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Rational Treatment Choices for Non-major Depressions in

Primary Care
An Evidence-based Review

Ronald T. Ackermann, MD, John W. Williams, Jr., MD, MHS

OBJECTIVE: This review synthesizes available evidence
for managing clinically significant dysphoric symptoms
encountered in primary care, when formal criteria for major
depression or dysthymia are not met. Discussion is focused on
premenstrual dysphoric disorder (PMDD) and minor depression
because of their significant prevalence in the primary care
setting and the lack of clear practice guidelines for addressing
each illness.

DESIGN: English language literature from prior systematic
reviews was supplemented by searching MEDLINE, EMBASE, the
Cochrane Controlled Trials Registry, the Agency for Health-
care Research and Quality National Guideline Clearinghouse,
and bibliographies of selected papers. Studies addressing the
natural history or treatment of minor depression or PMDD were
selected for review. Data were abstracted by 1 of 2 independent
reviewers and studies were synthesized qualitatively.

RESULTS: Five individual studies that compared anti-
depressant or psychological treatments to placebo in patients
with minor depression suggest short-term improvements in
depressive symptoms with paroxetine, problem-solving
therapy, and cognitive behavioral therapy, but not with
amitryptiline. Modest benefits on mental health function
were reported with paroxetine and with problem-solving
therapy, but only in patients with severe functional
impairment at baseline. Twenty-four controlled trials were
identified that compared antidepressant or psychological
treatments to placebo in patients with premenstrual
dysphoric disorder. Pooled results from a recent systematic
review of 15 randomized controlled trials and one additional
trial abstract provide strong evidence for a significantly greater
improvement in physical and psychological symptoms with
serotonin-selective reuptake inhibitor medications when
compared with placebo. Individual trials also suggest
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significantly greater improvements in symptom scores with
venlafaxine, but not with tricyclic antidepressants.

CONCLUSIONS: The limited evidence base for minor
depression provides only mixed support for a small to
moderate benefit for few antidepressant medications and
psychological treatments tested. For the treatment of severe
psychological or physical symptoms causing functional
impairment in patients with PMDD, sertraline and fluoxetine
are clearly beneficial in carefully selected patients.

KEY WORDS: depression; depressive disorder; premenstrual
syndrome; antidepressive agents; psychotherapy; complemen-
tary therapies.
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ajor depression and dysthymia are prevalent in
Mprimary care, cause marked personal suffering,
and are associated with increased mortality.’ Antidepres-
sant medications and depression-specific psychological
treatments are clearly effective for major depression,
and antidepressant medications benefit patients with
dysthymia.'™ However, less severe depressive illnesses
predominate in primary care settings.*> Although 10% to
40% of primary care patients have significant depressive
symptoms, less than half of them meet criteria for major
depression as defined by the Diagnostic and Statistical
Manual of Mental Disorders, Fourth Edition (DSM-IV).®
Studies using formal criteria, such as DSM-1V, find that the
prevalence of less severe depression (“minor” depression) is
roughly twice that of major depression.*>” Observational
studies show that these illnesses are associated with
significant functional impairment.®'° These “minor
depressions” are not so minor.

Survey data suggest that primary care physicians
make few treatment distinctions between major and less
severe depressions.'! Most are treated with antidepres-
sants, contributing to the rapid rise in antidepressant drug
costs. Given that these treatments are costly and may have
adverse effects, it is appropriate to evaluate whether
treatment is beneficial and if the benefits outweigh adverse
effects. This evidence-based review will briefly summarize
the diagnosis, natural history, and treatment trials for 2
common, non-major depressions.
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DEFINING CLINICAL DEPRESSIVE CONDITIONS

Clinical depression is a syndromal diagnosis, based on
the presence of a group of associated depressive symptoms
and the exclusion of competing diagnoses. Depressive
symptoms are generally evaluated along 3 continuums:
intensity, duration, and degree of impact on daily function-
ing. Using these elements, symptoms can range from
simple dysphoria, lasting only hours or a few days, to
major depression, characterized by multiple symptoms and
substantial impact on daily functioning (Table 1).'* A
diagnostic nomenclature adopted by the American Psy-
chiatric Association—major depression, dysthymia, and
depression not otherwise specified (NOS)—is depicted in
the DSM-IV and can help to guide treatment. Major
depression is defined by depressed mood or loss of interest
in nearly all activities for at least 2 weeks, accompanied by
a minimum of 3 to 4 (for a total of 5) additional
psychological and somatic symptoms.'? Dysthymia is
characterized by fewer symptoms than major depression
(less than 5) and a chronic course (lasting at least 2 years).
Depression NOS includes syndromes without sufficient
number of symptoms (less than 5) or duration (less than 2
weeks) to meet major depression criteria (Table 1).
Although disorders categorized as depression NOS fail to
meet specific diagnostic requirements for major depression
or dysthymia, they by definition still cause “clinically
significant distress or impairment in social, occupational,
or other important areas of functioning.””'2

