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Background: With the clinical availability of fluoxe-
tine in the United States, we were interested in docu-
menting improvements in the clinical care of dysthymic
patients beyond what was reported from our clinic 2 de-
cades earlier during the “tricyclic (TCA) era”

Method: In open treatment of 42 consecutive
DSM-I11-R primary dysthymic patients who were person-
ally followed up in our mood clinic since 1988, response
was defined as sustained remission, i.e., no longer meet-
ing criteria for dysthymia and achieving DSM-I11-R Axis
V Global Assessment of Functioning (GAF) score >70
throughout much of the mean follow-up of 5 years.

Results: Compared to patients with nondysthymic
episodic major depressive disorder (N = 42), dysthymic
patients had a significantly earlier mean age at onset
(12.6 vs. 34 years), were more likely to have never been
married, had a greater frequency of superimposed major
depressive episodes (except for the 14% [N = 6] with
“pure” dysthymia), and had more psychiatric and fewer
medical comorbidities; furthermore, patients with dysthy-
mia had significantly greater familial loading of both
unipolar and bipolar disorders. Continued treatment with
TCA-type antidepressants or fluoxetine (including vari-
ous augmenting strategies) led to an overall robust and
sustained response rate of 76% (N = 32) among dysthy-
mic patients; in tandem, major depressive episodes and
suicidality were prevented in al responders. Females
treated with fluoxetine had the highest response rate
(85% [N = 17]); some were able to walk out of dependent
abusive relationships for the first timein their lives.
However, dramatic responses with “hyperthymic”
switches in temperament occurred in only 12% of dysthy-
mic patients; nearly all were males with bipolar family
history. The more prototypic positive change among dys-
thymic responders consisted of coping with daily hassles
without being overwhelmed. Qualitatively, the highest
level of adaptive functioning was observed among fluox-
etine-treated dysthymics (50% of responders [N = 12]
achieved DSM-111-R GAF score of 81-90). Of TCA-
treated patients, 39% had intolerable side effects, necessi-
tating switch-over to fluoxetine. Agitation occurred in
11% of fluoxetine-treated patients (N = 4) and was asso-
ciated with nonresponse and/or dropout; otherwise, this
selective serotonin reuptake inhibitor was well tolerated,
thereby contributing to long-term compliance. More pro-
vocatively, patients with dysthymia who had required
extensive psychotherapeutic attention prior to state-of-
the-art pharmacotherapy no longer required such therapy.

Conclusion: These data extend and enrich what has
been learned from controlled trials among dysthymic
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patients. With sustained pharmacotherapy and specialized
clinical carein aprivate mood clinic, 3 of 4 patientsim-
mersed in gloom for much of their lives achieved for the
first time good to superior levels of functioning that were
maintained for an average of 5 years. Although the art of
clinical management of dysthymia should be fully
grounded in understanding the interpersonal context of
depression, we submit that SSRIs such as fluoxetine ap-
pear broadly efficaciousin areas previously deemed to be
the domain of formal psychotherapy.

(J Clin Psychiatry 1999;60:508-518)
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Every task stands in front of them like a mountain; life with its
activity is a burden which they habitually bear with dutiful self-
denial without being compensated by the pleasures of
existence. . . . They have “ very little vital energy,” they despair
at every task, and become anxious and despondent with extreme
facility. . . they feel themselves good for nothing. .. regard
themselves as nature’s step children . . . they are without initia-
tive, uncertain, they ask for advice on the slightest occasion.
—Emil Kraepelin®

‘ urrent dataindicate that so-called “minor,” dysthy-

mic or otherwise subthreshold depressions are as-
sociated with considerable morbidity, comorbidity, and
functional impairment.*® This is largely due to the pro-
tracted, intermittent or chronic nature of these conditions,
of which the most studied entity is dysthymia. This disor-
der was introduced into the official American Psychiatric
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Association (APA) nomenclature in 1980° and in the In-
ternational Classification of Diseases (ICD-10) in 1992.
In their habitual self, these patients exhibit chronic or in-
termittent low-grade depressive symptomatology of
insidious onset often dating to early life. Our 1980 open
observation of thymoleptic response® has been replicated
in double-blind trials®® demonstrating low rates
(12%-17%) of placebo response compared with signifi-
cantly higher rates of response to imipramine and phenel-
zine (ranging, respectively, from 45%-70%), and con-
siderable attenuation of characterologic and social
disturbances with extended treatment beyond the acute
protocol. Despite such gainsin our therapeutic armamen-
tarium against chronic depression, autonomic side effects
and weight gain are often problematic with tricyclic
antidepressants. Hence the current shift of interest to
newer agents: the reversible monoamine oxidase inhibitor
moclobemide,™ the atypical neurol eptic amisul pride***—
both presently unavailable for clinical use in the United
States—and selective serotonin reuptake inhibitors
(SSRIs) such as fluoxeting'**® and sertraline.™®

Despite the increasing methodologic sophistication of
acute phase controlled trials,” open extension of pharma-
cotherapy over 18 months reveas success rates of ap-
proximately 50%.'® How patients in actual treatment set-
tings fare is presently unknown. As our 1992 2-year
outcome results with fluoxetine were encouraging (espe-
cially in women),” in this article we are reporting 5-year
datafrom our open systematic longitudinal study. To prop-
erly assess the impact of emerging pharmacologic ap-
proaches on the outcome of dysthymia, we examined in
great detail the clinical picture, temperamental aspects,
comorbidity, familial background, gender issues, and the
prospective course of this disorder in a well-defined core
group of dysthymic patients. In reporting our findings, one
of our main objectivesisto illustrate the clinical manage-
ment of dysthymia with state-of-the-art approaches that
have evolved in our specialized mood clinic program. The
present report focuses on fluoxetine, because it has been
available the longest in the United States, and we could
pull long-term clinical data on a sufficiently large cohort.

