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Objective: The presence of medication side
effects is one of the most frequent reasons de-
pressed patients discontinue medication, and
premature discontinuation of medication is as-
sociated with poorer outcome in the treatment
of depression. Despite the clinical importance of
detecting side effects, few studies have examined
the adequacy of their detection and documenta-
tion by clinicians. We are not aware of any studies
comparing psychiatrists’ clinical assessments to
a standardized side effects checklist in depressed
patients receiving ongoing treatment in clinical
practice. The goal of the present report from the
Rhode Island Methods to Improve Diagnostic
Assessment and Services (MIDAS) project was
to test the hypothesis that fewer side effects would
be recorded by psychiatrists in their patients’ charts
compared to the number reported by patients on a
side effects checklist.

Method: Three hundred depressed outpatients
(diagnosed according to DSM-IV criteria) in on-
going treatment completed a self-administered
version of the Toronto Side Effects Scale (TSES).
The patients rated the frequency of each of the
31 side effects and the degree of trouble caused by
them. A research assistant reviewed patients’ charts
to extract side effects information recorded by the
treating psychiatrist. The study was conducted
from June 2008 to July 2008.

Results: The mean number of side effects
reported by the patients on the TSES was 20 times
higher than the number recorded by the psychia-
trists (P<.01). When the self-reported side effects
were limited to frequently occurring or very both-
ersome side effects, the rate was still 2 to 3 times
higher (P<.01).

Conclusions: Psychiatrists may not be aware of
most side effects experienced by psychiatric outpa-
tients receiving ongoing pharmacologic treatment
for depression.

J Clin Psychiatry 2010;71(4):484-490
© Copyright 2010 Physicians Postgraduate Press, Inc.

Submitted: December 22, 2008; accepted February 12, 2009
(doi:10.4088/JCP08m04978blu).

Corresponding author: Mark Zimmerman, MD, Bayside Medical Center,
235 Plain Street, Providence, RI 02905 (mzimmerman@lifespan.org).

484 PSYCHIATRIST.COM

The presence of medication side effects is one of the
most frequent reasons depressed patients discontinue
medication.'™ In one of the first studies to demonstrate the
importance of side effects in discontinuing antidepressant
medication, Lin et al’ interviewed 155 primary care patients
1 and 4 months after initiating treatment. The patients re-
ported that the most common reason for early and late
termination was the presence of side effects. Demyttenaere
et al® followed patients initiated on an antidepressant by
their primary care physician monthly for 6 months. By the
sixth month, slightly more than half of the 221 patients
had discontinued treatment, with symptom improvement
and the presence of adverse events as the most common
and second most common reasons for stopping medica-
tion. In another prospective follow-up study, Goethe et al®
interviewed 406 depressed patients prescribed a selective
serotonin reuptake inhibitor (SSRI) 3 months after begin-
ning treatment and found that the most common reason
given by patients for stopping their medication was the pres-
ence of a side effect. Bull and colleagues’ found that within
the first 3 months of initiating antidepressant medication,
the presence of side effects was the most common reason
for treatment discontinuation, whereas 4 to 6 months after
treatment initiation, clinical response, or lack of response,
was the most common reason for discontinuation, and
the presence of side effects was the second most common
reason for stopping medication. Thus, while the presence
of medication side effects may have its greatest impact on
treatment discontinuation early in the course of treatment,
it continues to play a significant role after the first couple of
months of treatment.

Premature discontinuation of medication is associated
with poorer outcome in the treatment of depression." De-
spite the importance that side effects have on premature
medication discontinuation, there is some evidence that
clinicians may not do a thorough job of eliciting informa-
tion regarding their presence. Two studies'""? found that
physicians did not routinely inquire about antidepressant-
induced side effects. Anecdotal discussions with primary
care providers and psychiatrists suggest that, when inquir-
ing about side effects, the usual method of inquiry is based
on global open-ended questions without reference to the
presence of specific side effects. This approach, which is
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¢ Among outpatients receiving ongoing pharmacologic treatment for depression, almost

all report experiencing at least 1 side effect.