Depressive states not meeting major depression crite-
ria for number of symptoms (i.e., >5), and not meeting
duration criteria for dysthymia (i.e., >2 yrs) have come to
be known as “minor,” “subthreshold,” or “subsyndromal”
depression.® Although these disorders can be further
defined by the pattern of recurrence, and specific
symptomatology, there is not widespread agreement on
further subcategorization. For simplicity, we refer to

them collectively as “minor” depression. Additionally,
DSM-IV classification of minor depression requires the
absence of a prior major depressive episode. Numerous
patients presenting with subthreshold dysphoric symp-
toms in general practice fall into this latter category, but
would be better categorized as “major depression in
partial remission.” The most clinically prominent exam-
ple of depressive states not meeting formal diagnostic
criteria for symptom duration is premenstrual dysphoric
disorder (PMDD). Because PMDD is specific to women
and is uniquely associated with particular physical as
well as psychological symptoms (Table 2), we will
address it separately from minor depression. In the
absence of clear practice guidelines for addressing PMDD
and minor depression, this review will focus on the
existing evidence base for treatment choices in patients
with these disorders.

METHODS

The Cochrane Database of Systematic Reviews was
searched for applicable systematic reviews. Identified
reviews were supplemented by searches of the electronic
databases MEDLINE (1/1966-2/2001), EMBASE (1/1988-8/
2000), and the Cochrane Controlled Trials Registry, using
the terms “premenstrual syndrome,” “premenstrual dys-
phoric disorder,” or “late luteal phase dysphoric dis-
order,” and separately, ‘“depressive disorder,” or
“depression,” and “minor,” “subsyndromal,” “subthresh-
old,” or “nonmajor.” Bibliographies of selected papers
were reviewed for additional studies. The Agency for
Healthcare Research and Quality National Guideline
Clearinghouse was searched for relevant clinical guide-
lines. Studies addressing the natural history or treatment
of minor depression or PMDD were selected for review.
Data were abstracted by 1 of 2 independent reviewers
and study outcomes were synthesized qualitatively.

Table 1. Diagnostic Nomenclature for Clinical Depressive Conditions

DSM-IV Diagnostic Criteria Duration
Major depression >5 depressive symptoms* (must include either depressed mood or anhedonia) >2 weeks
Dysthymia 3 or 4 dysthymic symptoms', (must include depressed mood) >2 years
Depression NOS Variable; all included disorders must cause clinical significant impairment of daily Variable
functioning but fail to meet classification for major depression or dysthymia. Examples
include:
minor depression’: 2 to 4 depressive symptoms* >2 weeks
premenstrual dysphoric disorder (PMDD): <2 weeks

Intensity may be comparable to major depression, regularly occuring during the
last week of the luteal phase and remitting within a few days of the onset of
menses, and recurring during most menstrual cycles over the preceding 12 months.

* Depressive symptoms are depressed mood, loss of interest in most activities (anhedonia), significant change in weight or appetite, insomnia or
hypersomnia, decreased concentration, decreased energy, inappropriate guilt or feelings of worthlessness, psychomotor agitation or

retardation, and suicidal ideation.

t Dysthymic symptoms are generally the same as depressive symptoms, with the addition of feelings of hopelessness and the omission of

suicidal ideation.

 Additional closely related terms, such as subthreshold depression and subsyndromal depression, are not further distinguished here, and _for
purposes of simplicity, will be collectively referred to in the text as minor depression.
DSM-1V, Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; NOS, not otherwise specified.
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Table 2. Diagnostic Classification of Premenstrual
Dysphoric Disorder (PMDD)*

Psychological symptoms
Markedly depressed mood|
Marked anxiety or feeling “on edge”'
Suddenly sad/tearful or increased sensitivity to refection’
Marked irritability or anger or increased interpersonal
conflicts'
Significant change in weight or appetite
Insomnia or hypersomnia
Decreased concentration
Decreased energy
Loss of interest or pleasure in activities (anhedonia)
Sense of being overwhelmed or out of control
Somatic symptoms
Breast tenderness, headache, myalgias, arthralgias, or
sense of “bloating”

* Diagnosis requires the presence of >5 of 11 possible symptoms
(10 psychological 1 somatic). Symptoms regularly occur during the
last weel of the luteal phase and remit within a few days of the onset
of menses. Distinction is made from more common ‘premenstrual
syndrome” (PMS) by the number of symptoms and presence of
significant interference with occupational or social functioning.

T At least 1 of these 4 cardinal symptoms must be experienced
during most menstrual cycles over the preceding 12 months.