PATIENTS AND METHOD

Diagnostic Procedures

The 42 consecutive adult (= 18 years) outpatients with
primary dysthymia at index evaluation were all enrolled
in our mood disorders program, which consists of an in-
terwoven network of university- and private hospital—
based mood clinics. Their low-grade depressive symp-
tomatology began insidiously, was not a sequel to major
depressive episodes, and represented the habitual self of
the patient. We excluded those with past history of un-
equivocal hypomanic or manic episodes and those with
chronic psychotic disorders. Because the main objective
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of the present study is to characterize primary dysthymic
disorder from clinical and therapeutic standpoints, comor-
bid conditions such as panic attacks, bulimia, and sub-
stance abuse were permitted if they did not dominate the
clinical picture.

Clinical assessment in our program is based on the
Mood Clinic Data Questionnaire (MCDQ), a semistruc-
tured tool developed at the University of Tennessee.® The
diagnostic criteria derived from Feighner et al.** are en-
riched with affective spectrum diagnoses (e.g., dysthymia
and depressive temperaments). Diagnosis conformsto the
DSM-III-R definition of dysthymia?® Depressive tem-
perament® is operationally defined by a modification of
Schneider’s? description (= 5 needed): (1) gloomy, pessi-
mistic, humorless, or incapable of fun; (2) quiet, passive,
and indecisive; (3) skeptical, hypercritical, or complain-
ing; (4) brooding and given to worry; (5) conscientious or
self-disciplining; (6) self-critical, self-reproaching, and
self-derogatory; and (7) preoccupied with inadequacy,
failure, and negative events to the point of morbid enjoy-
ment of one's failures. (The distinction between dysthy-
mia and depressive temperament has been found to be
valid.?%) As for Axis Il descriptors (DSM-I1I-R), we
opted on clinical grounds to assign the dominant person-
ality at thetrait level—1 item less than the threshold—and
above. We are aware that, except for depressive personal-
ity,? the reliability of individual Axis |l constructs leaves
much to be desired. For this reason, in the results we will
describe them by cluster and not subject them to statistics.

Clinical diagnoses (both Axis| and AxisI) were based
on patient interview conducted by one of us, plus exami-
nation of al available clinical information from past
records and significant others. For final inclusion of a pa-
tient in the study, after examining al the clinical findings,
both authors had to reach 100% consensus on each case as
representing “primary” dysthymia. The thrust of these
procedureswasto limit inclusion to astrictly defined dys-
thymic group and to assure that if major depressive
episodes were superimposed, they arose from a well-
established dysthymic baseline. Superimposed major de-
pressive episodes were diagnosed only when the symp-
tomatic level had so accentuated asto meet the DSM-I11-R
threshold, concomitant with deterioration of social and/or
vocational functioning from that of the dysthymic base-
line. For selected comparisons, we identified 42 consecu-
tive nonbipolar patients with episodic major depressive
disorder but without dysthymia—from the same clinical
settings—with comparable index age (= 5 years).

Family history was based on Winokur’s approach as
incorporated into the Research Diagnostic Criteria
(FH-RDC)?": we focused on major mood disorder sub-
types, acoholism, and suicide. All dataare on first-degree
adult relatives. Two thirds of the relatives were patients
under our care or were available for direct interview;
hence, much of the familial data consist of diagnoses vali-
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dated by follow-up care. A hierarchy was used in report-
ing percentages of patients with familial mood disorder
whereby the presence of bipolar illnessin the samelineage
precluded counting any patient with coexisting major de-
pressive disorder; in other words, patientswith unipolar ill-
ness in a given lineage were counted only in the absence
of bipolar illness. This approach is justified inasmuch as
we sought to identify the proportion of dysthymic patients
who came from bipolar versus unipolar pedigrees.

Patients enrolled in our clinical program routinely pro-
vide consent as required in each of its component clinics
and by Institutional Review Boards for the protection of
human subjects.

Course and Treatment Outcome

Given the difficulty of dating age at onset in an insidi-
ousillness, for the majority who could not pinpoint a spe-
cific age at onset, we asked them to approximate it in the
following ranges: 6-9, 10-13, 14-17, or 18-21 years.
They were then asked to identify a major milestone in
their lives and date dysthymic symptomatology vis-&vis
that event. Patients were followed up for amean + SD of
55.2 + 36.9 months.

Treatment was clinician’s choice open design. Mainte-
nance treatment in all instances was with antidepressants
and thymol eptic agents as warranted clinically and at dos-
age levels tolerated by each patient. In line with
established routines in our program, al patients received
supportive psychotherapy and psychoeducation at one
phase or another; more formal psychotherapy such as
individual psychodynamic therapy, group cognitive-
behavior therapy, or conjugal therapy was provided to the
few who needed it.

Response was defined conservatively as unequivocal
clinical improvement with a DSM-111-R Global Assess-
ment of Functioning (GAF) score of > 70 sustained be-
yond 6 months; this also meant that patients no longer met
the symptomatol ogic criteriafor dysthymia. We used this
stringent criterion to assure that the response was not
merely part of the natural fluctuation of the habitual dys-
thymia in and out of major depression and that the im-
provement in dysthymic symptomatology was of such a
magnitude that it was reflected in a sustained qualitative
change in functioning. GAF scores were obtained during
prospective follow-up visits, which varied in frequency
depending on clinical necessity. Conservatively, al those
who dropped out of treatment before showing such sus-
tained improvement were counted as treatment failures.

Statistical Procedures

Statistical comparisons were made between the dys-
thymia and episodic major depressive disorder groups, as
well as between the responder and nonresponder sub-
groups of dysthymic patients, on several demographic
and clinical parameters. Categorical data were compared
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using either chi-square (with Yates correction, when nec-
essary) or r x ¢ tables with Miller’s® follow-up method
for morethan 2 variables. Fisher exact statistics were used
when indicated. Student t test statistics were reserved for
continuous data. We conservatively used 2-tailed statis-
tics. The statistical tests within the dysthymic group are
post hoc without a priori hypotheses and are cited for il-
lustrative purposes only.