¢ Almost two-thirds of patients report experiencing a side effect often or every day.

¢ About half of patients report experiencing a side effect that is very or extremely

troubling.

¢ Clinicians must be vigilant in monitoring, recording, and managing side effects during
the acute, continuation, and maintenance phases of treatment for depression.

consistent with the method typically used in controlled,
industry-funded treatment studies of the efficacy of medica-
tion, may result in the underrecognition or underreporting
of side effects.

Some studies have empirically examined the adequacy
of open-ended questions in the detection of side effects in
controlled clinical trials. In a study of subjects receiving pla-
cebo during a controlled treatment study of benign prostatic
hypertrophy, Bent et al”’ found that the use of a checklist
resulted in approximately a 20-fold increase in the number
of side effects reported compared to an open-ended global
question. Wallander et al,”* in a clinical trial of felodipine as
an adjunctive antihypertensive, found that up to 10 times as
many symptoms and adverse events were reported on symp-
tom checklists than with an open-ended question. Wallin and
Sjovall” reported similar results in a clinical trial of bacampi-
cillin for gonorrhea. In a study of depressed patients focusing
on the recognition of sexual dysfunction, Montejo-Gonzalez
et al'® found that the frequency of sexual dysfunction due to
SSRIs was much higher when direct inquiry of its presence
was made compared to nonspecific inquiry of the presence
of any side effects. In a study of depressed patients treated
with imipramine, phenelzine, electroconvulsive therapy,
or placebo, Greenblatt'” found that 10 times as many side
effects were elicited in patients assessed with a checklist than
in patients assessed with an open-ended question. Hu and
colleagues'' ascertained the frequency of 17 side effects in
depressed patients 3 to 4 months after beginning treatment
with an SSRI. The prescribing physicians were asked to
complete a questionnaire and estimate the frequency of side
effects in their patients. The physicians significantly under-
estimated the frequency of 9 of the 17 side effects. However,
this study was not a direct examination of how well clinicians
detected side effects in the patients they were treating.

We are not aware of any studies comparing psychiatrists’
clinical evaluations of side effects to a standardized side ef-
fects checklist in depressed patients. The goal of the present
report from the Rhode Island Methods to Improve Diagnos-
tic Assessment and Services (MIDAS) project was to test the
hypothesis that in depressed outpatients in ongoing treat-
ment, fewer side effects would be recorded by psychiatrists
in their patients’ charts compared to the number reported
by patients on a side effects checklist.
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METHOD

Participants were a consecutive series of 300 psychi-
atric outpatients who were being treated for a Diagnostic
and Statistical Manual of Mental Disorders, Fourth Edition
(DSM-1V) major depressive episode in the Rhode Island
Hospital Department of Psychiatry outpatient practice. This
private practice group predominantly treats individuals with
medical insurance on a fee-for-service basis, and it is dis-
tinct from the hospital’s outpatient residency training clinic
that predominantly serves lower-income, uninsured, and
medical-assistance patients. The sample included 89 men
(29.7%) and 211 women (70.3%) who ranged in age from 18
to 84 years (mean=44.9, SD=13.3 years). The educational
level achieved by the subjects was that 4.4% (n=13) did not
graduate high school, 54.7% (n = 162) graduated high school
or achieved equivalency, and 40.9% (n=121) graduated col-
lege. Data on educational level were missing for 4 subjects.
The mean number of medications taken by the patients was
2.1(SD=0.9). The majority of patients were taking 2 or more
psychiatric medications (67.3%, n=202). More than one-
quarter of the patients were taking 3 or more medications
(29.7%, n=89), and a small number were taking 4 or more
medications (6.3%, n=19). The most frequently prescribed
medications were SSRIs (57.3%, n=172), benzodiazepines
(30.3%, n=91), selective norepinephrine-serotonin re-
uptake inhibitors (24.0%, n=72), and bupropion (19.3%,
n=>58). The majority of the patients had been in treatment
for more than 12 months (65.3%, n=196).

