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INTRODUCTION

There is evidence that a percentage of patients with ob-
sessive-compulsive disorder (OCD) do not improve in spite
of treatment. From 20 %-30 % respond to psychotropic
drug with a 30 % to 60 % reduction in symptoms1. Their si-
tuation does not improve when behavioral therapy is asso-
ciated2.

Among the psychopharmacological treatments, efficacy
of the selective serotonin re-uptake inhibitors (SSRI) sup-
ports the role of serotoninergic system in treatment of the
disorder3. However, adequate treatment regimes with these
drugs only provide significant improvement in 50 % of the
patients4. Venlafaxine (selective serotonin and noradrenali-
ne inhibitor) has also been shown to be useful in OCD treat-
ment, although its results are not better than those of the
SSRI5. Several potentiation strategies with other drugs such
as lithium, buspirone or pindolol have been described for
drug treatment of monotherapy resistant OCD cases. Asso-
ciation of SSRI plus antispychotics have also been used with
positive results: at first, classical antipsychotics and more
recently atypical antipsychotics such as clozapine6, risperi-
done4,7, olanzapine8 or quetiapine9. In some cases, the anti-
obsessive effect is obtained with low doses, while high do-
ses may cause exacerbations of the obsessive-compulsive
symptoms10. The case described in the following concerns a
patient with obsessive-compulsive disorder resistant to dif-
ferent therapeutic regimes in which antidepressants and
atypical antipsychotics (including clozapine) were included
and who responded positively to the ziprasidone and venla-
faxine combination.

CLINICAL CASE

Mrs. A is a 56 year old patient diagnosed of an obsessive-
compulsive disorder with progressive deterioration in the
last four years in spite of the psychopharmacological and
psychological (relaxation, behavioral psychotherapy) treat-
ment. The patient was referred to our day hospital due to
serious obsessive symptoms, accompanied by very intense
symptoms of anxiety, both physical (tremors, muscular ten-
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sion, sweating, restlessness) and psychic (great mental ten-
sion that only mildly decreased in intensity on waking up).
Her appearance was downheartened and neglected, intense
mood decrease, physical exhaustion, and great despair and
fear of the future. Obsession with cleanliness, compulsions
(she had even gotten undressed completely before entering
her home to not introduce dirt from the street) and pro-
gressive slow-down in the performance of tasks almost to-
tally paralyzed her activity, preventing her from performing
most the daily tasks. The Yale-Brown scale score on admis-
sion was 32. Psychotherapeutic strategies and previous
psychopharmacological treatments did not show efficacy in
the control of the obsessive symptoms or mood state. The
following were included among these psychopharmacologi-
cal treatments; clorimipramine (up to 225 mg/d), fluoxetine
(up to 60 mg/d) maintained for months and associated to
clonazepam, trazodone, gapapentin or quetiapine at varia-
ble doses. Due to persistence and episodic exacerbation of
the symptoms, the out-patient consultations with the
psychiatrist and psychologist were not sufficient and the
patient had to come to the hospital emergency service on
several occasions. 

Treatment on admission consisted in: clorimipramine, 75
mg/d; fluoxetine, 60 mg/d, and clonazepam, 4 mg/d, and was
replaced with venlafaxine (300 mg/d), clozapine (100 mg/d)
and lorazepam (10 mg/d), observing a gradual decrease of
anxiety and restlessness. One month after initiating treat-
ment, psychic and somatic anxiety had improved, obsessive
thoughts were maintained with similar intensity and the
patient had asthenia, discouragement and lack of motiva-
tion. The anxiety was more tolerable, but the lack of vital
tone and, above all, sensation of psychomotor delay, indif-
ference and «wanting but not being able to» caused the in-
capacity to be maintained in similar levels to those of the
beginning. Decrease of clozapine dose to 25 mg/d caused a
slight improvement in the psychomotor slow-down, in the
obsessive symptoms and mood. 

In the third month of treatment, the obsessive symp-
toms, anxiety and mood had improved, becoming supporta-
ble for the patient. However, she still had great incapacity
to perform tasks that produced suffering to her and the
sensation of not being able to think clearly. Yale Brown sca-
le score was 14. At this time, clozapine was replaced by zi-
prasidone (40 mg/d). The patient’s situation was normali-
zing during the following month, obsessions progressively
decreasing and personal independence improving. This per-
mitted the patient to perform the domestic tasks «with rea-
sonable effort» and renew social relationships. In this pe-
riod, and for approximately one month, the patient had
nighttime headaches and sweating, above all in the evening,
that spontaneously abated. Subsequently, it was possible to
decrease the benzodiazepine dose, stabilizing the treatment
with: ziprasidone (40 mg/d), venlafaxine (300 mg/d) and lo-
razepam (2.5 mg/d). This treatment regime allowed for the
almost complete normalization of the clinical and life situa-
tion of the patient who had a total score of 5 on the Yale-

Brown scale. During the treatment period clinical global 
impression scale went from 6 at the time of admission to 4
when the patient was being treated with venlafaxine and
clozapine and to 2 with the venlafaxine and ziprasidone
treatment.

DISCUSSION

Ziprasidone is the antipsychotic that has the best affi-
nity ratio for the 5HT2A/D2 and 5HT2C/D2 receptors11. In the
extent in which blockage of the 5HT2C receptors may disin-
hibit the dopaminergic and noradrenergic neurons in the
cortex, low doses of  ziprasidone would produce a desirable
potentiation of dopamine and noradrenaline release in this
cerebral zone12,13. This could produce activating effects
(relief of fatigue) and contribute to improvement of cogni-
tive function14. The greater affinity ratio for 5HT1A and
5HT1D

11 may also cause a beneficial effect on anxiety 
and affective symptoms15,16. On the other hand, blockage
of the serotonin, noradrenaline and dopamine reuptake si-
tes could also contribute to regulating mood state11,17,18. In
the case presented, the treatment regime proposed is clear-
ly more effective than the previous ones and the use of low
doses of ziprasidone entails improvement in symptoms 
that had not improved with other atypical antipsychotics, that
correspond with the characteristics of its pharmacody-
namic profile. 
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