RESULTS

Demographic Characteristics

Continuous variables are expressed as mean = SD.
Dysthymic patients had a mean index age of 34.8 + 11.9
years, evenly divided between male and female. With re-
spect to marital status, 55% (N =23) of the dysthymic
group were currently married, 12% (N = 5) separated or
divorced, and 33% (N = 14) were never married; mean
number of marriageswas 1.29 + 0.46. We compared these
demographic variables with those of the nondysthymic
patients with episodic major depressive disorder. By in-
clusion requirements, the index age of 38.0 + 8.8 yearsfor
the patients with episodic major depressive disorder was
comparable to that of dysthymic patients (F=1.93,
df =1,82; p=NS). The sex ratio of 3:1in favor of female
among patients with episodic major depressive disorder
was statistically different from the 1:1 ratio among pa-
tients with dysthymia (x?=5.05, df =1, p=.025). We
then compared the 2 groups on marital status. dysthymic
patients were more likely to never marry than patients
with episodic major depressive disorder (33% vs. 3%,
¥?=13.88, df = 2, p <.001).

Age at Onset and Past Course

Although 50% (N = 21) had past psychiatric hospital-
izations for major depressive episodes, all dysthymic pa-
tients entered the present study as outpatients. Only 14%
(N =6) had never had any discernible major episodes;
19% (N = 8) had had a single episode, 12% (N =5) had
had 2 episodes, and the majority (55% [N = 23]) had had
3 or more episodes. By contrast, anong the patients with
episodic major depressive disorder, the majority had 1
episode (55% [N =23]), 26% (N =11) had 2 episodes,
and only 19% (N = 8) had 3 or more episodes (y? = 16.40,
df =2, p<.001).

Nearly two thirds of the dysthymic patients (N = 14)
had their onset at puberty or before (33% at 6-9 yearsand
29% at 1013 years); onset in the remaining was at 14 to
17 years in 24% (N =10), and above age 18 in 14%
(N =6); only 1 of the latter patients (2% of the total) de-
veloped dysthymia after age 25 (specifically at age 27).
Themean age at onset of 12.6 + 5.5 yearsfor patientswith
dysthymia was significantly younger than that of
34.0 + 8.3 years for patients with episodic major depres-
sive disorder (F =194.66, df = 1,82; p <.0001). Despite
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such early onset of |ow-grade depressive symptomatol ogy
in the dysthymic group, the mean age at which patients
first sought professional help was 27.7 + 9.6 years, and
first psychiatric contact was at age 29.5 + 9.0 years. Thus,
dysthymic patients waited for an average of 15.1 = 10.6
years before seeking help, compared with 1.9 + 4.8 years
in their nondysthymic counterparts with episodic major
depressive disorder (t = 7.35, df = 57.34, p <.0001).

Prior to referral to us, most dysthymic patients had re-
ceived either psychotherapy (36%, N =15) or no treat-
ment at all (21%, N = 9); the remaining 43% (N = 18) had
received primarily 1 or 2 trials of tricyclic antidepressants
(TCAS) at essentially subtherapeutic doses (e.g., lessthan
imipramine equivalent of 150 mg).

Clinical Manifestations

Core manifestations observed or reported by more than
two thirds of dysthymic patients included the following:
in the domain of mood, gloominess, irritable morosity,
and joyless existence; low self-esteem, guilty ruminations,
brooding, pessimistic outlook, and thoughts of death
dominated the cognitive realm; asthenia, inertia, sluggish-
ness, and social withdrawal characterized the psychomo-
tor sphere; and lethargy with classic diurnality (i.e., iner-
tiaand gloominessworsein theam.) represented the main
“vegetative” disturbances. It is noteworthy that most of
these manifestations are more in the subjective and cogni-
tive realms, yet they include such classic “endogenous’
features as anhedoniaand diurnality. Weight gain occurred
in 48% (N = 20) of patients with dysthymia; but as many
as29% (N = 12) lost weight, which, in most instances, oc-
curred during superimposed major depressive episodes.
Transition to major depressive episodes was further her-
alded by middle or terminal insomnia, poor concentration,
observed retardation, inability to function, hopel essness,
and intense preoccupation with suicide.

Ten patients with dysthymia (24%) had a history of
suicidal behavior as compared with only 3 patientsin the
episodic major depressive disorder group (7%) (x°= 7.84,
df =2, p<.02). Thismay in part be dueto thefact that the
dysthymic patients, having been ill longer, had engaged in
more suicidal behavior.

Fall-winter accentuation of dysthymia occurred in 7
female and 3 male patients (24%). Marked premenstrual
accentuation of dysthymic symptomatology for about as
long as 1 week occurred in 67% (N = 14) of women.

Personality

Of Axis Il descriptors, most patients with dysthymia
(83% [N =35]) fell into the “anxious cluster,” with far
fewer (17% [N = 7]) in the “dramatic cluster.” A similar
pattern could be seen in the patients with episodic major
depressive disorder (86% [N = 36] in the anxious cluster).
Fifty percent of the patients with dysthymia (N = 21) met
the criteria for depressive temperament (48% female
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[N =10], 52% male [N = 11]). This temperament over-
lapped highest with the avoidant (8 of 8), followed by de-
pendent (9 of 12), less with the obsessive (4 of 13), and
not at all with dramatic traits.

Family History

We compared 41 dysthymic patients (omitting the 1
patient who was adopted) with 41 of the matched
nondysthymic patients with episodic major depressive
disorder. The respective rates were as follows: bipolar
(24% vs. 3%), unipolar (61% vs. 24%), and alcoholism
(10% vs. 29%) (*=29.39, df = 2, p < .0001).

Associated Features

By entry criteria, we had excluded patients whose ill-
ness was dominated by nonmood disorders, yet the course
of dysthymia was punctuated by the intermittent appear-
ance of various other Axis | symptomatologies in 55%
(N =23). Theseincluded a cohol (17%), caffeine (12%, as
defined by Greden and Walters®), and marijuana (5%)
abuse, bulimia (14%), as well as social phobia (19%) and
panic attacks (10%). Although 45% of dysthymic patients
(N = 19) exhibited excessive worrying, they did not other-
wise meet the strict criteria for generalized anxiety disor-
der. Likewise, we did not diagnose generalized anxiety dis-
order in patients with episodic major depressive disorder,
because of the redundancy involved. Asfor Axis| comor-
bidity in the episodic major depressive disorder group,
12% had alcohol abuse, 2% caffeine abuse, 2% polysub-
stance abuse, 5% somatization hysteria, and 5% panic dis-
order (the total of 26% was significantly less than that of
55% in the dysthymic group, «?= 5.98, df = 1, p < .05).