Six psychiatrists recruited the patients into a “quality
of care” study. All 6 psychiatrists were full-time and board
certified, with at least 3 years’ experience postresidency
(mean = 8.2 years; range, 3-15 years). Five of the 6 psychia-
trists (all except M.Z.) were blind to the hypothesis of the
study. The psychiatrists were kept blind to the informa-
tion being collected because they might have altered their
assessment or documentation of medication side effects. At
the end of the appointment, the psychiatrists handed their
patients an envelope and told the patients that our group
was doing a quality-of-care study that involved the com-
pletion of a brief questionnaire. Patients were asked if they
would be willing to take 5 minutes to complete the question-
naire in the waiting room after their appointment and hand
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the envelope with the completed form to the secretary. Few
patients asked about the content of the questionnaire, but,
if asked, the psychiatrists responded that they did not know
the exact details of the study so as to not bias the results.
To further maintain the blind, written informed consent
was not obtained by the treating psychiatrist recruiting the
patients into the study. However, an introductory letter inside
the envelope described the nature of the study and indicat-
ed that completion of the side effects questionnaire would
denote consent. The Rhode Island Hospital Institutional
Review Committee approved the research protocol. Because
the participating psychiatrists could be considered as study
subjects, the physicians (except M.Z.) were deidentified by
the research assistant immediately after extracting informa-
tion from the patients’ charts. We analyzed the data with and
without the findings from the unblinded psychiatrist, and
because the results were the same, we present the data for
the entire sample.

The envelope given to the patients included an introduc-
tory letter explaining the purpose of the study and 2 one-page
questionnaires. The first questionnaire asked patients for
some basic demographic information (age, sex, education)
and to list their current psychiatric medications and indicate
how long they had been taking the medication. The second
questionnaire was the Toronto Side Effects Scale (TSES)."* The
TSES was originally developed as a clinician-administered
checklist of 31 side effects commonly reported by patients
taking antidepressant medications. We adapted the scale for
self-administration. The instructions on the scale were “This
questionnaire lists common side effects caused by psychiatric
medications. Please read through each side effect and indi-
cate how frequently the side effect occurred during the past
week and, if it occurred, how much trouble it caused you
during the past week?” Side effect frequency was rated on
a 5-point scale (1 =never; 2=sometimes; 3 =about half the
time; 4 =often; 5=every day). Similarly, the severity of the
trouble caused by the side effect was rated on a 5-point scale
(1=no trouble; 5=extreme trouble).

In order to maintain the blind, the study was conducted
over a 6-week period of time. This minimized the number of
patients who had more than 1 appointment during the study
period and who might inadvertently mention the study to
their treating psychiatrist at a subsequent visit. The psychia-
trists indicated that the blind was not broken during course
of the study.

A research assistant reviewed patients’ progress notes for
the days of the appointments to extract side effects informa-
tion recorded by the treating psychiatrists. A standardized
progress note form is used by all psychiatrists in the out-
patient division of the Rhode Island Hospital Department
of Psychiatry, and this form has a labeled section to record
information about side effects. Every progress note reviewed
by the research assistant had written information regarding
side effects. The form had 3 blank lines available for the psy-
chiatrist to record side effects information or a box to check
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indicating that no side effects were present. The information
abstracted from the clinical chart was recorded on a side
effects checklist that was repeatedly modified and updated
throughout the course of the study in order to incorporate
all of the side effects noted by the psychiatrist. Immedi-
ately after reviewing the patients’ charts and extracting the
relevant information, the research assistant deidentified
the information so that it could not be linked to either the
patients or treating psychiatrists.

Paired f tests were used to compare the mean number
of side effects according to the psychiatrists’ assessment
and the TSES. Categorical variables were compared by the
McNemar test for correlated proportions.