We reviewed treatments evaluated in randomized
controlled trials including antidepressants, psychological
treatments, and complementary treatments. Specific
types of structured psychological therapies (as admin-
istered by trained mental health specialists) that are
considered here include problem-solving therapy and
cognitive and behavioral therapy. Cognitive behavioral
therapy (CBT) involves identification and confrontation of
thoughts that perpetuate depression (“cognitive”) and a
conscious effort to decrease behaviors that reinforce
depression while engaging in more positive and produc-
tive activities (“behavioral”).'® Problem-solving therapy
involves training patients to approach tasks that feel
insurmountable by conceptualizing and approaching
them as several smaller, more manageable problems.14

Reported results from systematic reviews are pre-
sented in terms of relative response rates in the treated
compared to the control group, where response is defined
as achieving clinically significant symptom reduction as
measured by various depressive or premenstrual syndrome
(PMS) symptoms scales. Studies evaluating antidepressant
treatments for minor depression were not analyzed quanti-
tatively because of heterogeneity in study design and
outcome measures.

RESULTS
Natural History of Minor Depression and PMDD

Because of variability in diagnostic criteria and the
relatively recent interest in these conditions, their natural
history is not well described. Epidemiological studies
focusing on general practice patients with minor depres-
sion show that approximately 8% have persistent sub-

threshold symptoms, and 10% to 18% develop major
depression at 1 year.®!® At 2 years of follow-up, 7%
continue to have symptoms, thereby meeting diagnostic
criteria for dysthymia.® Prospective cohort studies show
that the presence of the symptom of depressed mood
(relative risk [RR] 1.6 to 5.4) or the presence of 4 or more
total symptoms when depressed mood is absent (RR 8.2 to
47.3) is associated with an increased risk for the develop-
ment of major depression or dysthymia.® Furthermore, at
1 year of follow-up, approximately 20% of minor depressive
patients are estimated to have moderate to severe social
disability.®° The definition of these syndromes as “minor,”
therefore, clearly does not imply minimal risk for adverse
clinical outcomes.

Because it is a recurrent disorder, occurring exclu-
sively in female patients, PMDD requires separate atten-
tion. This disorder is defined by regularly recurrent
physical and psychological symptoms that occur only in
association with the luteal phase of the reproductive
cycle (Table 2).'617 PMDD is differentiated from more
common premenstrual physical and mood symptoms that
are experienced to some degree by most women (premen-
stural syndrome) by its increased severity and significant
impairment in social or occupational function.'® Although
this disorder has at times been minimized because
symptom duration is short (<2 weeks), the symptom
severity and functional impairment is often significantly
severe. The mean age of onset is approximately 26 years,
and the disorder has been estimated to afflict 2% to 9% of
women of reproductive age.l‘16 Long-term prognosis may
be complicated by an inordinately high lifetime prevalence
of major depression or an anxiety disorder.'® Because
PMDD is recurrent in nature, there is potential for
substantial cumulative morbidity over the course of an
individual’s lifetime. Little more is known about the
natural history of this disorder and its relationship to
other depressive states.

TREATMENTS

Antidepressants and Psychological Treatments for
Minor Depression

The evidence base for minor depression is limited;
no formal literature synthesis has been reported. Only
5 studies compared an antidepressant or psychological
treatment to placebo (Table 3). In a subgroup analysis with
limited power, amitryptiline at a median dose of 125 mg/
day was no more effective than placebo in 37 general
practice patients.?® Minaprine, an antidepressant drug
with actions on multiple neurotransmitters but unavailable
in the United States, showed small but significant effects in
older patients with “prolonged depressive reaction.”?! A
trial evaluating both paroxetine and problem-solving ther-
apy administered in a primary care setting showed mixed
effects for 204 primary care patients aged >60 with at least
4 weeks of depressive symptoms.?? Compared to placebo,
paroxetine improved depressive symptoms modestly, but
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Table 3. Major Characteristics of Controlled Trials in Patients with Minor Depressive Conditions

First Author Sample Size* Setting

Comparison

Duration Maijor Qualitative Result(s)

Paykel®° 37 Primary care
vs placebo
Parnetti®! 130 Not clearly

stated

Williams?? 204 Primary care

vs placebo

Miranda®? 49 Primary care

Lynch?* 29 Primary care

Amitriptyline 125 mg/day 6 wk

Minaprine vs placebo 12 wk

Paroxetine 10-40 mg/day 11 wk
vs problem-solving therapy

Cognitive behavioral therapy
Vs no intervention

Telephone-administered PST
Vs no intervention

No significant improvement in
depressive symptoms

Small, statistically significant
improvement globally and in
depressive symptoms compared
to placebo

Modest, statistically significant
improvement in depressive
symptoms for paroxetine and
problem-solving therapy
compared to placebo

Functioning improved clinically
significantly for paroxetine and
problem-solving therapy
groups, but only when severe
functional impairment was
present at baseline

No significant effect on depressive
symptoms after completion of
CBT, but moderately positive
effect when compared with
placebo group at 4- and
12-mo follow-up

Trend toward improvement in
depressive symptoms scores but
statistically insignificant at
conclusion of intervention

8 two-hr
sessions

6 sessions

* Number of patients with minor depression, which for some studies is a subset of the total sample.

