient following the prescribed dosage.
The difference in outcome between doctor-
patient dyads showing good adherence and dyads
showing poor would be expected to be large.
According to the psychological model, dyads
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showing good adherence would also be expected
to show better results than dyads showing poor
adherence, but the explanation would be differ-
ent. In the pharmaceutical model, the difference
would be attributed to the patients in the adherent
dyads receiving more adequate dosage than pa-
tients in nonadherent dyads. In the psychological
model, the difference would be attributed to a
better relationship between doctor and patient in
the adherent dyads. This better relationship
would cause both the better outcome and the
better adherence, in that the patient who feels
understood and supported by his or her doctor is
more prone to comply with prescriptions. Since,
as mentioned before, there is no consistent rela-
tionship between dosage and/or plasma levels of
antidepressant and outcome (Amsterdam et al.,
1997; Freemantle et al., 2000), and a good rela-
tionship between doctor and patient has a stron-
ger impact on outcome than antidepressants per
se (Blatt & Zuroff, 2005), the evidence is more in
favor of the psychological model in regard to
adherence.

6. Therapist Effects

According to the pharmaceutical model of
therapeutic action, doctor effects are only impor-
tant in the sense that treatment should be deliv-
ered correctly. When it comes to medication, the
doctor needs to provide correct information to the
patient about the medicine and motivate the pa-
tient to follow the doctor’s prescription. Thus, the
doctor needs to ensure compliance with treatment
on the patient’s part, but as long as the patient
takes the medicine in the correct dose and at the
right times, therapist effects would be negligible.
On the other hand, the psychological model pre-
dicts therapist effects to be substantial and im-
portant in their own right—that is, not just to get
the patient to comply with treatment.

Therapist effects have been studied in treat-
ment with antidepressants. As mentioned before,
successful doctors have been shown to get better
result with clinical management and structured
assessment plus placebo than unsuccessful doc-
tors get with clinical management and structured
assessment plus antidepressants (Blatt et al.,
1996; Krupnick et al., 1996). In one study exam-
ining nine psychiatrists treating 112 patients ran-
domized to antidepressants or placebo, it was
shown that the psychiatrist effect was greater
than the effect of antidepressants (McKay et al.,
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2006). Another study showed that the outcome of
treatment with antidepressants for patients of
doctors who were experienced as lacking in com-
municative skills deteriorated—at least when it
came to disability and activity limitation—while
patients of doctors experienced as good commu-
nicators improved (Van Os et al., 2005).

Those results can be seen as evidence for the
psychological model, in that prescription of anti-
depressants are only effective in the context of a
relationship with a doctor who is experienced as
empathic and understanding. Proponents of the
pharmacological model might argue that the re-
lationship with the doctor is only effective be-
cause it makes it more likely that the patient
complies with treatment, but it would be difficult
to explain within the pharmacological model the
fact that doctors who are competent at establish-
ing a therapeutic alliance with their patients do
better with placebo than other doctors are doing
with active medication. This finding is more in
line with the psychological model, in that the
doctor-patient relationship is more important than
if the patient gets an active medication or not.

Although more studies are needed to settle this
issue, it seems that therapist/doctor effects affect
outcome to a great extent in their own right and
not only as a way to make the patient accept the
medication. Available evidence thus supports the
psychological model more than the pharmaceuti-
cal model.

Conclusions and Implications for Research
and Practice

Available evidence supports a psychological
model of therapeutic action when it comes to
antidepressant medication, and there is not much
support for the pharmaceutical model. Although
evidence in some areas is sparse, we think that
the burden of proof rests on those who continue
to hold onto the pharmaceutical model of thera-
peutic action. In the absence of evidence for the
pharmaceutical model, we propose to provision-
ally accept the psychological model of therapeu-
tic action for antidepressants. Doing so has far-
reaching consequences both for what can be
called evidence-based treatments of depression
and for where the focus in pharmacological treat-
ment of depression should be in clinical practice.