Concurrent Physical Illness

Five dysthymic patients (3 women and 2 men) had bor-
derline hypothyroidism as defined by Extein and Gold,®
and 2 had hypothyroidism secondary to past surgery or ir-
radiation (total with thyroid disturbance = 17% [N = 7]).
In addition, 1 patient had chronic uropathy, 1 had history
of subdural hematoma evacuated by surgery, 1 had had
chemotherapy for lymphoma, and 1 had essential hyper-
tension. Axis Il comorbidity in patients with episodic
major depressive disorder included 8 with essential hyper-
tension, 3 with hypothyroidism, 3 with recurrent urinary
tract infection, 3 with peptic ulcer disease, and 1 each with
cytomegal ovirus hepatitis, infectious mononucleosis, pso-
riasis, and polycystic ovarian disease (the total of 50%
was significantly greater than that of 26% in the dysthy-
mic group, x*=4.07, df = 1, p<.05).

Outcome

Seventeen dysthymic patients were started on fluoxe-
tine therapy de novo, i.e., no past treatment with any anti-
depressants; 23 patients were given TCAs at some phase
in their treatment, and the remaining 2 patients were
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treated with the monoamine oxidase inhibitor (MAOI)
phenelzine. Of the 23 TCA-treated patients, 18 were later
placed on fluoxetine—either because of nonresponse
(N =9) or because of intolerable side effects (anticholin-
ergic, N = 4; weight gain, N = 4; ECG changes, N = 1)—
raising fluoxetine-treated patients to 35. Judgment of
TCA nonresponse and intolerable side effects was based
on at least 8 weeks of treatment.

Twenty-four (69%) of the 35 fluoxetine-treated pa-
tients responded with GAF scores > 70, compared with 12
(52%) of 23 TCA-treated patients. Although these overall
response rates by drug were not statistically significant,
drug response analyses by gender showed significant dif-
ferences. Thus, within the fluoxetine group, 17 (85%) of
20 females responded, while only 7 (47%) of 15 males
were fluoxetine responders (Fisher exact test, p =.027).
Among the TCA-treated patients, 5 (45%) of 11 females
responded, as compared to 7 (58%) of 12 males (Fisher
exact test, p=.728). All 9 patients (100%) who previ-
ously responded to a TCA and then were switched to flu-
oxetine because of side effects also responded to fluoxe-
tine. Six (67%) of 9 TCA nonresponders had good
response to fluoxetine.

Pretreatment-GAF scores for the entire dysthymic
sample were 51.74 + 6.12 for the fluoxetine-treated sub-
group versus 50.43 = 6.90 for the TCA-treated subgroup;
posttreatment-GAF scores were 71.06 + 10.88 for the flu-
oxetine subgroup versus 64.39 + 9.16 for the TCA sub-
group. Among responders, posttreatment-GAF scores
were 77.67 = 4.44 for fluoxetine versus 72.0 = 1.81 for
TCA. All (12/12) posttreatment-GAF scores among the
responders in the TCA group were in the 71-80 range. In
the fluoxetine group, the posttreatment-GAF scores
among 12 respondersrose to 71-80 and among another 12
rose higher, 81-90. An interesting finding among 12%
(N =5) of the fluoxetine-responsive dysthymic patients
(which was not observed in TCA-responsive dysthymic
patients) was hyperbolic statements such as “It is like
having a new brain,” “1 feel reborn psychologically,” “I
am on a higher plane of existence | never knew before,”
“l never knew one can experience such intense joy,”
and “I feel supernormal—if that is possible.” Four of
these 5 patients had bipolar family history.

The more noteworthy finding common to all respond-
ersisthat they were now able to cope with ongoing stres-
sors—even major ones—without decompensation. Thus,
many patients stated that minor aggravations of daily ex-
istence, which used to overwhelm them, could now be
dealt with easily. These responders no longer met Axis 11
diagnoses at the trait level. Over months to years prior to
the institution of rigorous and appropriate pharmaco-
therapy, these patients had needed various forms of psy-
chotherapy 6 or more times per month; following thymo-
leptic response, most of them were seen no more than 6
times per year, without the need for formal psycho-
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Table 1. Final Outcome of Dysthymia With Various
Pharmacologic Regimens

Outcome N

Fluoxetine responders (N = 24)
Fluoxetine only 1
+Levothyroxine
+Lithium
+Doxepin
Fluoxetine nonresponders (N = 10)
Lost to follow-up
Lithium < 6 months
Fluoxetine < 6 months 1
Other responders (N = 8)
Tricyclics
MAO inhibitors
Lithium

NN RPN

W N W

therapy. None of the responders required hospitalization
throughout the follow-up period.

Suicidal behavior—reported by 10 patients with dys-
thymia (24%) at index evaluation—was not observed
throughout the follow-up period. Eight of 10 who had en-
gaged in past suicidal behavior were among the respond-
ers. All suicidal activity had been through overdose, of
which half (5 of 10) had been serious (e.g., requiring ad-
mission to a critical care unit). In these 10 patients, the
mean period from first suicide attempt to index treatment
(55.8 months) and the period of follow-up with state-of-
the-art treatment (61 months) were comparable, suggest-
ing that such treatment may have played a crucial role in
preventing suicidal behavior.

Poor response to fluoxetine in dysthymic patients was
associated with substance abuse history (91% vs. 13%)
(Fisher exact test, p<.0001), but not with bulimic fea-
tures (27% vs. 13%), (Fisher exact test, p = .35).

Fluoxetine side effects, which were generally transient
and did not result in discontinuation of treatment, included
headaches (N = 5), insomnia (N = 4), weight gain (N = 4),
nausea (N = 2), vivid dreams (N = 2), sweating (N = 4),
decreased libido (N = 6), anorgasmia (N = 3), and over-
sedation (N = 1). However, 4 developed agitation in the
early course of their treatment with fluoxetine, and all 4
were dropout nonresponders (Fisher exact test, p = .006).

