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DYSTHYMIC DISORDER:
TREATMENT WITH MIRTAZAPINE

David L. Dunner, M.D.,* Helen E. Hendrickson, M.D., Carolyn Bea, B.S., Chris B. Budech, B.A.,
and Elsa O’Connor, Ed.D., Ph.D.

Dysthymic disorder is a form of chronic depression which often has its onset in
childhood or adolescence and is generally persistent throughout life. Although
originally hypothesized to be preferentially treated with psychotherapy, recent
pharmacological studies support the use of antidepressants to treat patients with
dysthymic disorder. Mirtazapine is an antidepressant which has been recently re-
leased on the U.S. market. We studied the effects of 15 to 45 mg of mirtazapine in
15 patients with dysthymic disorder on an open label basis over a 10-week period.
Four patients discontinued treatment because of sedation. Mirtazapine was effec-
tive and well tolerated in the remaining patients. Depression and Anxiety
10:68–72, 1999. © 1999 Wiley-Liss, Inc.
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INTRODUCTION
The purpose of this paper is to discuss the use of
mirtazapine in the treatment of dysthymic disorder. Dys-
thymic disorder is a form of chronic depression. In con-
trast to major depressive disorder, depressive symptoms
are not usually present nearly every day and the symp-
tom typology of patients with dysthymic disorder tends
to favor psychological rather than neuro-vegetative
symptoms [American Psychiatry Association, 1994]. The
lifetime prevalence of dysthymic disorder is estimated at
3% [Reiger et al., 1988]. Severity of depression in dys-
thymic patients is usually described as mild. However,
considerable psychosocial morbidity has been reported
[Friedman, 1993; Thase et al., 1996; Kocsis et al., 1997].
Although initially described as a condition thought to be
amenable preferably to psychological treatments, recent
studies have clearly supported the use of pharmaco-
therapy in the treatment of patients with dysthymic dis-
order [Kocsis et al., 1988, 1997; Rosenthal et al., 1992;
Hellerstein et al., 1993; Ravindran et al., 1994; Nobler et
al., 1994; Dunner et al., 1996, 1997; Dunner, 1996;
Thase et al., 1996].

Our group has been interested in assessing new
medications for the treatment of patients with dysthy-
mic disorder. New medications, particularly Selective
Serotonin Reuptake Inhibitors (SSRIs), are clearly
better tolerated than tricyclic antidepressants for pa-
tients with major depression [Montgomery et al.,
1994]. Furthermore, patients with milder forms of de-
pression tolerate tricyclic antidepressants less well
than patients with more severe forms of depression
[Elkin et al., 1989; Thase et al., 1996]. Thus, consider-
ing that dysthymic disorder is a milder form of de-
pression, newer antidepressants may be preferable as

compared to tricyclic antidepressants for the treat-
ment of dysthymic patients.

Mirtazapine is an antidepressant which has been re-
cently released on the U.S. market. It has been studied
in clinical trials of patients with major depressive dis-
order and found to be as efficacious as other antide-
pressants and more efficacious than placebo treatment
[Bremner, 1995; Montgomery, 1995; Claghorn and
Lesen, 1995; Zivkov et al., 1995; Bremner and Smith,
1996; Davis and Wilde, 1996; Wheatley et al., 1998].
The major side effects of mirtazapine include sedation
and weight gain. Sexual dysfunction, a frequent side ef-
fect encountered in patients during treatment with
SSRIs, is usually not experienced by patients taking
mirtazapine. Sexual dysfunction was reported by about
43% of outpatients who were treated with a variety of
tricyclic antidepressants or fluoxetine [Balon et al., 1993].
Gitlin [1997] reviewed the literature and noted that
about 30% to 40% of patients treated with SSRIs re-
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ported sexual dysfunction. Montgomery [1995] noted
that rates for sexual dysfunction in men and women were
similar for mirtazapine or placebo treated depression pa-
tients as reported in mirtazapine clinical trials. Recently,
Berigan and Harazin [1998] reported inability to ejacu-
late in a male patient they treated with mirtazapine.

