Case Report

Effective Treatment of Premenstrual Violence in Major
Depression: Augmentation with Aripiprazole
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Premenstrual exacerbation of major depression is not uncommon. Premenstrual phase-
related violence has also been reported. Serotonergic antidepressants, used both continuous-
ly and with increased dosage in the late luteal phase, are believed to be effective for major
depressive disorder with premenstrual exacerbation. Adding a second medication for non-
responder treatment is another treatment option. We present a 38-year-old woman suffering
from major depression with premenstrual exacerbation of irritability and uncontrollable vio-
lence. The premenstrual exacerbation did not respond to increasing doses of selective sero-
tonin reuptake inhibitor (SSRI) but a combination of an SSRI and late luteal phase aripipra-
zole was effective for her premenstrual violence. The serotonergic property of aripiprazole
provides a synergic effect to SSRI for relieving premenstrual exacerbation of depression.
The role of dopamine D, as a partial agonist might further add to the effective alleviation of
aggression and violence. An antidepressant with aripiprazole augmentation may be a treat-
ment strategy for refractory premenstrual exacerbation and violence. Large-scale double
blind placebo-controlled studies to verify efficacy are warranted. (Chang Gung Med J

402

2008,31:402-6)

Key words: premenstrual syndrome, violence, aripiprazole

Premenstrual exacerbation (PME) of a variety of
related disorders, especially mental disorders, has
been demonstrated."” Nearly 50% of patients with
depressive disorders and anxiety disorders in our
previous study might experience PME.?®
Premenstrual phase-related violent criminal acts
have also been reported.”® Possible symptom cluster
diversity expressed during the premenstrual phase
suggests that similar triggers might cause diversified
symptoms, depending on the individual’s specific
vulnerability.®

Serotonergic antidepressants, both continuously
used and with increased dosage in the late luteal
phase, are believed effective for major depressive
disorders with PME.® However, adding a second

medication for the non-responder is another treat-
ment option.®

This paper reports a woman, suffering from
major depression with PME of irritability and uncon-
trollable violence, who failed to respond to a selec-
tive serotonin reuptake inhibitor (SSRI) but had a
fair response to a combination of an SSRI (paroxe-
tine) and an atypical antipsychotic (aripiprazole).

CASE REPORT

A 38-year-old married woman, in previous good
health, developed depression, energy loss, initial and
middle insomnia, poor appetite, indecisiveness and
worthlessness four months prior to her first visit to
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the psychiatric clinic. She had regular menstruation
cycles and no past history of premenstrual syndrome
(PMS) or premenstrual dysphoric disorder (PMDD)
could be traced. She also denied previous suicide or
violent acts. A major depressive disorder diagnosis
was made in the first interview using a structured
clinical interview for DSM-IV-TR axis I disorders
(SCID-I). She also scored 17 on the Hamilton Rating
Scale for Depression (HAMD,,) and 15 on the
Hamilton Rating Scale for Anxiety (HAMA).
Paroxetine 20 mg per day was prescribed and the
patient showed a partial response after eight weeks
treatment, with the HAMD,, score decreasing to 10
and the HAMA to 7.

However, the patient reported PME, including
decreased ability to concentrate, irritability and
uncontrollable violent behavior toward her husband.
The above symptoms fully remitted after the onset of
the menstruation cycle. We increased the dosage of
paroxetine to 40 mg per day for one month but her
premenstrual violence did not improve. Therefore,
we adjusted the paroxetine dosage back to 20 mg per
day and added aripiprazole 10 mg during the last ten
days of the luteal phase. This regimen was effective
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for premenstrual violence, reaching a near complete
remission.

The patient discontinued aripiprazole use six
months after the late luteal phase combination regi-
men and the premenstrual violence immediately
recurred in the cycle after discontinuation. After the
patient resumed aripiprazole use, the premenstrual
violence again neared complete remission.

During the treatment course, the patient was
asked to rate her violence severity using a Visual
Analogue Scale (VAS) in each premenstrual stage. A
horizontal line, 100 mm in length, was used. The line
was anchored by word descriptors at each end to
indicate “not at all” at the left end and “most severe”
at the right end. The patient marked on the line the
point that represented her perception of her state. The
VAS score was determined by measuring in millime-
ters from the left hand end of the line to the point
that the patient marked.” The whole treatment course
is shown in Fig. 1.

DISCUSSION

Agitation and aggression are common disruptive
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@® aripiprazol 10 mg/day for 10 days premenstrually

Fig. 1 Premenstrual scores of Hamilton Rating Scale for Depression (HAM-D), Hamilton Rating Scale for Anxiety (HAM-A), and
Visual Analogue Scale for Violence (VAS-V) during one year follow-up.
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symptoms in a variety of psychiatric conditions that
affect pediatric, adult and elderly patients, and these
symptoms are troublesome for both patient and care-
giver. Although current studies have not established
a cause-effect relationship between premenstrual
syndrome or menstruation-related mood changes and
aggression,® PME of major depression is a clinically
well-recognized phenomenon.” Certain study results
speculate that PME of major depression is actually
two disease processes, major depressive disorder and
PMDD."

The pathogenesis of PME of major depressive
disorder is closely linked to an active hypothalamic-
pituitary-gonadal (HPG) axis. Estrogen can up-regu-
late the expression of the SHT-1A receptor and estro-
gen levels decrease during the luteal phase. The com-
bined effects of the premenstrual decrease in estro-
gen (affecting the SHT-1 receptor) in a depressive
disorder and menstruation-induced elevation of lep-
tin (affecting the serotonin transporters) contribute to
worsening premenstrual depression via direct inter-
action with the serotonin system in the hypothala-
mus."" It is not surprising that an SSRI has become
the treatment of choice for improving irritability,
depressed mood and dysphoria, as well as improving
PME of major depression.

The primary goal when treating PME of major
depression is to first treat the major depression con-
tinuously with full antidepressant doses. The SSRI
dose should be increased for the entire month if PME
persists.®

For decades, typical antipsychotics and/or ben-
zodiazepines have been the mainstay of treatment for
agitation. However, the use of these medications car-
ries the potential for serious and occasionally life-
threatening side effects, including extrapyramidal
symptoms (EPS), cardiac arrhythmia and neuroleptic
malignant syndrome. Aripiprazole is a dopamine D,
partial agonist with serotonin SHT-1A partial ago-
nist, and SHT-2A and 5HT-7 antagonist activity."? A
recently presented analysis of nine U.S. Food and
Drug Administration (FDA) registration and post-
marketing trials show that aripiprazole is effective
for controlling agitation in schizophrenic patients
with high baseline levels of agitation, in patients
with bipolar mania, and in patients with highly agi-
tated Alzheimer dementia and associated psy-
chosis.™

Recent open label studies and retrospective
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chart reviews report the efficacy of adjunctive arip-
iprazole for patients with either inadequate response
or treatment resistant depression."*'" The results
from these studies suggest that the serotonergic prop-
erty of aripiprazole provides a synergic effect to
paroxetine for relieving PME of depression."” The
role of dopamine D, as a partial agonist might further
add to the effectiveness of alleviating aggression and
violence. Therefore, for this patient who did not
respond to an increased SSRI dose for menstrual
exacerbation, adding aripiprazole, which affects both
dopamine and the serotonin system, for late luteal
phase augmentation was an effective regimen.

This case report indicates that antidepressants
with aripiprazole augmentation may be a treatment
strategy for refractory premenstrual violence. Large-
scale double blind placebo-controlled studies to veri-
fy the efficacy are warranted.
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