Table 1 summarizes the outcome status of all patients
with different pharmacologic regimens. Ultimately,
among responders, 3 were on TCA monotherapy, 2 on
MAOQOI monotherapy, and 3 on lithium monotherapy. For
optimal clinical benefit, to raise their GAF scores > 70,
nearly half of the fluoxetine responders needed augmenta-
tion with either levothyroxine (N = 7), lithium (N = 2), or
doxepin (N = 1). That fluoxetine was the crucial factor in
fluoxetine responders was supported by the fact that flu-
oxetine discontinuation led to clinical deterioration in ev-
ery augmented patient. That the superior quality of re-
sponse among fluoxetine responders was not due to
thyroid augmentation can be observed in the fact that only
2 (29%) of 7 fluoxetine responders who were augmented
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with thyroxine had GAF scores> 80, in contrast to 10
(71%) of 14 nonaugmented fluoxetine responders. Fur-
thermore, as can be gleaned from cases 1, 2, and 3 (see
below), thyroid augmentation had been previously used
unsuccessfully during TCA trias. Regarding lithium aug-
mentation with fluoxetine in 2 fluoxetine responders, such
augmentation had earlier failed during a TCA trial. Fi-
nally, doxepin used in case 1 (see below) had proved inef-
fective as an antidepressant and benefited the patient only
as a bedtime sedative for insomnia.

In the entire cohort, 10 were deemed fluoxetine nonre-
sponders. Seven of them (4 males and 3 females) werelost
to follow-up before their treatment with fluoxetine could
be adjusted or enhanced. In 2 other male patientswho failed
fluoxetine, we substituted lithium, and both showed good
response, but did not stay on lithium long enough to meet
the preestablished criterion for 6 months of sustained re-
sponse. They reported by telephone to be doing well, just
like athird male who, after using fluoxetine for less than 6
months, seemsto have goneinto remission without further
intervention. These 3 patients appear to have cycled out of
an intermittent dysthymic illness of the “sub-bipolar” type
previously described by us.2** We conservatively consid-
ered them fluoxetine nonresponders because their remission
is best regarded as spontaneous recovery. We submit that
future relapse in these 3 patients might be prevented with
continued lithium prophylaxis; actually, as described ear-
lier, 3males (2 TCA and 1 fluoxetine failures) did respond
to continued lithium monotherapy in the present series.

Once optimal treatment was established for a given pa-
tient, occasional downward dips in GAF scores were re-
versed with the use of terminal sleep deprivation, photo-
therapy, sleep hygiene, and reduction in caffeine and
alcohol intake. Of those few patients on long-term weekly
psychotherapy in the present sample, none crossed the
GAF threshold of response (> 70) until the institution of
pharmacotherapy specifically tailored to the needs of each
patient.

The overall responseto all treatmentsis 32 (76%) of 42
dysthymic patients. Spontaneous recovery is an unlikely
explanation in this responder group prospectively fol-
lowed up for 62.13 + 36.98 months, because nearly all pa-
tients attempted to discontinue their medication for weeks
at atime during thefirst 2 years, to painfully learn (due to
return of symptoms) that they could not do without it.
Reinstitution of pharmacotherapy in all such instances re-
sulted in return to a GAF level > 70.

Case Studies

The following vignettes provide descriptions of proto-
typic dysthymic patients and their course with various
treatments.

Case 1. A 23-year-old single commercial artist pre-
sented for outpatient care with depression she described
as “so bad | have had it every day of my life.” She typi-
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cally felt worse in the morning. She reported feelings of
worthlessness and excessive guilt over past sexual experi-
ences and complained of chronic headaches. She also had
recent onset of weight loss and decreased energy, and had
entertained the idea of overdose. She dated her depression
to age 10, around the time when her mother died in a car
accident. She was aways critical of herself, a “worrier
and a compulsive overachiever.” She had sensitive ideas
of reference and a chronic preoccupation with “the use-
lessness of living in this saturnine world.” Both her
mother and brother had received treatment for recurrent
depression.

Full past trials on nomifensine, 2 secondary TCAS, 3
MAQIs, trazodone, as well as lithium and liothyronine
augmentation, all had yielded disappointing results. She
received individual dynamic psychotherapy as well as
cognitive group therapy throughout thisrefractory period.
Fluoxetine, 20 mg, increased to 40 mg/day after 6 weeks,
resulted in significant progress that peaked at 6 months.
Only then was she able to break off an abusive relation-
ship with an older man with whom she had been living for
the past 3 years, and moved out on her own. Later on, she
took her medication irregularly and relapsed, with prompt
improvement when in compliance again. She described
her progress on fluoxetine as “ongoing major stresses no
longer overwhelm me.” She is enjoying her work and is
seeking agreater circle of friends. Her follow-up GAFisa
robust 85. This caseillustrates that, despite 5 years of re-
sistance to all available pharmacologic and psychothera-
peutic approaches, this patient responded to fluoxetine:
for the last 5 years she has taken 40 mg/day and is essen-
tially free of depression.

Case 2. This 75-year-old, married, retired English
teacher reported feelings of futility, recurrent thoughts of
death, and a sense of being engulfed in gloom when she
awakened in the morning. She said that, since age 9, “I
have never known happiness, yet | can’t think of any ex-
ternal cause.” She remembered herself as aways being
pessimistic and guilt-prone; she also described herself as
sensitive to criticism, avoiding intimate contacts. Her
brother attempted to shoot himself at age 35. The patient
first sought professiona help at 40 years of age, because
by then—after a few years of marriage—"1 was con-
vinced that the depression was me, yet | could not refrain
from ascribing terrible things to my husband.”

Formal psychoanalysis, conjugal therapy, and minor
tranquilizers she was given off and on over the years did
little to alleviate her fluctuating depression; at the peak of
these depressions she lost al interest in hobbies and
avoided all socia contact except at work. Only fluoxetine,
gradually increased to 40 mg/day, in combination with
doxepin, 75 mg h.s. for sleep, led to significant improve-
ment and broke off her long-term dependence on loraze-
pam. The patient is now being seen only in outpatient
follow-up once every 2 months. She reports occasional
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minor sleep disturbance. Her relationship with her hus-
band has much improved; she no longer perceives him as
an “insensitive bastard.” She has thus maintained good re-
sponse for 4%, years, the only extended period of
well-being she has known since age 9. Her GAF score
throughout this period has been > 80. This caseillustrates,
among others, the futility of marital therapy in chronic
depressives who are not receiving competent antidepres-
sant treatments. This case also illustrates that, unlike cer-
tain characterologic problems that tend to attenuate with
age, dysthymia can continue its unrelenting course well
into later life.