RESULTS

The 300 patients reported 2,301 side effects on the TSES
(mean=7.7, SD=6.1). Side effect frequency ratings were
missing for 68 (3.0%) of 2,301 side effects, and severity
ratings were missing for 587 (25.5%) of 2,301 side effects.
We compared the demographic characteristics of patients
with and without missing ratings and found no difference in
sex or age. Patients with missing ratings were significantly
less likely to have graduated from college (32.0% vs 65.0%,
X=6.9, P<.05).

For the 2,233 side effects with frequency ratings, slightly
more than one-quarter (27.5%, n=615) were reported as
occurring often or every day. For the 1,714 side effects with
severity ratings, more than half (58.3%, n=999) were rated
1 or 2 on the 5-point severity scale, suggesting that the side
effect did not cause more than minimal discomfort to the
individual, and approximately one-fifth were rated 4 or 5
(20.4%, n=349), suggesting that the patients considered the
side effect very or extremely troubling. The vast majority of
patients reported at least 1 side effect on the TSES (90.3%,
271/300). Nearly two-thirds of the patients reported expe-
riencing a side effect often or every day (63.7%, 191/300),
and slightly more than one-half reported experiencing a
side effect that was very or extremely troubling (52.2%,
121/232).

The psychiatrists recorded 167 side effects in their notes.
The mean +SD number of side effects reported by the
patients on the TSES was significantly higher than the num-
ber recorded by psychiatrists (7.4+5.9 vs 0.6 1.2, t=20.5,
P<.01). The percentage of patients with at least 1 side effect
was significantly higher on the TSES than on the psychia-
trists’ evaluation (90.3% vs 26.0%; McNemar test, P<.01).

An important question is whether the difference between
self-report and psychiatrists’ assessment of side effects is
related to the frequency or severity of the side effects. Per-
haps psychiatrists do not document infrequent or clinically
unimportant side effects. However, the difference between
self-report and psychiatrist-recorded side effect frequencies
was significant even when self-reported side effects on the
TSES were limited to those rated as occurring often or every
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Table 1. Frequency of Side Effects Based on Patient Self-Report and Psychiatrist Clinical Interview in 300 Depressed Outpatients

Self-Reported Frequency Based on Toronto Side Effects Scale, % D,
B, C, Side Effects 2-Group Comparisons
A, Frequently Occurring Very Bothersome Frequency Based on Between Self-Report and

Side Effect All Side Effects Side Effects® Side Effects’ Psychiatrist Evaluation, % Psychiatrist Interview®
Nervousness 44.1 10.0 3.8 0.7 A, B, C>D
Agitation 41.4 6.7 4.8 0.7 A,B,C>D
Tremor 18.8 3.7 1.4 2.0 A>D
Twitching 20.7 2.7 2.1 0.3 A,B>D
Abdominal pain 13.8 1.3 1.4 0.7 A>D
Upset stomach 22.9 3.0 2.1 2.0 A>D
Nausea 17.5 2.4 2.1 2.7 A>D
Diarrhea 16.7 2.3 1.1 0.3 A,B>D
Constipation 22.4 8.7 5.3 1.3 A,B,C>D
Decreased appetite 21.5 4.4 1.4 0.3 A,B>D
Increased appetite 27.2 5.7 4.0 1.3 A,B,C>D
Weakness or fatigue 41.1 11.7 8.6 5.0 A,B,C>D
Dizziness 21.7 3.7 0.4 1.3 A>D
Dizzy when getting up 25.5 5.0 1.4 1.0 A,B>D
Daytime drowsiness 43.5 11.7 4.8 6.3 A,B>D
Increased sleep 27.4 9.0 2.5 0.0 A,B,C>D
Decreased sleep 26.8 7.0 5.0 1.3 A,B,C>D
Sweating 34.1 12.0 6.9 2.3 A,B,C>D
Flushing 17.7 3.7 1.8 0.0 A,B,C>D
Edema 11.7 3.7 2.1 0.0 A,B,C>D
Headache 29.6 34 2.6 0.3 A,B>D
Blurred vision 14.0 2.7 1.4 0.7 A>D
Dry mouth 42.6 15.4 8.9 33 A,B,C>D
No orgasm 28.8 13.2 11.7 4.0 A,B,C>D
Increased libido 10.8 1.7 0.7 0.7 A>D
Decreased libido 36.3 19.7 15.4 6.0 A,B,C>D
Premature ejaculation® 11.4 3.4 3.4 2.2 A>D
Delayed ejaculation’ 30.3 10.1 7.2 12.4 A>D
Erectile dysfunction® 322 14.9 17.4 10.1 A>D
Weight gain® 31.3 18.4 12.1 3.7 A,B,C>D
Weight loss* 12.2 5.7 1.4 0.0 A, B>D