Longer treatment for patients with chronic forms of
depression is becoming the standard of care. The need
for long-term treatment suggests that long-term toler-
ability, which for many includes normal sexual func-
tioning, is an important factor in the selection of
pharmacologic treatment.

METHODS
Fifteen patients with dysthymic disorder by DSM-

IV criteria [American Psychiatric Association, 1994]
who were 18 years or older participated in this project.
All subjects signed a written consent form which was
approved by the University of Washington IRB. This
study was designed as a pilot study of mirtazapine in
patients with dysthymic disorder. We deliberately de-
signed the study to have a low dose initial phase, an-
ticipating that lower doses might be more effective
and better tolerated in patients with dysthymic disor-
der than are higher doses. Subjects were evaluated and
treated with mirtazapine on a open label basis for 10
weeks. The initial assessment consisted of a semi-
structured diagnostic interview [Dunner, 1993] to es-
tablish diagnosis, physical examination, and routine
laboratory testing. Inclusion criteria included a DSM-
IV diagnosis of dysthymic disorder (at least 2 years of
depressed mood “more days than not” and at least 2 of
the 6 symptom items in Criterion B). Furthermore,
we required that subjects who had a history of other
AXIS I conditions such as substance abuse, major de-
pression, or anxiety disorders not meet DSM-IV crite-
ria for these disorders for at least 2 years prior to the
study entry. Subjects also had to have an entry score of
at least 12 points on the HAMD-17. Exclusion criteria
included use of other psychotropic medications within
2 weeks of study entry (4 weeks for fluoxetine), use
of investigational medications 30 days prior to study
entry, presence of an uncontrolled medical disorder,
or suicidal ideation judged by the clinician to be in-
compatible with safe study participation. No other
psychoactive medications were permitted, nor was
psychotherapy allowed during the study period.
The patients who met criteria for entry into the
study were treated with mirtazapine 15 mg for 4
weeks with weekly visits during that interval. At
that point, visit frequency decreased to every other
week and if there had been no response, the dose
could be increased to 30 mg at week 4 and at week 6
to 45 mg. Patients were evaluated at each visit by a
psychiatrist using the Hamilton Rating Scale for De-
pression (HAM-17) [Hamilton, 1960] and patients
filled out the Beck Depression Inventory (BDI) [Beck
et al., 1961] as a self-rating assessment at each visit.

Vital signs were assessed at each visit. Medication
compliance was assessed by pill counts. At follow-up
visits, patients were evaluated by study psychiatrists
D.L.D. or H.E.D. Visits were in accord with the for-
mat of medication management [Fawcett et al., 1978]
and by the evaluating psychiatrist asking the patient
about changes in symptoms, emergent medical prob-
lems, and use of concombinant medications.

RESULTS
Fifteen patients were entered in the study. Four pa-

tients discontinued the study within the first week of
treatment because of sedation. The 11 remaining pa-
tients completed the 10-week trial.

Demographics of the patient sample are presented
in Table 1. The subjects were equally represented by
gender. The mean age was about 47 years and the
mean age of onset of any psychiatric illness was 21.7
years. The mean duration of dysthymic disorder was
14.3 years. The mean percentage time depressed was
58.9%. Baseline HAMD-17 and BDI scores were in
the mild range (17.8 and 16.2, respectively).

Six of the patients had primary and uncomplicated
dysthymic disorder, meaning they had a history of
only dysthymic disorder and never had a history of
major depressive episodes, panic attacks, substance
abuse, or other DSM-IV AXIS I disorders. Three pa-
tients had a prior history of major depressive disorder
(one of these subjects also had a history of alcohol and
polysubstance abuse). Two additional patients had a
history of alcohol abuse (one of these also had a his-
tory of panic disorder). One of the patients had a his-
tory of social phobia.