Case 3. This 25-year-old single paralegal was referred
by her minister because of “painful social avoidance.”
She also reported that she had been “unhappy and de-
pressed for as long as | can remember.” When she was a
child, the family moved “constantly” because of her
father’s job; she had difficulties adjusting in school early
on, felt awkward and self-conscious about her physical
appearance, and was unable to make friends. Nothing in
life had given her pleasure, and she carried out her job
“mechanistically.” She lacked confidence and felt that the
future held nothing for her. Alcoholism, depression, sui-
cide, and anorexia nervosa were present in her mother’s
family, while her father and a paternal uncle had extensive
histories of alcohol abuse. The patient reported that one of
her uncles had abused her sexually when she was 13.

Given imipramine, increased to 250 mg/day over 6
weeks, she overdosed without warning and had to be hos-
pitalized. She failed full trials of trazodone, tranylcypro-
mine, and isocarboxazid. Her relative best—but still sub-
optimal—response was to phenel zine, 30 mg b.i.d., which
she tolerated except for marked weight gain; lithium and
Ty augmentation did not appreciably boost her response.
Despite continued individual psychotherapy, she had
made little progress after 2/, years of outpatient treat-
ment: she remained “full of anger”—many therapists de-
scribed her as “borderline”—and abandoned treatment.
When shereturned 2 years | ater, we prescribed fluoxetine,
20 mg/day. Within 10 days the patient reported a marked
change in her mood; she began to smile and felt confident
for the first time in her life. She became involved in a
community organization and, subsequently, ventured into
an intimate relationship. She was able to set and follow
through with personal and career goals for a better future.
She has continued in follow-up every 3 months and is
maintained on a dose of 20 mg/day of fluoxetine, which
has kept her essentially asymptomatic over the past 6
years, at a GAF score of 81. This case illustrates the dis-
appearance of avoidant traits once the dysthymia is
brought under control; more remarkably, her object rela-
tions are no longer characterized by unpredictable anger.

Case 4. This 44-year-old ophthalmologist presented
with a lifelong history of being somber, unenthusiastic,
and anhedonic, always downgrading himself and his
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achievements and brooding about negative outcomes. He
was referred by his wife because he “rarely showed emo-
tions in intimate moments,” shunned leisure activities,
and was so preoccupied with unnecessary detailsthat they
never got to do anything together. He described “ habitual
gloom and an unrelaxed disposition,” which were often
accompanied by arousal and muscle tension, but which
were not related to specific preoccupation with obsessive
themes; nor was there evidence for specific compulsions.
Family history was negative for mood disorders.

This patient was so concerned with side effects of anti-
depressants that he was reluctant to take them, nor was he
willing to engage in psychotherapy. When fluoxetine be-
came available, he could be persuaded to try it. He did not
tolerate 20 mg for 2 weeks on account of insomnia, but
when the dosage was reduced to 20 mg on alternate days,
he gradually improved over a period of 2 months, was
more relaxed, smiling more often, participating—albeit
somewhat passively—in leisure activities, and being less
closed emotionally and lessrigid in daily chores. He took
fluoxetine for nearly 2 years and felt freed from the grip
of something that was “weighing me down and hindering
spontaneity.” His pretreatment GAF score of 61 had been
boosted to 81 posttreatment. The anxious-obsessive traits
did aso improve, because arguably they were secondary
to a long-standing depressive inhibition. However, this
patient eventualy stopped fluoxetine treatment, stating
that he “felt abnormal being normal” and that “being bur-
dened with cares and responsibility was natural” for him.
At last follow-up 4 years after stopping fluoxetine, his
GAF score was 65. In retrospect, this patient illustrates
the pitfalls of rapid normalization of lifelong dysthymic
traits of a more or less ego-syntonic nature, especially
when the demand for change is externally imposed.

Case 5. This 48-year-old art professor sought help be-
cause of his*“lonesome existence dedicated to contempla-
tion and sleep.” He had had 2 courses of psychoanalytic
therapy for “feeling miserable and intermittently suicidal
since age 7.” He added that since then “existing has al-
ways required effort | never had.”

Although he had written much acclaimed scholarly
books and periodically appeared on TV educational pro-
grams, he felt his career had been “at best mediocre.” He
explained: “1 am able to write because the little energy |
have is totally invested in my work.” As a consequence,
he felt he had “no life left in me.” However, he did admit
to occasional intense sexual arousal for afew hours when
“my brain vibrates with each heartbeat.” Masturbation at
such times was “intolerably pleasurable.” The very few
times he had intimate relations with women—as a result
of being “seduced” by graduate students—he had experi-
enced “passive orgasms’ and had felt “disgusted” by his
own behavior. (He denied ever engaging in homoerotic
behavior or fantasies.) These women invariably “dumped
me because they said | am not fun outside the classroom.”
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There was independent testimony that his classroom be-
havior was full of “scholarly vigor” and even occasional
“wit,” in contrast to his habitua lethargy and somber
countenance. However, he did not meet formal criteriafor
hypomania, nor cyclothymia. He wondered why, unlike
his“more cheerful, extraverted, superenergetic brother”—
who was a“womanizer”—he had “inherited the dark side”
of his manic-depressive father.

