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Objective: There is little empirical evi-
dence to guide clinicians in choosing
among the diverse array of antidepres-
sants available. In the absence of repli-
cated empirical research guiding the se-
lection of antidepressants, it is of interest
to examine what factors psychiatrists con-
sider when prescribing antidepressants.

Method: For 1,137 depressed patients
who received a new antidepressant pre-
scription, the treating psychiatrist com-
pleted a 43-item questionnaire listing fac-
tors that might have influenced the choice
of antidepressant medication. The ques-
tionnaire was filled out immediately after
an antidepressant was prescribed to treat
a depressive disorder.

Results: The most common factors influ-
encing antidepressant selection were the
avoidance of specific side effects, the pres-
ence of comorbid psychiatric disorders,
and the presence of specific clinical symp-

toms. Prior treatment history, including
prior positive or failed response to a drug,
was the next most frequently endorsed
factor influencing medication choice.
Some factors that have been commonly
discussed in the literature, such as concern
about discontinuation syndrome and
drug-drug interactions, rarely influenced
antidepressant selection.

Conclusions: Because relatively little re-
search has examined clinical features as-
sociated with differential response to the
newer generation of antidepressants, a
study of psychiatrists’ prescribing prac-
tices highlights priorities for future con-
trolled research. Our results suggest that
two priority areas are the treatment of
depression with coexisting anxiety symp-
toms/anxiety disorders and the influence
of particular symptoms on response to
different medications.

(Am J Psychiatry 2004; 161:1285–1289)

As of this writing, more than a dozen antidepressants
have been demonstrated effective for the treatment of de-
pression and are available in the United States. At least one
other medication has received Food and Drug Administra-
tion approval and is scheduled to be marketed this year,
and others are in various stages of clinical trials. More an-
tidepressants undoubtedly will be developed during the
next decade that will work through putatively different
mechanisms of action from the current classes of medica-
tions (1–3).

Although there is already a wide array of choices of anti-
depressants, there is little empirical evidence to guide cli-
nicians in their selection. Most reviews of the antidepres-
sant literature, including APA’s revised Practice Guideline
for the Treatment of Major Depressive Disorder (Revised)
(4), conclude that these medications are generally equally
effective. Although the APA practice guideline suggests
that the choice of an antidepressant be based principally
on side effects, tolerability, patient preference (although
this is not elaborated upon in the guideline), and cost, the
guideline also reviews evidence of differential treatment
response related to patients’ clinical profiles. For patients
with nonpsychotic, nonbipolar major depressive disorder,
the guideline indicates that the presence of anxiety symp-
toms, atypical features, melancholic subtype, symptom

severity, and borderline personality disorder may be asso-
ciated with differential response to antidepressants. These
suggestions are summarized in Table 1.

What is most striking in the guideline’s review of evi-
dence regarding differential antidepressant response is
how limited in scope and utility are the data to guide the
outpatient psychiatrist in selecting an antidepressant.
Melancholia and severe depression are relatively infre-
quently encountered in the outpatient setting (5). The
most frequent comorbid conditions in depressed outpa-
tients are anxiety disorders (6, 7); the guideline simply says
that bupropion may be anxiogenic and therefore should
be avoided and that although monoamine oxidase inhibi-
tors (MAOIs) may work well in depressed patients with
anxiety, other medications are preferred. The guideline
does not discuss the possible influence of specific symp-
toms on antidepressant selection.

In the absence of replicated empirical research guiding
antidepressant selection, other than perhaps the use of
MAOIs for atypical depression, it is of interest to examine
what factors psychiatrists consider when prescribing anti-
depressants. As recently reviewed by Petersen and col-
leagues (8), little research has examined the antidepres-
sant prescribing practices of psychiatrists. Most of the
existing literature has looked at prescribing trends over
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time, rather than the reasons for selecting particular med-
ications (9–11). The study of the factors used by psychia-
trists to choose antidepressants can highlight areas in
which controlled research should be directed in order to
confirm or disconfirm prescribing tendencies. In the ab-
sence of empirical evidence demonstrating the impor-
tance of considering patient factors when selecting an an-
tidepressant, it is possible that nonclinical factors, such as
marketing efforts, will assume greater influence over pre-
scribing decisions. In addition, in the absence of empirical
evidence demonstrating differential treatment response,
it is more difficult to argue against formulary restrictions.

Petersen et al. (8) surveyed 439 psychiatrists attending
an annual psychopharmacology course regarding their
first-line preferences in prescribing antidepressants in
general and when treating depressed patients with certain
clinical characteristics, such as high anxiety or an atypical
subtype. They found that clinicians preferred different
medications, depending on the characteristics of the de-
pression, although the authors did not determine how of-
ten these clinical features actually influenced the choice of
medication. They also asked which antidepressants were
most likely to cause specific side effects, such as sexual
dysfunction and agitation. Again, they found differences
among the medications but did not determine how often
the concern about particular side effects influenced pre-
scribing behavior.