CBT, cognitive behavioral therapy; PST, problem-solving therapy.

mental health functioning, using the SF-36 scale, im-
proved clinically significantly only for patients with the
most severe functional impairment at baseline. Problem-
solving therapy resulted in a modest, delayed benefit on
depressive symptoms and, like paroxetine, improved func-
tion only in those with the most impairment at baseline. In
addition, 2 trials evaluated psychosocial interventions. In a
controlled trial, Miranda and Munoz evaluated 8 sessions
of CBT in an ethnically diverse, urban, primary care
population. At 4 months’ postintervention, CBT showed a
delayed, moderately positive effect that persisted to the
12-month follow-up.?® An underpowered trial in family
practice showed positive but statistically insignificant
effects of a telephone-based problem-solving therapy.>*
Two studies comparing multifaceted interventions
(including pharmacotherapy) to usual primary care for
depression showed important positive effects for the
subgroup with major depression but not for minor
depression.?%2% Although the proportion of patients
receiving at least 3 months of adequate antidepressant
medication increased from about 40% to almost 80%,
patients with minor depression were not benefited. Both
the multimodal intervention and usual-care treatments
produced very high response rates for patients with minor
depression (50% to 70%). Collectively, these studies
provide only mixed support for a small to moderate
benefit for the antidepressant medications and psycholog-

ical treatments tested. Applying these results in clinical
practice is complicated by definitions for minor depression
that varied in every study reviewed.

Antidepressants and Psychological Treatments for
Premenstrual Dysphoric Disorder

A recently published systematic review of selective
serotonin reuptake inhibitor (SSRI) therapy for women with
severe PMS symptoms (PMDD) included a meta-analysis of
treatment outcomes from 15 well-designed randomized-
controlled trials involving 904 women.'” We identified
1 additional trial abstract®” evaluating treatment with an
SSRI, as well as 8 additional controlled trials investigating
various active treatments other than SSRIs.?®™® Major
characteristics and qualitative results from these trials are
summarized in Table 4. Trials were conducted almost
exclusively in university settings, with patients recruited by
advertisement, referral, or through a specialized pre-
menstrual syndrome clinic. Patients were carefully
screened to ensure that diagnostic criteria were met and
to exclude patients with recent or ongoing major depression
or coexisting psychiatric illness such as alcohol abuse.
Treatments evaluated by individual trials included sertra-
line, fluoxetine, paroxetine, fluvoxamine, citalopram, clo-
mipramine, venlafaxine, maprotoline, desipramine,
bupropion, alprazolam, atenolol, and bright-light therapy.
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The majority of trials (96%) studied short-term (<3 to
4 months) interventions and generally did not report any
long-range follow-up beyond the intervention period.

No controlled trials of psychological treatments were
identified for PMDD, but at least 5 trials evaluated CBT for
premenstrual syndrome. These trials are relevant because
they included some patients with “severe premenstrual
syndrome” and dysphoria.3¢-4°

The systematic review by Dimmock and Wyatt con-
cluded that SSRI therapy is associated with a 6.9-fold (95%
confidence interval, 3.9 to 12.2) greater improvement in
physical and psychological symptoms, as assessed by
various prospective symptom-based rating scales, when
compared to placebo. The best-studied treatments are
sertraline (5 studies, 364 subjects) and fluoxetine (7 stud-
ies, 398 subjects); citalopram, fluvoxamine, and parox-
etine have been evaluated in single trials. Limited trial
data and differences in study treatment regimens made it
impractical to evaluate for differences in effectiveness
among different SSRIs or different dosages of the same
SSRI. Although 13 of 15 trials enrolled patients based
primarily on psychological symptoms of PMDD, there
appeared to be a comparable response in decline of
physical symptoms. Four of the 15 trials used intermittent
or semi-intermittent dosing regimens. Sensitivity analyses
with these individual groups showed that intermittent
regimens were also significantly more effective than placebo
and comparable in effect to continuous dosing regimens.
A recently reported trial of 281 women with PMDD, not
included in this systematic review, reported significant
improvements in global clinical assessments in those
treated with luteal-phase sertraline therapy when com-
pared to placebo.?”

Support for alternatives to SSRI pharmacotherapy
comes from an abstract reporting a significantly greater
improvement in daily symptom scores in 157 women with
PMDD who were treated with 50 to 200 mg of venlafaxine
daily, when compared with placebo.>® There are limited
data from small studies suggesting potential benefit for
alprazolam, atenolol, bright-light therapy, and the prima-
rily serotonergic tricyclic antidepressant clomipramine.?8-34
Two randomized trials evaluating the primarily noradren-
ergic tricyclic antidepressants maprotiline and desipra-
mine, however, failed to show significant treatment
benefits when compared to either placebo or an SSRI.*!*2
Evidence for CBT is mixed for premenstrual syndrome; 3
trials show benefit>¢38 while 2 trials show no benefit over
placebo.?9%° It is unclear how these results would
translate to patients with PMDD. We did not identify trial
data for other psychological treatments.

Although antidepressant medications showed benefit
in patients with PMDD, translating these results to routine
clinical practice may be challenging. First, patients were
highly selected and may not be typical of patients with
PMDD in primary care. Second, most trials used placebo
run-in or symptom monitoring phases to exclude placebo
responders and subjects who would not adhere to the

protocol. For these reasons, effectiveness in routine clinical
practice may be less than that seen in these trials.