Asthefather had achieved moderate “ stability” on lith-
ium, this salt appeared like arational choice. He has been
successfully maintained on lithium, 900 mg/day (mean
blood level = 0.7 mEg/L), over 4Y, years. Although he
continues to report some degree of low self-esteem, the
intensity of suffering, self-castigation, and suicidal preoc-
cupation have essentially disappeared. Most importantly,
he is now amore spontaneous person and has been able to
forge what to this point has been an enduring relationship.
His pretreatment GAF score of 61 has been boosted to 75
posttreatment. This vignette illustrates the subtle bipolar
hintsin a subgroup of dysthymics, indicating the prospect
of lithium &=

DISCUSSION

The main limitation of the present study isthat it is not
based on double-blind procedures with extensive use of
rating scales. However, systematic long-term outcome
studies on consecutive case series in actual service set-
tings are presently unavailable on chronic mood disor-
ders. Previous naturalistic studies have demonstrated that
most dysthymics fail to recover during follow-up ranging
1 to 5 years.* In chronic depressives who had responded
acutely to imipramine and were followed naturalisticaly,
good results were observed over 1 to 5 years in the few
(11 [28%)] of 39) who stayed on imipramine monothera-
py.® Better results were obtained with desipramine in a
2-year maintenance continuation of acute responders®;
this is in part testimony that better tolerated antidepres-
sants yield superior results because of better compliance
(that is why in our 1980 study® we had favored secondary
TCAYS). The present naturalistic study which, among oth-
ers, addresses such pragmatic issues, extends the value of
pharmacotherapy in dysthymia over an average of 5 years
of follow-up. We discuss below aspects of the long-term
clinical management of dysthymia that have not received
adequate resolution in the controlled trials.

Response and Gender

In the present study, we utilized whatever was clini-
cally deemed best for a given patient. The present re-
sponse rate is more than doubled when compared with
that reported in our 1980 short-term study® (76% vs.
33%). The success of fluoxetine in the female dysthymics
seems to account largely for thisimprovement, especially
since some patients had been refractory to al treatments
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(see case reports) and showed a turnaround with fluoxe-
tine. One plausible explanation of the gender differencein
fluoxetine response is that serotonin function might be
more dysregulated in depressed females as compared to
their male counterparts.® Interestingly, one previous re-
port®* found MAOIs to be better than TCAsin female ma-
jor depressive patients. Although the numbers are too few
for a definitive statement, lithium appears more useful in
mal e dysthymicsin the present clinical sample. It is diffi-
cult to presage what could have happened to the patients
who were lost to follow-up if lithium or thyroxine had
been given to them earlier in treatment. Noncompliance,
associated with substance abuse, occurred in 3 males and
2 females. Nevertheless, in those patients who complied
with pharmacotherapy, substance abuse was brought un-
der control (suggesting that the latter could be considered
as aform of self-medication for dysthymia).

Hypomanic Switches

In spite of the absence of mania or clear-cut hypo-
mania, a dysthymic subgroup might nonetheless be
related to bipolar disorder.2s* Mania appears more
likely to complicate dysthymia identified in childhood.*
Dysthymia clinically first identified in adult life will, by
definition, lack mania and overt hypomanic symptoms;
antidepressants, however, might unmask a hypomanic po-
tential in adult dysthymia. The latter phenomenon was
observedin 7 of 65 TCA-treated dysthymic patientsin our
original report® and was significantly related to positive
bipolar family history.* Intense eutonia and other dra-
matic positive mental status changes—a shift from a de-
pressive baseline to hyperthymia—that emerged abruptly
in fluoxetine-treated dysthymicsin the present study seem
to signal abipolar diathesis and warrant clinical vigilance.
In most instances, there is a need to reduce antidepressant
dosage, e.g., fluoxetine, 20 mg 2—3 times per week, or 10
mg daily. Such reduction in dosage—or discontinua-
tion—is also relevant to the management of agitation
from fluoxetine and suggests the need to consider lithium
or other mood stabilizers.

The Question of
Fluoxetine-Induced Personality Change

Much controversy surrounds whether fluoxetine in-
duces permanent changes in personality. This depends on
what is meant by “personality.” Certainly, prior to treat-
ment, many dysthymics are morose, lethargic, and non-
assertive and cope poorly with stress. In view of the chro-
nicity of dysthymia, such symptoms act like traits, most
typically reflected by Axis Il “cluster C" attributes; the
good functioning brought about by fluoxetine in such
cases is best described as removal of depressive pathol-
ogy. Since this pathology is handicapping, its removal
does not constitute “cosmetic pharmacology” as asserted
by Kramer.* Andrews et al.*® have recently reported that
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SSRI treatment markedly reduces irritability, worrying,
neuroticism, trait depression, and trait anxiety, while
modestly increasing conscientiousness; as these authors
remark, SSRI-treated patients, rather than becoming
“careless,” become “care-less” More provocatively,
Ravindran et al.* have found that among SSRI respond-
ers, aleviation of dysthymia (and depression in general)
is significantly correlated with improvement in psycho-
logical coping mechanisms, particularly reduced emo-
tional coping and perception (of both frequency and in-
tensity) of daily hassles, without associated increase in
perception of uplifts. Likewise, anong normal volunteers,
Knutson et a.**found that paroxetine reduced hostility in
tandem with a general decrease in negative affect without
any changesin positive affect; at least one index of social
affiliative behavior increased. The foregoing data are con-
sistent with our results, where better coping with ongoing
stressors was overall a more solid correlate of fluoxetine
response than hyperbolic descriptions of superior psychic
well-being. The latter shiftsin dysthymianoted in our pa-
tients, we believe, depend less on fluoxetine and more on
a bipolar familial-genetic diathesis (4 of 5 cases in the
present series).

Reversal of Social Dysfunction

The high rate of history of major depressive episodes
among dysthymic individualsisin accord with a growing
literature®33 which indicates that most dysthymics—es-
pecialy those seen in tertiary care settings—pursue a
“double depressive’ course.® In other words, the modal
course of dysthymia is long-standing chronicity that en-
compasses major depressive episodes. The most remark-
able finding in the present study is that 76% of patients
who had been immersed in gloom over much of their lives
were essentially rendered symptom-free and functioned at
a good-to-superior level throughout an average follow-up
period of 5 years. The complete elimination of suicidal
behavior during this period is best explained by the near
compl ete elimination of depressive morbidity, both major
and subthreshold. It is aso noteworthy that, contrary to a
prevalent clinical stereotype, the presence of personality
traits from the anxious cluster—and indeed that of depres-
sive temperament—did not prevent such a robust re-
sponse to pharmacotherapy. Actually, Ravindran et al.*®
have argued that the depressive temperament is a predic-
tor of positive response to an SSRI. This suggests that the
depressive temperament might represent a putative under-
lying neuropharmacologic dimension of dysthymia
These considerations generally cohere with evidence of
marked improvement**® of social functioning with anti-
dysthymic pharmacotherapy. However, there are some
dysthymic individual s who, upon treatment with an SSRI,
have “difficulty adjusting to normality” (as illustrated in
case 4). Since such individuals with long-standing dys-
thymia may experience forced normalization as ego-
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dystonic, such “normalization” should not be the goal of
antidysthymic treatment. In these individuals, it might be
desirable to implement more gradual dosing or opt for a
less ambitious psychological endpoint. In theory, in these
patients, one could resort to fine-tuning with dimensional
psychopharmacotherapy, something that may nonetheless
evade usin practice.