We are not aware of any prospective studies of psychia-
trists’ decision making at the time antidepressants are be-
ing chosen. In the Rhode Island Factors Associated With
Antidepressant Choice Survey (12), we examined psychia-
trists’ choices by having them complete a questionnaire
immediately after they newly prescribed an antidepres-
sant to a patient. In the present report, we describe which
factors psychiatrists did and did not consider when pre-
scribing an antidepressant medication for depression.

Method

The study was conducted from August 2001 until February
2002 in the Rhode Island Hospital Department of Psychiatry out-
patient practice, a community-based, hospital-affiliated, multi-
specialty group practice of psychologists and psychiatrists. This

private practice group predominantly treats individuals with
medical insurance (including Medicare but not Medicaid) on a
fee-for-service basis, and it is distinct from the hospital’s outpa-
tient residency training clinic that predominantly serves lower-
income, uninsured, and medical assistance patients. Ten psychi-
atrists participated in the study. The psychiatrists worked in three
separate locations, and there was little interaction between the
sites.

For 1,137 depressed patients who were newly prescribed an
antidepressant for depression, the treating psychiatrist com-
pleted a 43-item yes/no questionnaire listing factors that might
have influenced the choice of that antidepressant for the patient.
The items listed on the form are presented in the tables in the Re-
sults section. The items on the survey were derived from review
articles and treatment guidelines discussing variables differenti-
ating the antidepressants, our knowledge of empirical literature
of the treatment of depression, and clinical experience. The form
was drafted by the first author, circulated for comment, and re-
vised accordingly.

Clinicians were encouraged to complete the questionnaire for
every depressed patient who was newly prescribed an antidepres-
sant. The patients were not identified on the form. Thus, we were
unable to check whether surveys were completed for all patients
who were newly prescribed an antidepressant, although discus-
sions with the treating psychiatrists suggested a high level of com-
pliance. The psychiatrists wrote down the name of the medication
prescribed, the patient’s age and gender, and whether the medica-
tion represented the initiation of treatment for the depressive epi-
sode, a switch from one medication to another, or an augmenta-
tion of another antidepressant. Antidepressant prescriptions to
counteract the side effects of another medication or for nonde-
pressive comorbid disorders were not included. After this, the psy-
chiatrists indicated which of 43 listed factors influenced their
choice of medication. Multiple factors could be checked. Three
items (comorbid disorders, specific symptoms, and specific side
effects) included a list of influencing factors as well as an open-
ended question about other factors not listed. Because the forms
were completed anonymously and patient-identifying informa-
tion was not included on the form, the institutional review board
of Rhode Island Hospital indicated that informed consent was not
necessary. Patients could be taking other psychotropic medica-
tions at the time the antidepressant was chosen, although this was
not recorded.

Results

The majority of the 1,137 prescriptions were written for
women (62.4%). The mean age of the study group was 42.0
years (SD=13.7). The majority of prescriptions were for the
initiation of antidepressant treatment (N=669, 58.6%). Ap-
proximately 1/10 of the trials represented augmentations

TABLE 1. Summary of APA’s Treatment Recommendations
for Depression Regarding the Influence of Clinical Features
on Medication Selectiona

Clinical Factor Treatment Recommendation
High anxiety Selective serotonin reuptake inhibitors 

(SSRIs) preferred, avoid bupropion
Obsessive-compulsive 

features
SSRIs and clomipramine preferred

Severe depression Tricyclic antidepressants preferred
Melancholic subtype Tricyclic antidepressants possibly preferred 

to SSRIs
Atypical subtype SSRI and monoamine oxidase inhibitors 

preferred, avoid tricyclic antidepressants
a Based on the Practice Guideline for the Treatment of Patients With

Major Depressive Disorder (Revised) (4).

TABLE 2. Antidepressants Prescribed by Psychiatrists to
1,137 Depressed Outpatients in 2001–2002

Medication N %
Citalopram 265 23.3
Bupropion 198 17.4
Sertraline 140 12.3
Venlafaxine 140 12.3
Mirtazapine 107 9.4
Fluoxetine 94 8.3
Paroxetine 83 7.3
Nefazodone 55 4.8
Tricyclic antidepressants 32 2.8
Other or missing 19 1.6
Monoamine oxidase inhibitors 4 0.4
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of existing regimens (N=102, 9.0%), and 26.6% (N=302)
were switches from one medication to another. The type
of medication trial was not recorded for 64 prescriptions
(5.6%). The data in Table 2 show the medications pre-
scribed. About half of the prescriptions were for selective
serotonin reuptake inhibitors (SSRIs). Older generation
tricyclic antidepressants and MAOIs were infrequently
prescribed.

