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Priapism due to a Single Dose of Quetiapine: A Case Report

¢
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SUMMARY

Priapism is characterized by a prolonged and painful erection in the absence of sexual desire and arousal. Priapism is a rare and serious side effect of

psychotropic drugs, and is thought to be attributable to blockage of alpha-1 adrenergic receptors in the corpus cavernosum. Although priapism is

commonly associated with typical antipsychotics, there are some (but not many) case reports of priapism due to atypical antipsychotics. This side

effect has been reported in patients taking ziprasidone, risperidone, clozapine, quetiapine, aripiprazole, and olanzapine. Not all antipsychotics bind

to alpha-1 adrenergic receptors with the same intensity; as compared to other antipsychotics, quetiapine has an intermediate affinity. Priapism could

be considered an idiosyncratic reaction, because it is correlated neither with the dose nor duration of psychotropic drug use. Herein we present a

case of priapism caused by a single 300-mg dose of quetiapine, and a brief review priapism in the light of this case.
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INTRODUCTION

Priapism is characterized by a prolonged and painful erec-
tion in the absence of sexual desire and arousal (Compton
and Miller 2001). Priapism is a rare and serious side effect
of psychotropic drugs, and is thought to be attributable to
blockage of alpha-1 adrenergic receptors in the corpus caver-
nosum (Segraves 1989). Thirty percent of priapism cases are
caused by a drug, and more than 50% of these cases are at-
tributable to antipsychotic drugs (Brichart et al. 2008). Most
psychiatric patients encounter cases of priapism after the
use of conventional antipsychotics and trazodone. Although
priapism is commonly associated with typical antipsychot-
ics, there are some (but not many) case reports of priapism
due to atypical antipsychotics, such as clozapine, quetiapine,
risperidone, olanzapine, ziprasidone, and aripiprazole (Rosen
and Hanno 1992; Seftel et al. 1992; Emes and Milson 1994;
Tekel and 1995; Diermenjian et al. 1998; Sood et al. 2008).
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The literature contains several case reports of priapism occur-
ring after the use of quetiapine. In the first case report 675
mg of quetiapine caused priapism (Pais and Ayvazian 2001);
subsequent case reports highlighted that a daily standard-
ized dose of quetiapine might also lead to priapism, and that
priapism is correlated neither with the dose nor duration of
psychotropic drug use (Davol and Rukstalis 2005). Herein
we present a case of priapism caused by a single 300-mg dose
of quetiapine, and a brief review of priapism associated with
atypical antipsychotics in the light of this case.

CASE

YU was a 50-year-old male that had been imprisoned because
of drug abuse for 4 months. His history of drug abuse for the
previous 4 months was negative. He presented to our psychia-
try outpatient clinic with complaints of insomnia, irritability,
intolerance against people in the ward, and restlessness. He was
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TABLE 1. Atypical antipsychotic affinity for alpha-1 adrenergic receptors.

TABLE 2. Conditions associated with priapism.

Antipsychotic Affinity for alpha-1 adrenergic receptors* Physical obstruction ~ Decreased blood flow Drugs
Ziprasidone 38.5 Trauma Sickle cell disease Anti-psychotics
Risperidone 37.0 Tumors Leukemia Anti-depressants
Clozapine 14.7 Spinal-cord injuries Multiple myeloma Anti-coagulants
Quetiapine 12.0 Stroke Nephrotic syndrome Anti-hypertensives
Paliperidone 9.9 Hyper viscosity states Anxiolytics
Aripiprazole 3.9 (Hosseini and Polonowita 2009)

Olanzapine 1.9

*[107*M -1]. Higher values indicate higher affinity
(Andersohn et al. 2010).

well groomed, and his speech was coherent and appropriate
(normal rate, volume, and rhythm). His affect was restricted
and sad. He described his mood as depressed. His thought on
the content of the thought had not to deserve to be in prison.
He denied having hallucinations. The patient did not report
any psychiatric disorders, except for drug abuse. Based on his
psychiatric evaluation, he was diagnosed with substance abuse-

early full remission, according to DSM-IV.

As he had a history of drug abuse, it was recommended that
he take quetiapine 300 mg o.p.d. in the evening. Quetiapine
is preferred due to relapse prevention of substance abuse, af-
fective symptoms, anger controlling, and insomnia (Croissant
et al. 2006). He presented to an emergency room due to a
painful penile erection (priapism) a few hours after taking the
drug; the painful erection continued for 28 h. The emergency
room examination by a urologist and subsequent investiga-
tions suggested no pathology that could explain priapism,
and it was therefore attributed to the use of quetiapine. He
had taken no drug other than quetiapine before presenteing
to the emergency room.