Herbals and Other Treatments

A wide range of herbal and other complementary
treatments have been evaluated for major depression or
premenstrual syndrome. Although these therapies have not
been evaluated specifically in patients with minor depres-
sion or PMDD, we review selected treatments because
patients and their physicians frequently consider them.

Two recent literature syntheses evaluated herbal treat-
ments for depressive disorders.?*® St. John’s Wort (hype-
ricum) was evaluated in 17 placebo control trials; there were
no studies evaluating the herbals Kava Kava or Valeriana.
St. John’s Wort was more effective than placebo at achieving
clinically significant symptom reduction as measured by
various depressive symptoms scales (relative response rate
2.47; 95% confidence interval, 1.69 to 3.61) in patient
populations consisting predominately of individuals with
major depression or dysthymia, but including some with
adjustment disorder.*® A recent randomized trial studying
patients in tertiary care clinics with predominantly recur-
rent major depression averaging greater than 2 years in
duration found that St. John’s Wort was not superior to
placebo.** It is unclear how these results would translate to
patients with minor depression or PMDD. Further, com-
monly available preparations of St. John’s Wort may not
meet the standards followed in these trials for active
ingredients.

Aerobic exercise, typically in at least 3 supervised
sessions per week, has been effective in controlled studies
for mild to moderate major depression and for premen-
strual syndrome.*>®! There is limited trial evidence that
vitamin B6, and evening primrose oil may benefit pre-
menstrual syndrome. In 5 poor-quality trials reporting
effects on depressive symptoms, patients taking Vitamin
B6 (50 to 600 mg/day), were 1.69 (95% confidence
interval, 1.39 to 2.06) times more likely to improve than
those taking placebo.*® Of the 6 small studies reporting
the effects of evening primrose oil, only 3 showed small
beneficial effects overall.? It is unclear if similar results
would be obtained in patients meeting the stricter criteria
for PMDD.

Adverse Effects

A recent systematic review compared common adverse
effects for SSRIs versus tricyclic antidepressants in
patients with major depression.? Although adverse event
rates for patients with minor depression may differ from
those with major depression, these data are the most
direct evidence available until more treatment studies are
completed in patients with minor depression. In major
depressive patients, headache (15% vs 11%), insomnia
(13% vs 6%), and diarrhea (12% vs 3%) were significantly
more common for SSRIs. Dry mouth (48% vs 18%),
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constipation (21% vs 8%), dizziness (19% vs 8%), tremors
(11% vs 7%), blurred vision (10% vs 6%), and urinary
disturbances (8% vs 3%) were more common for tricyclic
antidepressants.? Primary care patients treated with
tricyclic antidepressants were more likely to discontinue
treatment due to an adverse effect (13%) than were
patients treated with a newer agent (8%) and were more
likely to change to a different class of antidepressants than
were patients begun on an SSRI.®® Adverse effects on
sexual function, a relatively frequent adverse effect of
SSRIs, could not be evaluated quantitatively. In patients
with severe PMS/PMDD, treatment with an SSRI is
associated with significantly higher adverse effects than
placebo treatment.!” The most common complaints were
insomnia, gastrointestinal irritability, and fatigue. Adverse
effects serious enough to lead to treatment dropout were
seen predominantly in a single study using 60 mg of
fluoxetine daily.'”

Serious or life-threatening adverse effects occur in
less than 1% of patients taking newer antidepressants.*>
Serious adverse effects associated with serotonin reuptake
inhibitors are bradycardia, bleeding, granulocytopenia,
seizures, hyponatremia, hepatotoxicity, serotonin syn-
drome, extrapyramidal effects, and mania in unipolar
depression. Buproprion is associated with seizures. Tri-
cyclic antidepressants are more likely than serotonin
reuptake inhibitors to be lethal when taken in overdose.'
Vitamin B6 is associated with peripheral neuropathy at
doses exceeding 200 mg/day.?>* Clinically important drug
interactions occur with all classes of antidepressants.
Recently, important drug interactions have been described
between protease inhibitors, some immunosuppressants,
and hypericum.?® Finally, abrupt discontinuation of
prescription antidepressants can cause gastrointestinal
or somatic distress, sleep disturbances, mood fluctua-
tions, and movement disorders.®® These withdrawal
syndromes appear in proportion to the daily dosage and
length of treatment and are more common with short-half-
life drugs.

DISCUSSION
Areas of Uncertainty

There are considerable areas of uncertainty regarding
almost all aspects of minor depression and PMDD. The
most pressing needs are for better studies of the natural
history and validated clinical predictors of poor outcome.
For minor depression, the limited trial data do not offer
definitive guidance on treatment options. Psychological
treatments, which seem particularly appropriate for these
milder depressions, need better evaluation. In major
depression, continuing effective antidepressant treatment
for at least 6 months after the initial response decreases the
risk of relapse by 70%.2 We need similar longitudinal trial
data for minor depression and PMDD to guide decisions
regarding optimal treatment duration and to predict long-
term treatment efficacy. Finally, longer-duration trials will

help to identify whether witnessed short-term benefits are
lasting and whether longer-duration therapy is associated
with additional adverse effects.