The most common influences on antidepressant selec-
tion were the avoidance of specific side effects, the pres-
ence of comorbid psychiatric disorders, and the presence
of specific clinical symptoms (Table 3). Prior treatment his-
tory, including a prior positive or negative response, was
the next most frequently endorsed factor influencing med-
ication choice. Some factors that have been frequently
discussed in the literature, such as concern about discon-
tinuation syndrome and drug-drug interactions, rarely in-
fluenced antidepressant selection.

For more than half of the prescriptions, the presence of
specific clinical features influenced antidepressant
choice. The presence of insomnia, high levels of anxiety,
and fatigue most frequently were reported to influence
medication selection (Table 4). Of interest, DSM-IV’s ap-
proach toward identifying phenomenologically homoge-
neous subtypes of major depressive disorder, based on the
presence of atypical or melancholic features, rarely influ-
enced the choice of antidepressant.

With regard to the influence of diagnostic comorbidity,
the presence of comorbid anxiety disorders, particularly
panic disorder and generalized anxiety disorder, most fre-

quently influenced antidepressant selection (Table 5).
Concern about the occurrence of sexual dysfunction and
weight gain were the side effects that had the greatest im-
pact upon medication selection (Table 6).

Discussion

The objective of the present study was to better under-
stand the factors considered by psychiatrists when select-
ing an antidepressant for depressed patients. Because rel-
atively little research has examined which clinical features
are associated with differential response to the newer gen-
eration of antidepressants, a study of psychiatrists’ pre-
scribing practices highlights priorities for future con-
trolled research.

Our results suggest that one priority area is the treat-
ment of depression with coexisting anxiety symptoms/
anxiety disorders. Several studies of clinical study groups
have reported that nearly half or more of depressed pa-
tients have a concurrent anxiety disorder (6, 7). An even
higher proportion of depressed patients have coexisting
anxiety when the construct is expanded to include high
levels of anxiety symptoms as well as diagnosable anxiety
disorders (13). Anxiety in depressed patients is thus highly
prevalent, and it frequently influences the choice of anti-
depressant; however, we are unaware of any studies dem-
onstrating the superiority of one medication over another
for this large subgroup of patients (14). In fact, some stud-
ies have failed to demonstrate differential response to an-
tidepressants of different classes. For example, Rush and
colleagues (15, 16) have published two independent re-
ports that failed to find a difference in response to bupro-
pion and sertraline in depressed patients scoring high on
the Hamilton Rating Scale for Anxiety. This contrasts with
unpublished analyses from the present data set that found
that psychiatrists were strongly disinclined to prescribe
bupropion when anxiety features influenced medication
selection.

Antidepressant choice was frequently guided by the
presence of particular symptoms. The APA treatment
guideline did not discuss using individual symptoms as
the basis of antidepressant selection. Rather, the guideline
suggested that atypical and melancholic subtyping are
associated with preferential medication response; how-

TABLE 3. Factors Considered by Psychiatrists in Choosing
Antidepressants for 1,137 Depressed Outpatients

Factor N %
Presence of a specific symptom or symptom profile 595 52.3
Wish to avoid a specific side effect 554 48.7
Presence of a comorbid condition 519 45.6
Previous lack of response to a particular medicine 294 25.9
Patient had a prior good response to the 

medication 193 17.0
Once-a-day dosing 172 15.1
Drug samples available 110 9.7
Concern about interaction with other medications 64 5.6
Patient spontaneously expressed interest in the 

medication 59 5.2
Concern about suicidality 47 4.1
Family member had a prior good response to the 

medication 46 4.0
Medical illness contraindicates use of certain 

medications 29 2.6
No need to monitor blood pressure or blood levels 26 2.3
Half-life of medication 22 1.9
History of mania 19 1.6
Concern about bad “public relations” of another 

medicine 13 1.1
Cost of medication 11 1.0
Patient’s age 7 0.6
Concerns about a discontinuation syndrome when 

stopping the medication 4 0.4
Formulary considerations of insurance company 3 0.3
No need to titrate to a therapeutic dose 2 0.2
Recent detailing from drug representative or lecture 

about the medication 1 0.1

TABLE 4. Specific Symptoms and Depressive Subtypes
Influencing Psychiatrists’ Antidepressant Choice for 1,137
Depressed Outpatients

Symptoms N %
High anxiety 226 19.9
Insomnia 207 18.2
Fatigue 162 14.2
Anger or irritability 92 8.1
Increased appetite 82 7.2
Hypersomnia 81 7.1
Decreased appetite 61 5.4
Melancholic features 27 2.4
Atypical features 15 1.3
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ever, the psychiatrists in the study rarely based treatment
decisions on these approaches toward subtyping. Because
melancholia is relatively rare in depressed outpatients, it is
not surprising that this feature was not commonly a signif-
icant factor in choosing a medication. Also, the survey
worded the melancholia item as “melancholic features/
severe depression.” While these two constructs are re-
lated, they are not synonymous (17), and this might have
reduced the frequency of endorsement of this factor. Atyp-
ical depression is more common than melancholia, al-
though the validity of the criteria used to identify the sub-
type has recently been called into question (18). Although
atypical subtype was an uncommon reason for choosing
an antidepressant, the reverse vegetative symptoms char-
acteristic of the subtype commonly influenced selection.
Also, the best evidence regarding differential treatment re-
sponse favors using a rarely prescribed class of medica-
tion: MAOIs for atypical depression. Perhaps if differential
response were related to a newer generation antidepres-
sant, it would have a greater influence on treatment deci-
sion making.