‘Frequently occurring side effects were rated 4 or 5 on the Toronto Side Effects Scale.
*Very bothersome side effects were rated 4 or 5 on the Toronto Side Effects Scale.

‘Significant 2-group differences, P<.05.
dPercentages based on male sex.

‘Weight gain and weight loss were not rated on the frequency scale. Rather, on the Toronto Side Effects Scale, the amount of weight gain or loss is rated
instead of frequency. For the weight gain and weight loss items, a scale value of 4 or 5 indicates a minimum weight change of 6 pounds.

day or rated very or extremely troubling. The mean + SD
number of frequently occurring side effects reported on the
TSES was more than 3 times higher than the total num-
ber of side effects recorded by psychiatrists (2.1+2.7 vs
0.6+1.2, t=9.7, P<.01), and the number of patients with
at least 1 frequently occurring side effect reported on the
TSES was significantly higher than the rate based on the
psychiatrists’ evaluation (63.7% vs 26.0%; McNemar test,
P<.01). Likewise, the mean + SD number of troubling side
effects reported on the TSES was significantly higher than
the total number of side effects recorded by the psychia-
trists (1.6 £2.3vs 0.7+ 1.3, t=5.5, P<.01), and the number
of patients with at least 1 very or extremely bothersome side
effect reported on the TSES was significantly higher than
the number of patients noted by the psychiatrists as having
a side effect (52.2% vs 29.3%; McNemar test, P<.01).

We examined whether having recently begun a new med-
ication impacted side effect ratings. We hypothesized that
the clinicians would be more likely to identify side effects
in patients who had recently begun a medication than in
patients who had not started a new medication. While it was
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true that clinicians were significantly more likely to record at
least 1 side effect in the 62 patients who began a medication
within the past 3 months compared to the remainder of the
patients (38.7% vs 22.7%, X’ =6.6, P<.01), there was still a
significantly higher frequency of patients with at least 1 side
effect reported on the TSES (95.2% vs 38.7%; McNemar test,
P<.01). Likewise, in the patients who began a medication
within the past 3 months, the difference between self-report
and clinician assessments remained significant for any fre-
quent side effect (69.4% vs 38.7%; McNemar test, P<.001)
and any bothersome side effect (66.7% vs 45.8%; McNemar
test, P<.05). For the patients who had not begun a new
medication within the past 3 months, a significantly higher
percentage of patients with at least 1 side effect was reported
on the TSES based on the analyses of any side effect (89.1%
vs 22.7%; McNemar test, P<.01), frequent side effect (62.2%
vs 22.7%; McNemar test, P<.01), and bothersome side
effect (48.4% vs 25.0%; McNemar test, P<.01).

Looking at the frequencies of specific side effects, the
data in Table 1 show that each of the 31 items on the TSES
was reported by more than 10% of the patients, whereas
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only erectile dysfunction and ejaculatory delay were identi-
fied with this frequency by the psychiatrists. The frequency
of all 31 side effects was significantly higher on the TSES (all
Ps<.001 except premature ejaculation, P<.01). When the
TSES side effect rate was limited to frequently occurring side
effects, the rate was significantly higher than the psychiatrist
rate for 21 of the 31 items, and when the TSES side effect rate
was limited to very troubling side effects, 14 of the 31 differ-
ences were significant.