Status of Current Practice Guidelines for Minor
Depression and PMDD

Currently, there are no treatment guidelines for minor
depression or PMDD. Both the Agency for Healthcare
Research and Quality and the American Psychiatric
Association have published guidelines for the diagnosis
and treatment of major depressive disorder.®>” These
guidelines acknowledge the clinical relevance of minor
depression and PMDD and a need for further research,
but do not offer treatment recommendations. A 1997
guideline for depressive disorders in women, published by
the Association of Professors of Gynecology and Obste-
trics, focuses primarily on treatments for major depressive
disorder.’® This guideline emphasizes the significant
contribution of PMDD to female morbidity, but it does
not revisit the disorder in its algorithm for treating
depressive disorders. The most recent guideline for
pharmacological treatments of acute major depression
and dysthymia, published by the American College of
Physicians — American Society of Internal Medicine (ACP-
ASIM), is based on a systematic review of newer pharma-
cotherapies for depression.®® Although the guideline does
not specifically address minor depression, the systematic
review states: “There is insufficient evidence to establish
whether newer antidepressants are effective for subsyn-

dromal (minor) depression. . 2

Author Recommendations

e When initially evaluating patients with depressive
symptoms, it is imperative that primary physicians
carefully assess the number and duration of
depressive symptoms and degree of functional
impairment. This will distinguish patients with
severe impairment and numerous persistent symp-
toms (i.e., major depression), or those experiencing
lesser symptoms but of chronic duration (.e.,
dysthymia), from those with less well-identified
but clinically significant and prevalent states such
as minor depression and PMDD.

e Referral to a skilled psychiatric consultant should be
immediately considered in those patients exhibiting
suicidal ideation, or manic or psychotic symptoms.

e For depressed patients with clinically significant
social or occupational functional impairment, but
not meeting threshold diagnostic criteria for major
depression or dysthymia or having a history of
major depressive illness (i.e., patients with minor
depression), current data suggest that clinicians
should consider active treatment only for those with
more severe functional impairment; a 4- to 8-week
trial of support, education, and when appropriate,
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exercise should be considered for all others.
Patients should be re-evaluated, probably in several
face-to-face contacts, before concluding either that
the depression is resolved or that there is a need for
further intervention. For individuals who worsen or
have persistent symptoms and increasing func-
tional impairment, a trial of antidepressant medica-
tion or referral to a skilled psychotherapist for a
behaviorally based psychological treatment should
be considered.

e Because of its prevalence and impact on daily
functioning, the presence of significant physical or
psychological symptoms in a female patient should
alert any physician to the possible diagnosis of
PMDD. For the treatment of severe psychological or
physical symptoms causing functional impairment,
sertraline and fluoxetine are clearly beneficial in
carefully selected patients. Patients responding well
to daily dosing may consider a trial of luteal-phase
treatment. Limiting therapy to lower dosages (e.g.,
20 mg of fluoxetine) and using intermittent dosing
regimens may minimize adverse effects while pre-
serving efficacy.

We thank Cynthia Mulrow, MD, MSc for her helpful sugges-
tions and Elizabeth O. Cain for assistance with manuscript
preparation.

This research was supported by the Office of Research and
Development, Health Services R&D Service, Department of
Veterans Affairs.

The views expressed in this article are those of the authors
and do not necessarily represent the views of the Department
of Veterans Affairs.

REFERENCES

1. Williams JW Jr., Mulrow CD, Chiquette E, Noel PH, Aguilar C,
Cornell J. A systematic review of newer pharmacotherapies for
depression in adults: evidence report summary. Ann Intern Med.
2000:;132:743-56.

2. Mulrow CD, Williams JW Jr., Trivedi M, et al. Treatment of
depression: new pharmacotherapies. AHCPR Publication No.
99-E014. Rockville, Md: Agency for Health care Policy and
Research; 1999.

3. Depression Guideline Panel. Depression in primary care. Vol 2:
Treatment of Major Depression. Clinical Practice Guideline, no. 5.
Rockland, Md: U.S. Department of Health and Human Services,
Agency for Health Care Policy and Research; 1993.

4. Beck DA, Koenig HG. Minor depression: a review of the literature.
Int J Psychiatry Med. 1996;26:177-209.

5. Crum RM, Cooper-Patrick L, Ford DE. Depressive symptoms
among general medical patients: prevalence and one-year out-
come. Psychosom Med. 1994;56:109-17.

6. Depression Guideline Panel. Depression in primary care. Vol 1:
Detection and Diagnosis. Clinical Practice Guideline, no. 5. Rock-
ville, Md: U.S. Department of Health and Human Services, Agency
for Health Care Policy and Research; 1993.