A limitation of the present study was that the data were
collected from a small group of 10 psychiatrists treating
patients in a private practice setting in New England.
Although the psychiatrists worked in three different lo-
cations, presumably, there was some influence on each
other’s practices. It is possible that there are systematic
differences between psychiatrists in different regions of
the country in the reasons used to select antidepressants.
The reasons given for prescribing seem in line with cur-
rent wisdom; nonetheless, replication of the findings in
other sites is warranted.

Another limitation is that not all possible factors influ-
encing antidepressant choice were included on the survey.
For example, the presence of a substance use disorder, axis
II condition, or dysthymic disorder might have affected
antidepressant choice. However, the questions about
symptoms, comorbid conditions, and side effects each in-
cluded an item labeled “other” with a space to write in a
variable that had not been listed, and for each of these
variables, the “other” item was selected in less than 5% of
the patients.

A strength of the study was that economic factors did
not significantly influence prescribing. At the time of the
study, there were no formulary restrictions influencing

prescribing habits, and tiered copayments were not wide-
spread and thus did not influence decisions regarding
choice of antidepressant. Also, the only newer-generation
medication available in generic form was bupropion, al-
though this was infrequently prescribed because of the
availability of sustained-release bupropion, which was not
available in generic form. Consequently, our results more
accurately reflect the influence of patient and medication
factors on psychiatrists’ selection of antidepressants.

The depressed patients in the study had health insur-
ance and were treated in a community-based, general
adult clinical practice. As described in other reports from
our group, the majority has comorbid conditions (7), and
most would not qualify for antidepressant efficacy trials
(19). Many patients were administered other psychotropic
medications, although we did not systematically record
these. We could have examined the factors influencing an-
tidepressant choice in depressed patients without comor-
bid conditions who were not taking other psychotropic
agents. However, this would have markedly limited the
generalizability of the findings.

In general, the overall prescribing patterns of the clini-
cians represented national prescribing trends. The SSRIs
as a class were the most frequently prescribed medication,
and the MAOIs and tricyclic antidepressants were the least
frequent. The frequency of the other newer generation an-
tidepressants also roughly paralleled national data. How-
ever, citalopram was more frequently prescribed than the
other SSRIs, and this was at variance with national data.
This might reflect the fact that it was the most recently ap-
proved of the antidepressant medications and thus was
more likely tried for those patients who did not respond to
prior drug trials.

The results of the study have implications for studies
comparing antidepressants that are not based on random
assignment to treatment group. For example, large-scale
studies that identify groups through pharmacy records to
compare compliance with medication or the likelihood of
taking an antidepressant 6 months after it is first pre-
scribed cannot assume that patients given different medi-
cations are clinically similar. In fact, preliminary analyses
of the data from the Factors Associated With Antidepres-
sant Choice Survey (12) found significant differences be-
tween the medications in the reasons ascribed to their
selection. Thus, in studies based on a nonrandomized de-
sign, differences between medications may be due to

TABLE 5. Comorbid Conditions Influencing Psychiatrists’
Antidepressant Choice for 1,137 Depressed Outpatients

Comorbid Disorder N %
Generalized anxiety disorder 185 16.3
Panic disorder 140 12.3
Posttraumatic stress disorder 58 5.1
Obsessive-compulsive disorder (OCD) 48 4.2
Social phobia 41 3.6
Attention deficit hyperactivity disorder 32 2.8
Impulse control disorder 16 1.4
Bulimia 12 1.1
OCD spectrum disorder 4 0.4

TABLE 6. Side Effects Considered by Psychiatrists Selecting
Antidepressants for 1,137 Depressed Outpatients

Side Effect N %
Sexual dysfunction 231 20.3
Weight gain 201 17.7
Fatigue 107 9.4
Anticholinergic effects 82 7.2
Agitation 73 6.4
Insomnia 48 4.2
Gastrointestinal upset 28 2.5
Headache 2 0.2
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group differences in the clinical characteristics of the pa-
tients rather than to inherent properties of the medica-
tion. Future reports from the Rhode Island Factors Associ-
ated With Antidepressant Choice Survey will examine
differences between specific medications.
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