In the current debate, the most common defi-
nition of an evidence-based psychological treat-
ment is that the treatment has to have shown
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superiority over some control condition in ran-
domized controlled trials. As we have shown, the
evidence strongly supports that treatment of de-
pression with antidepressants is, in fact, primarily
a psychological treatment. It then seems reason-
able to have the same demands on an evidence-
based treatment with antidepressants as we have
on other psychological treatments, such as psy-
chotherapy. The fact that patients given clinical
management and structured assessment plus an-
tidepressants improve somewhat more than pa-
tients given clinical management and structured
assessment plus pill placebo is then not enough to
support the conclusion that treatment with anti-
depressants in itself is either effective or
evidence-based. An analogy from psychotherapy
research illustrates this. Suppose that several
RCTs would show that patients given eight bi-
weekly sessions of psychotherapy plus biweekly
telephone calls improve significantly more than
patients given only biweekly psychotherapy.
From this, we can conclude that psychotherapy
plus phone calls are more effective than only
psychotherapy. However, we cannot conclude
that this makes biweekly phone calls an
evidence-based treatment. Yet, this is exactly
what is done when treatment with antidepressants
without a similar form and amount of clinical
management and structured assessment as in clin-
ical trials is seen as an evidence-based treatment.

This logical error seems to us to be based on
the faulty assumption that the pharmacological
model best explains the effect of an antidepres-
sant treatment. Since this is not the case, propo-
nents of evidence-based practice in psychiatry
should have similar demands on the clinical man-
agement and structured assessment as they do on
psychotherapy. That is the clinical management
and structured assessment use in clinical trials
would have to be manualized and doctors’ adher-
ence to the manual would have to be controlled.
This form of manualized clinical management
and structured assessment would then have to be
tested against some kind of control condition,
such as friendly contact or sparser contact. Only
types of clinical management and structured as-
sessment that could show superiority over control
conditions would then be evidence-based. In clin-
ical practice, this would mean that only treat-
ments where antidepressants are combined with
the same amount and type of clinical manage-
ment and structured assessment that has been



tested with good results in clinical trials would be
deemed evidence-based.

When looking at treatment with antidepres-
sants from a perspective building more on the
common factors model and Wampold’s contex-
tual model all treatments with antidepressants
that in general follow the treatments tested in
RCTs would be accepted as having a scientific
support. Such treatment would have to include at
least as much time with the doctor as that gener-
ally given in RCTs, but it would not be necessary
for the doctor to replicate the content of the
sessions so that it is the same as in clinical trials.
The reason for this is that the time spent with the
doctor is essential for relationship factors and
other contextual factors to work and that it is the
doctors’ and patients’ mutual understanding and
belief in the model that is essential, rather than
the exact content. The scientific support is then
limited to treatments allowing at least biweekly
sessions with the doctor during the first two to
three months of treatment and at least monthly or
bimonthly thereafter. Treatment with antidepres-
sants in ordinary clinical practice that allows for
much less time with a doctor or nurse thus lack
scientific support regardless of if we use criteria
from evidence-based medicine or from the com-
mon factor model.

In clinical practice, the strong support for the
psychological model of antidepressant treatment
makes it necessary for doctors to change focus.
Instead of focusing mostly on the pharmacolog-
ical details of treatment, focus should be on cre-
ating a context that provides the best opportuni-
ties for symptom reduction. This means allowing
enough time with the patient, at least every other
week. It also means paying attention to how the
patient experiences the doctor and the relation-
ship. The goal would be for the individual doctor
to be seen as someone who understands the pa-
tient’s dilemmas and to create a good therapeutic
alliance. It probably is possible for another health
worker than the doctor to handle the clinical
management and structured assessment and
achieve similar results as if the doctor does this.
If this model is used, it is of course important that
everyone involved know that how this relation-
ship works is more important than the antidepres-
sants per se.

Another important consequence for clinical
practice would be the handling of patients who do
not improve after several weeks or months of
antidepressant medication. Current practice (fol-
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lowing the pharmacological model) is to increase
dosage, add other medications, or change medi-
cation. If, as we conclude, the evidence is more in
favor of the psychological model, this situation
should be handled differently: Since relationship
factors are mostly responsible for the effects of
antidepressant treatment, the first step to take
should be to attend to the therapeutic alliance.
The goal would be to change the relationship so
that the patient would feel better understood,
supported, or engaged in treatment than before.
As a second step, the amount of time with the
doctor could be increased. If this has no effect,
the next logical step would then be to change
doctor and evaluate the effect of this before con-
sidering changing or adding medication. As
shown in the beginning of this article, current
guidelines on the pharmacological treatment of
depression give recommendations on how to act
when a depressed patient is treatment resistant
based on the pharmacological model. After re-
viewing the evidence, it seems to us that the
guidelines recommendations do not follow the
empirical evidence in this respect.
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