DISCUSSION

The findings of the present study indicate that clini-
cians do not record in their progress notes most side effects
reported on a side effects questionnaire by psychiatric out-
patients receiving ongoing pharmacologic treatment for
depression. The total number of side effects reported on
the questionnaire was more than 20 times higher than that
recorded in psychiatrists’ charts. When the self-reported side
effects were limited to frequently occurring or very bother-
some side effects, the rate was still 2 to 3 times higher. The
recency of having begun a new medication had an impact on
the number of side effects recorded by the psychiatrists, but
the self-reported side effect frequency was still significantly
higher in the patients who began a medication in the prior
3 months as well as the patients with no recent medication
changes.

Alternative explanations for the findings should be
considered. Was the higher self-reported rate of side effects
due to a documentation problem rather than an assessment
problem? Perhaps the psychiatrists did not systematically
record side effects that were ongoing and had been previously
recorded, but recorded only side effects of new onset. Post
hoc conversations with the clinicians indicated that all side
effects reported by patients on the day of the appointment
were recorded in the progress note, whether or not they had
been previously reported by the patients; thus, underdocu-
mentation was not responsible for the discrepancy.

Did the patients, when asked by the psychiatrists about
the presence of side effects, underreport their occurrence?
All of the psychiatrists used the same general approach
toward eliciting side effects information—a global, open-
ended question. This approach toward the ascertainment
of side effects is similar to the one used in most industry-
sponsored clinical trials. The only specific side effect that
was regularly inquired about was sexual dysfunction
because of concerns that some patients might be too
embarrassed to spontaneously report its presence. Perhaps,
as a result of such direct inquiry, sexual dysfunction was the
most frequently recorded side effect by psychiatrists. We
hypothesize that patients stopped reporting to the psychia-
trists, in response to an open-ended question, side effects
that they had grown accustomed to, but they reported these
side effects on the self-report scale when specific inquiry
was made of their presence. Studies comparing the use of
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a global, open-ended question to a checklist to determine
the frequency of side effects have consistently found a much
higher frequency of side effects using the checklist."*">'""
Each of these studies was conducted as part of acute-
phase clinical trials, thus acclimation to long-standing side
effects was unlikely to result in patient underreporting.
Thus, while acclimation may account for some patient
underreporting in the present study, we believe that the
method of ascertainment also impacts the number of side
effects reported by patients. Unfortunately, we did not fol-
low up with patients to determine if they were experiencing
side effects that they did not report to their physician.

Did patients report side effects on the TSES that were
considered by the psychiatrists to be symptoms of depres-
sion rather than side effects? Several of the items on the
TSES, such as sleep disturbance, appetite disturbance,
fatigue, and nervousness, are also common symptoms
in depressed patients. While we cannot rule out the pos-
sibility that confusion between side effects and symptoms
contributed to the large difference in total side effect rates
between the self-report scale and psychiatrists, it does not
fully explain the findings because the differences between
self-report and the psychiatrists cut across all 31 side effects
on the TSES, many of which are unlikely to be symptoms
of depression.

Did patients report side effects on the TSES that were
considered by the psychiatrists to be side effects of non-
psychotropic medications or symptoms of medical illnesses?
We did not systematically collect information on nonpsychi-
atric medications or medical illnesses and cannot rule out
this possibility as a contributor to the discrepancy between
the 2 methods of assessing side effects.