7. Pincus HA, Davis WW, McQueen LE. ‘Subthreshold’ mental
disorders. A review and synthesis of studies on minor depression
and other ‘brand names’. Br J Psychiatry. 1999;174:288-96.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

. Maier W, Gansicke M, Weiffenbach O. The relationship between

major and subthreshold variants of unipolar depression. J Affect
Disord. 1997;45:41-51.

. Wells KB, Stewart A, Hays RD, et al. The functioning and well-being

of depressed patients. Results from the Medical Outcomes Study.
JAMA. 1989;262:914-9.

Johnson J, Weissman MM, Klerman GL. Service utilization and
social morbidity associated with depressive symptoms in the
community. JAMA. 1992:267:1478-83.

Williams JW Jr., Rost K, Dietrich AJ, Ciotti MC, Zyzanski SJ,
Cornell J. Primary care physicians’ approach to depressive
disorders. Effects of physician specialty and practice structure.
Arch Fam Med. 1999;8:58-67.

American Psychiatric Association. Diagnostic and Statistical Man-
ual of Mental Disorders: DSM-IV. 4th ed. Washington, DC:
American Psychiatric Press; 1994.

Jarrett RB. Psychosocial aspects of depression and the role of
psychotherapy. J Clin Psychiatry. 1990;51:26S-35S.
Mynors-Wallis LM, Gath DH, Lloyd-Thomas AR, Tomlinson D.
Randomised controlled trial comparing problem solving treatment
with amitriptyline and placebo for major depression in primary
care. BMJ. 1995;310:441-5.

Broadhead WE, Blazer DG, George LK, Tse CK. Depression,
disability days, and days lost from work in a prospective
epidemiologic survey. JAMA. 1990;264:2524-8.

Association of Professors of Gynecology and Obstetrics. Depressive
disorders in women: diagnosis, treatment, and monitoring.
Washington, DC: Association of Professors of Gynecology and
Obstetrics; 1997.

Dimmock PW, Wyatt KM, Jones PW, O'Brien PM. Efficacy of
selective serotonin-reuptake inhibitors in premenstrual syndrome:
a systematic review. Lancet. 2000;356:1131-6.

Steiner M, Streiner DL, Steinberg S, et al. The measurement of
premenstrual mood symptoms. J Affect Disord. 1999;53:269-73.
Pearlstein TB, Frank E, Rivera-Tovar A, Thoft JS, Jacobs E,
Mieczkowski TA. Prevalence of axis I and axis II disorders in
women with late luteal phase dysphoric disorder. J Affect Disord.
1990;20:129-34.

Paykel ES, Hollyman JA, Freeling P, Sedgwick P. Predictors of
therapeutic benefit from amitriptyline in mild depression: a
general practice placebo-controlled trial. J Affect Disord. 1988;
14:83-95.

Parnetti L, Sommacal S, Morselli Labate AM, Senin U. Multicentre
controlled randomised double-blind pracebo study of minaprine in
elderly patients suffering from prolonged depressive reaction. Drug
Invest. 1993;6:181-8.

Williams JW Jr., Barrett J, Oxman T, et al. Treatment of dysthymia
and minor depression in primary care: a randomized controlled
trial in older adults. JAMA. 2000;284:1519-26.

Miranda J, Munoz R. Intervention for minor depression in primary
care patients. Psychosom Med. 1994;56:136-41.

Lynch DJ, Tamburrino MB, Nagel R. Telephone counseling for
patients with minor depression: preliminary findings in a family
practice setting. J Fam Pract. 1997:44:293-8.

Katon W, Von Korff M, Lin E, et al. Collaborative management to
achieve treatment guidelines. Impact on depression in primary
care. JAMA. 1995;273:1026-31.

Katon W, Robinson P, Von Korff M, et al. A multifaceted
intervention to improve treatment of depression in primary care.
Arch Gen Psychiatry. 1996;53:924-32.

Halbreich U, Bergeron R. Intermittent (luteal phase) dosing of
sertraline effective in PMDD [abstract]. Int J Neuropsychophar-
macol. 2000;3:241S-248S.

Freeman EW, Rickels K, Sondheimer SJ, Polansky M. A double-
blind trial of oral progesterone, alprazolam, and placebo in
treatment of severe premenstrual syndrome. JAMA. 1995;274:
51-7.

Lam RW, Carter D, Misri S, Kuan AJ, Yatham LN, Zis AP. A



JGIM

Volume 17, April 2002 301

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

controlled study of light therapy in women with late luteal phase
dysphoric disorder. Psychiatry Res. 1999;86:185-92.

Rausch JL, Janowsky DS, Golshan S, Kuhn K, Risch SC. Atenolol
treatment of late luteal phase dysphoric disorder. J Affect Disord.
1988;15:141-7.

Sundblad C, Modigh K, Andersch B, Eriksson E. Clomipramine
effectively reduces premenstrual irritability and dysphoria: a
placebo-controlled trial. Acta Psychiatr Scand. 1992;85:39-47.
Sundblad C, Hedberg MA, Eriksson E. Clomipramine administered
during the luteal phase reduces the symptoms of premenstrual
syndrome: a placebo-controlled trial. Neuropsychopharmacology.
1993;9:133-45.