Three patients had no prior psychotherapy or phar-
macotherapy. Four patients had been treated with psy-
chotherapy only, but three of these patients had 10 or
fewer visits. One patient had been treated with phar-
macotherapy only and had responded to trazodone but
had side effects and then responded to paroxetine but
stopped it due to sexual dysfunction. Seven patients
had been treated with psychotherapy and pharmaco-
therapy. The psychotherapy for one patient was 4 ses-
sions and one patient had a year of marital therapy.

TABLE 1. Demographic charcteristics

Patients (n)        15
Gender (M/F)       8/7
Mean age ± S.D.a 46.9 ± 14.2
Mean age onset ± S.D.a 21.7 ± 12.4
Mean % of time depressed ± S.D. 58.9 ± 11.6
Mean current duration dysthymia ± S.D.a 14.3 ± 14.0
Baseline HAMD-17b 17.8 ± 3.2
Baseline BDIc 16.2 ± 7.3
Mean final dose, mg ± S.D. 28.0 ± 13.7
aYears; S.D., Standard deviation.
bHAMD-17, Hamilton Rating Scale for Depression.
cBDI, Beck Depression Inventory.
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The other five patients had protracted psychotherapy
treatment periods (4 months to 4 years) with at least
some response. One of these 7 patients was briefly
treated with Librium and had no response. Two pa-
tients had brief trials of fluoxetine and felt worse
(one of these also felt worse with a brief trial of imi-
pramine). One patient had improved with fluoxetine
but not with several tricyclic antidepressants; one
patient improved with sertraline but discontinued it
due to sexual dysfunction; one patient discontinued
fluoxetine due to side effects but had responded to
paroxetine; one patient improved with fluoxetine
which was discontinued due to sexual dysfunction
and subsequently had trials of sertraline and paro-
xetine which were discontinued due to sexual dys-
function.

Significant differences were noted for the HAMD-
17 for each week of study treatment compared with
baseline using the last observations carried forward in-
cluding the data from the 4 patients who discontinued
at week 1. The final mean HAMD-17 was 9.2 (P <
.001 compared to baseline, paired t analysis). For the
BDI, significant improvement was noted beginning
with week 3 as compared with baseline using last ob-
servations carried forward and including data from the
4 patients who discontinued at week 1. Visit 10 mean
BDI was 7.4 (P < .001, paired t analysis compared to
baseline). The mean final dose for the 15 patients was
28.0 mg.

Response criteria for dysthymic disorder have not
been established. Response criteria for major depres-
sive disorder as proposed by Frank et al. [1991] in-
clude a final HAMD-17 rating of 7 or less, BDI of 8
or less, or improvement on both. Using these criteria,
6 patients were responders by HAMD criteria, 8 pa-
tients by BDI criteria, and 5 with both criteria. Thase
et al. [1996] have recently proposed criteria for re-
sponse for dysthymic disorder of a HAMD-17 of 4 or
less. Four of our patients met these criteria.

Gwirtsman et al. [1997] reported the results of a
National Institute of Mental Health consensus confer-
ence. They proposed criteria for “response” of at least
40% improvement in a valid and reliable depression
rating scale, such as the HAMD. (They also proposed
using a 24- item HAMD.) Criteria for “remission” in-
cluded sustained (at least 4 weeks) sufficient magni-
tude of improvement that syndromal criteria were no
longer met, and a score of 6 or less on the HAMD-17.
Applying the Gwirtsman et al. [1997] criteria, 11 pa-
tients showed response (two at week 1, four at week 2,
one at week 4, two at week 6, and one at week 10) and
eight of these patients sustained these criteria to the
end of the study. “Remission” was noted in four pa-
tients (one beginning at week 2, one beginning at
week 4, and two beginning at week 6).