Medication compliance and adherence has been the topic
of increasing discussion and research."***** The treatment
of depression has been conceptualized as consisting of
3 phases: acute, continuation, and maintenance. The initial,
acute phase refers to the first 8 to 12 weeks of treatment, and
the goal is to achieve a reduction in symptoms and psycho-
social impairment. During the continuation phase, which
is generally considered to occur during the first 6 months
to a year after the initial treatment response, the goal is to
maintain these gains. In the maintenance phase, which
occurs after a sustained period of improvement, the goal is
to further maintain the gains. Many patients treated with
antidepressants receive them for maintenance treatment,
and the American Psychiatric Association’s treatment
guidelines for depression indicate that it is important to
monitor side effects throughout all phases of treatment.*®
The presence of side effects is only one factor, albeit one of
the most important, responsible for medication discontin-
uation. Discussion about potential side effects prior to the
initial prescription may reduce noncompliance.’ We would
hypothesize that ongoing dialogue about side effects will
reduce premature medication discontinuation in depressed
patients and that this would reduce relapse rates. In the
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present study, the psychiatrists were not aware of most of the
side effects experienced by their patients. Consistent with
recent suggestions that measurement-based care using self-
report questionnaires be incorporated into routine clinical
practice in order to better recognize residual symptoms in
depressed patients who have responded to treatment,””**
we believe that the use of self-administered side effects
checklists will improve side effects detection. However, an
important question is whether such improved detection re-
sults in greater or lesser adherence to medication. Improved
side effect detection could potentially reduce medication
noncompliance and, thus, relapse rates because patients’
concerns and questions can be addressed in treatment. On
the other hand, it can be argued that systematic use of a
side effects checklist will heighten patients’ awareness and
concerns about the adverse effects of treatment and result in
greater levels of medication discontinuation. Quite possibly,
recommendations regarding the use of a side effects check-
list might depend on patient characteristics. For example, it
might be prudent not to use such checklists in patients who
are prone to experiencing somatic symptoms and report a
history of medication sensitivity. We are not aware of studies
of the clinical impact of systematic inquiry about side effects
or studies identifying characteristics of patients who might
or might not benefit from the use of side effect scales.

Most studies of medication discontinuation have focused
on the acute phase of treatment. It is likely that the issues
involved in discontinuation due to side effects are differ-
ent in the acute and continuation and maintenance phases
of treatment. Patients may be willing to tolerate some side
effects, such as sexual dysfunction, early in the course of
treatment, but they are less willing to tolerate these side
effects that reduce their quality of life during ongoing treat-
ment. It therefore is important for clinicians to continually
be vigilant for the presence of side effects during the con-
tinuation and maintenance phases of treatment.

Although accurately determining the presence of side
effects may be enhanced by direct inquiry using standard-
ized interview schedules,” such measures are unlikely to be
incorporated into routine clinical practice because they take
too much time. The use of a self-administered questionnaire
to identify side effects is a potentially feasible approach to
improve side effect recognition. Some studies have demon-
strated the reliability and validity of self-report checklists
for detecting side effects of first-generation antipsychotic
medications in patients with schizophrenia.”** We would
expect comparable, if not better, levels of agreement between
self-report and interviewer-administered standardized side
effect schedules in depressed patients.

One implication of the study is that side effect frequen-
cies reported in industry-sponsored studies, based on a
global approach toward assessment, underestimate the
prevalence of side effects. The clinical importance of this
underestimation is that clinicians might not be accurately
informing their patients about the likelihood of side effects,
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and a lack of adequate preparation might result in medica-
tion discontinuation.’

A limitation of the present study is that it was conducted
in a single outpatient practice in which the majority of the
patients were white and female and had health insurance.
Replication of the results in other clinical samples with
different demographic characteristics is warranted. The
side effects questionnaire used in the study was originally
developed as a clinician-administered checklist. We adapt-
ed the scale for self-administration, and it, therefore, has
unknown reliability and validity. However, other studies of
self-administered side effects checklists found good levels
of agreement with a clinician-administered version of the
scale.”® Most of the patients in the study were in the con-
tinuation and maintenance phases of treatment. Studies of
side effect frequencies, adherence, and discontinuation of
treatment are typically conducted during the acute phase
of antidepressant treatment. However, we found that the
difference between self-reports and clinician reports was
significant in patients who had begun a medication within
the past 3 months as well as in patients who did not have a
recent medication change. Nonetheless, replication of the
present results in patients receiving acute-phase treatment
is warranted. The majority of the patients were taking more
than 1 medication. Thus, the findings of the study are not
specific to antidepressant medications but, instead, refer to
the pharmacologic management of depressed patients who
are treated in routine clinical practice.
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