Harrison WM, Endicott J, Nee J. Treatment of premenstrual
dysphoria with alprazolam. A controlled study. Arch Gen Psychi-
atry. 1990;47:270-5.

Berger CP, Presser B. Alprazolam in the treatment of two
subsamples of patients with late luteal phase dysphoric disorder:
a double-blind, placebo-controlled crossover study. Obstet Gyne-
col. 1994;84:379-85.

Rickels K, Freeman EW. Prior benzodiazepine exposure and
benzodiazepine treatment outcome. J Clin Psychiatry. 2000;
61:409-13.

Morse CA, Dennerstein L, Farrell E, Varnavides K. A comparison
of hormone therapy, coping skills training, and relaxation for
the relief of premenstrual syndrome. J Behav Med. 1991;14:
469-89.

Kirkby RJ. Changes in premenstrual symptoms and irrational
thinking following cognitive-behavioral coping skills training.
J Consult Clin Psychol. 1994;62:1026-32.

Blake F, Salkovskis P, Gath D, Day A, Garrod A. Cognitive therapy
for premenstrual syndrome: a controlled trial. J Psychosom Res.
1998:45:307-18.

Christensen AP, Oei TP. The efficacy of cognitive behaviour therapy
in treating premenstrual dysphoric changes. J Affect Disord.
1995:33:57-63.

Corney RH, Stanton R, Newell R. Comparison of progesterone,
placebo and behavioural psychotherapy in the treatment of
premenstrual syndrome. J Psychosom Obstet Gynaecol. 1990;
11:211-20.

Freeman EW, Rickels K, Sondheimer SJ, Polansky M. Differential
response to antidepressants in women with premenstrual
syndrome/premenstrual dysphoric disorder: a randomized con-
trolled trial. Arch Gen Psychiatry. 1999;56:932-9.

Eriksson E, Hedberg MA, Andersch B, Sundblad C. The serotonin
reuptake inhibitor paroxetin is superior to the noradrenaline

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

reuptake inhibitor maprotiline in the treatment of premenstrual
syndrome. Neuropsychopharmacology. 1995;12:167-76.

Linde K, Mulrow CD. St. John’s wort for depression [Cochrane
Review]. In: The Cochrane Library. Issue 3,. Oxford: Update
Software; 1999.

Shelton RC, Keller MB, Gelenberg A, et al. Effectiveness of St John’s
wort in major depression: a randomized controlled trial. JAMA.
2001:285:1978-86.

North TC, McCullagh P, Tran ZV. Effect of exercise on depression.
Exerc Sport Sci Rev. 1990;18:379-415.

McNeil JK, LeBlanc EM, Joyner M. The effect of exercise on
depressive symptoms in the moderately depressed elderly. Psychol
Aging. 1991:6:487-8.

Veale D, Le Fevre K, Pantelis C, de Souza V, Mann A, Sargeant A.
Aerobic exercise in the adjunctive treatment of depression: a
randomized controlled trial. J R Soc Med. 1992;85:541-4.
Blumenthal JA, Babyak MA, Moore KA, et al. Effects of exercise
training on older patients with major depression. Arch Intern Med.
1999;159:2349-56.

Wyatt KM, Dimmock PW, Jones PW, Shaughn O’Brien PM. Efficacy
of vitamin B-6 in the treatment of premenstrual syndrome:
systematic review. BMJ. 1999;318:1375-81.

Lemos D. The effects of aerobic training on women who suffer from
premenstrual syndrome. Dissert Abstracts Int. 1991;52:563.

Bibi KW. The effects of aerobic training on women who suffer from
premenstrual syndrome. Dissert Abstracts Int. 1995;56:6678.
Budeiri D, Li Wan Po A, Dornan JC. Is evening primrose oil of value
in the treatment of premenstrual syndrome? Control Clin Trials.
1996;17:60-8.

Simon GE, VonKorff M, Heiligenstein JH, et al. Initial antidepres-
sant choice in primary care. Effectiveness and cost of fluoxetine vs
tricyclic antidepressants. JAMA. 1996;275:1897-902.

Parry GJ. Sensory neuropathy with low dose pyridoxine. Neurol-
ogy. 1985;35:1466-8.

Drug interactions with St. John’s wort. Med Lett Drugs Ther.
2000;42:56.

Wolfe RM. Antidepressant withdrawal reactions. Am Fam Physi-
cian. 1997;56:455-62.

American Psychiatric Association Practice Guidelines. Practice
guideline for the treatment of patients with major depressive
disorder (revision). Am J Psychiatry. 2000;157(Suppl 4):1S-45S.
Snow V, Lascher S, Mottur-Pilson C. Pharmacologic treatment of
acute major depression and dysthymia. American College of
Physicians-American Society of Internal Medicine. Ann Intern
Med. 2000;132:738-42.