The Question of Psychotherapy

One of the main reasons dysthymic patients seek psy-
chotherapy is that their depression, albeit low-grade, has
existed for such along time that they have difficulty cop-
ing with the most mundane of their daily chores. Our
opening quote from Kraepelin' describes, in more elo-
quent words, the social handicaps of these patients. Asin
our first report® we have found psychotherapeutic ef-
forts—as monotherapy—disappointing in addressing
these patients’ deficient sense of competence. We further
submit that, in dysthymia of such severity that began in
childhood, available psychotherapies do not seem to go
beyond developing a therapeutic alliance. Moreover, as
evidenced by the present case series, traditional TCAs are
only modestly helpful, even with expert “augmentation”
by various strategies. It is when fluoxetine was intro-
duced—with various adjuncts as needed—that many of
the patients effected major positive change in their clini-
cal status. More formal long-term studies with fluoxetine
and other SSRIs are needed to replicate our open clinical
findings and to clarify many unresolved issues. The ques-
tion whether “ depression-specific” psychotherapies (such
as behavioral or interpersonal) can, without medication,
fully remove dysthymic symptoms and restore a sense of
competence in the milder cases seen in more generd
practice settings will await further research. An eloquent
plea in this regard has been recently made by
Markowitz.*® On the other hand, Cooper™ has pointed out
that the psychotherapist—unaware of the constitutional
basis of dysthymia—might collude with the patient’s
masochistic defenses, thereby maintaining rather than al-
leviating the patient’s psychopathology. As patient 1 so
eloquently stated, she was able to make active use of what
she was exposed to in psychotherapy sessions only after
her disabling dysthymic illness was brought under control
with a specific thymol eptic medication; indeed, only then
was she able to walk out of an abusive relationship. Like-
wise, marital harmony was not restored in patient 2 until
chronic depressive symptoms were brought under con-
trol. We therefore suggest that, until proven otherwise,
psychotherapy in dysthymia be used as an adjunct to
pharmacotherapy. Nonetheless, as the vignettes we
present attest to, the long-term management of dysthymia
with pharmacotherapy is an art that requires not only
broad clinical experience in pharmacotherapy, but also a
thorough understanding of the interpersonal context of
depression.®
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Dysthymia as a Constitutional Substrate
of Major Depression

Subthreshold affective symptomatology has been
found to be as, if not more, disabling than major depres-
sive illness.* Moreover, it represents powerful predictors
of major depressive episodes on a prospective basis.>? The
clinical findings reported in this article invalidate the
opinion of those who tend to conceptualize dysthymia as
the“lesser” form of depressive disorders. Primary dysthy-
mia as described herein emerges as an “endogenous’ de-
pression, which, rather than being confined to major epi-
sodes, isinstead spread out over long spans of the lifetime
in an intermittent or fluctuating course.* The anxious, so-
cial phobic, and avoidant features—noted on Axes | and
Il—seem to reflect sequelae of long-standing subthresh-
old depression. Skeptics™ might argue that, had we in-
cluded all patients who met the criteriafor dysthymia, the
case could have been made for a “neurotic” subtype or
“anxious dysthymia’ as well. The thrust of our effort in
thisarticle, however, wasto characterize a core dysthymic
group of patients in whom past course and presenting
complaints were dominated by low-grade depressive suf-
fering. Any other definition of dysthymia to us appears
too broad to be clinically meaningful.

As originally formulated by Kraepelin,® such “pri-
mary” dysthymia—not arising in the course of another
psychiatric disorder—can now be said to be one of the
constitutional substrates from which major affective epi-
sodes erupt periodically.®® Traditionally, prophylaxis in
depressive illness has been aimed at the superimposed
major episodes. The present findings not only demon-
strate efficacy of long-term pharmacotherapy on the dys-
thymic—depressive temperamental—substrate of depres-
siveillness, but aso show the superior quality of adaptive
functioning achieved in a high proportion of our patients.
Itis presently unknown whether thisis due to some speci-
ficity of the serotonin system to the biological substrates
of dysthymia.*® Given the need for long-term treatment of
dysthymia, the good tolerability and acceptance of SSRIs
by patients might represent plausible reason for their suc-
cess. It would appear that such or similar beliefs have led
cliniciansto treat the range of dysthymic pathol ogy—pre-
viously deemed “refractory”—with greater enthusiasm
and rigor.®

Implications for Public Health

At least 3% of the population suffers from dysthymia.®
As in previous reports in the literature,®*"*® the present
study found that at entry, dysthymic patients were grossly
undertreated. Given the very high annual economic bur-
den of depressive disorders (especially in their chronic
forms),> the 7-fold reduction in hospitalization, the
12-fold reduction in ambulatory visits, and the suppression
of suicidality should serve as an impetus for more formal
studiesto curtail the direct costs of treating the pernicious
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forms of this disease, which do not normalize between
major episodes. Actually, a recent 12-year prospective
study has shown that interepisodic dysthymia represents
the most common symptomatic expression of major de-
pressiveillness(i.e., patients spend 27% of timein dysthy-
mia compared with 15% in major depressive episodes).*

Drug names: desipramine (Norpramin and others), doxepin (Sinequan
and others), fluoxetine (Prozac), levothyroxine (Synthroid and others),
liothyronine (Cytomel), lorazepam (Ativan and others), paroxetine
(Paxil), phenelzine (Nardil), sertraline (Zoloft), tranylcypromine (Par-
nate), trazodone (Desyrel and others).
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