Considering only the six patients who had primary
and uncomplicated dysthymic disorder, one dropped
out due to sedation, two showed “response” by the
Gwirtsman et al. [1997] criteria, and three showed

“remission” by the Gwirtsman et al. [1997] criteria.
One patient who “remitted” had no prior treatment,
one had psychotherapy only, and one had psycho-
therapy and a history of sexual dysfunction with prior
SSRI treatments.

Three patients responded to 30 mg and 5 patients
completed the study and improved at 45 mg. Two pa-
tients had no side effects. Otherwise, side effects were
similar to reports from patients with major depressive
disorder (see Table 2).

Subjects were offered the opportunity to continue
treatment with mirtazapine on an open label basis after
completion of the study. Four patients agreed to this
treatment plan and were followed for 1 to 10 months
after study completion. There were no new side effects
which evolved during longer-term treatment and gener-
ally these patients continued to do well.

DISCUSSION
These data suggest that mirtazapine can be effective

for the treatment of patients with dysthymic disorder
but that early sedation may limit its use in such pa-
tients. Our study had a fixed dose requirement with-
out dose titration permitted in the initial phase of this
study. The initial starting dose of mirtazapine has in-
teresting complexities. Clinical trials in Europe, where
higher doses were used, tended to show less sedation
and weight gain than studies in the U.S. where low
starting doses were used. It has been hypothesized that
the noradrenergic receptor effects (“activation”) of
mirtazapine tend to overcome the histamine receptor ef-
fects (sedation) at higher treatment doses [denBoer,
1999]. Thus, perhaps a flexible dose initiation or a higher
dose initiation might have been preferable for these pa-
tients and would have resulted in fewer dropouts.

All patients who did not have moderate sedation in
the first week completed the trial. Including the four
dropouts from the first week, there was a significant
improvement in the patient group. By week 10, sev-
eral patients met “recovered” or “remission” criteria.

Our entry criteria of at least 12 points on the
HAMD-17 may have resulted in the selection of a
more severely depressed sample than reported by oth-
ers. Gwirtsman et al. [1997] recommended use of a

TABLE 2. Side effects

         Mild     Moderate

Sedation 5c 5
Increased appetite 4 1
Dry mouth 3 1
Lethargy 0 2
Other 1 patient eacha 1 patient eachb

aConstipation, muscle aches, increased depression, light-headed.
bIncreased appetite, dry mouth, light-headed, decreased libido, insomnia,
weight gain, agitation, abnormal dreams.
cData are numbers of patients.
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24-item HAMD. The items for “helplessness,”
“hopelessness,” and “worthlessness” included in the
HAMD-24 would likely be endorsed by dysthymic
patients. Thus, requiring 12 or 14 points on the
HAMD-24 would allow for entry of a less severe
sample. However, we did not reject any patients for
this study on the basis of their entry HAMD-17 score.

Open label studies can be used as a guide in the
design of double-blind placebo controlled studies,
which are necessary to demonstrate efficacy and
safety. The placebo treatment response rates for
dysthymic treated patients can vary with duration of
treatment, with high placebo response rates noted
for longer than shorter clinical trials. Generally,
placebo response rates in dysthymic patients are
lower than those found in clinical trials of patients
with major depressive disorder.

This is the first study of mirtazapine in patients
with dysthymic disorder. The advantage of medica-
tions such as mirtazapine, nefazodone, and bupro-
pion for the treatment of chronic depression over
SSRIs is their lack of sexual dysfunction which can
be a reason for discontinuation of treatment after
established efficacy in long-term treatment with
SSRIs. Mirtazapine also has the potential for fewer
cytochrome drug interactions than SSRIs or nefaz-
odone and can be given in a single daily dose, in
contrast to nefazodone and bupropion. Our data
support the use of mirtazapine as a treatment option
for patients with dysthymic disorder, in particular
for those patients who are intolerant of the sexual
effects of SSRIs, for those who present with insom-
nia, or for those who experience decreased appetite
as part of their clinical picture.
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