He had no physical disease, perineal trauma, or history of
priapism. Whole blood count and urine analysis were not-
mal. He was immediately hospitalized in the department of
urology and underwent a bilateral cavernosal intervention
for the administration of adrenalin combined with drain-
age, but his erection returned. Despite cavernosal drainage
being performed 4 times, his erection returned even though
it almost fully regressed. His priapism was thought to be due
to quetiapine, and a psychiatric consultation was ordered.
Considering that an antipsychotic may have caused the pa-
tient’s priapism, treatment with antidepressants and anxiolyt-
ics was initiated. During the subsequent follow-up visits he
reported that he had no re-occurrence of priapism

DISCUSSION

A search of the PubMed and EBSCOHost databases showed
that only 9 cases of priapism had been published (Pais and
Ayvazian 2001; du Toit et al. 2004; Davol and Rukstalis 2005;

Harrison et al. 2006a,b; Prado and Formoso 2006; Casiano
et al. 2007; Birnbaum and Pinzone 2008; Geraci et al. 2010);
the presented case is the 10th. The presented case is interesting
because of the absence an accompanying physical disease and
he did not use any other medicine except quetiapine, as well
as the occurrence of priapism after a single 300-mg dose of
quetiapine.

It is important to know the risk factors, etiology, mechanism,
and relationship of dosage and duration of treatment in pria-
pism cases. Priapism is caused by blockage of venous drainage
in the corpora cavernosa. Physical obstruction of the venous
system, blood dyscrasias, stasis of blood flow in the venous
system, and alpha-1 adrenergic receptor blockage can lead to
priapism. Dysregulation of smooth muscle cell tone in the pe-
nile vascular tissue, leading to hypoxia and ischemia, has been
proposed as the most probable pathway of drug-induced pria-
pism (Yuan 2008). One of the pharmacological mechanisms
that can cause penile vascular dysregulation is blockade of al-
pha-1 adrenergic receptors, which might also play a crucial role
in priapism associated with antipsychotics (Sood et al. 2008).

Atypical antipsychotics differ in affinity to adrenergic recep-
tors. Among the atypical antipsychotics, ziprasidone and
risperidone have the highest affinity, with clozapine and
quetiapine having moderate affinity, and paliperidone, arip-
iprazole, and olanzapine having the lowest affinity (Table
1) (Andersohn et al. 2010). Priapism is a specific (idiosyn-
cratic) condition that may occur during any stage of antip-
sychotic treatment, independent of dose and duration of use
(Thompson et al. 1990). As priapism occurred in the present-
ed case following a 300-mg dose of quetiapine, we wonder if
priapism would occur if we would start with lower doses of
quetiapine and titrate up slowly.

In patients treated with psychotropic drugs a prolonged and
painless erection lasting 15-30 min in the absence of sexual
activity, may be an indicator of priapism. In such cases it will
be sufficient to stop the medicine the patient is using. We
stopped antipsychotic medication in the presented case due
to symptoms of anxiety. Then, escitalopram and alprazolam
were started, and the patient’s treatment continued with these
drugs. In such cases, an incomplete history taking such as
substance abuse, sickle cell anemia, which can cause priapism
or neglect of these situations may cause an irreversible impo-



tence. It is important to inform patients treated with antipsy-
chotics about the possible side effects and to monitor them.
The presented case did not have any medical conditions
known to be associated with priapism. Clinicians should
assess the likelihood of developing priapism before starting
medications known to be associated with priapism (Table 2).

The literature contains a number of case reports of priapism
occurring with concomitant use of quetiapine. A case report
was about with the use of quetiapine at the dose of 675 mg for
a suicidal purpose (Pais and Ayvazian 2001). In another case
report a patient taking risperidone and trazodone developed
priapism. His treatment was then changed to quetiapine 600
mg d! and he again developed priapism 24 d later. Then,
he was treated with olanzapine and 53 d later he developed
priapism again. Finally, loxapine were chosen because it is
associated minimal alpha-1 adrenoceptor blockade, and the
patient had no additional episodes of priapism (du Toit et al.
2004). Another patient experienced priapism with the use of
quetiapine 600 mg d™' (Davol and Rukstalis 2005). Neither
of these 2 patients had a concomitant disease or was treated
with another drug that could cause priapism. It was reported
that an HIV-positive gay patient developed priapism after the
use of quetiapine concurrently with an amphetamine, and it
was recommended that drug abuse should be take into con-
sideration in such cases (Harrison et al. 2006b). In another
patient aged 77 years with Alzheimer’s dementia quetiapine
was initiated in order to prevent irritability and aggression;
after the dose was increased to 175 mg d™! the patient devel-
oped priapism (Harrison et al. 2006a).

Priapism was reported in a patient taking quetiapine, cloza-
pine, and haloperidol (Casiano 2007), and in a patient tak-
ing antiretroviral treatment and perphenazine (Geraci et al.
2010). A patient with the sickle cell trait that was abusing
alcohol and other substances attempted suicide by ingesting
7-9 quetiapine tablets, and subsequently developed priapism.
Medications used prior to presentation included quetiapine,
amlodipine, atorvastatin, quinapril, glipizide, duloxetine, and
divalproex sodium, though he was not taking them regularly
(Birnbaum and Pinzone 2008). Based on these reports we
think that multiple drug use is a risk factor for priapism.

The literature includes several reports of priapism follow-
ing the use of atypical antipsychotics other than quetiapine.
Clozapine is an atypical antipsychotic that has been used for
years, the first reported case of priapism caused by an atypi-
cal antipsychotic was associated with clozapine. Of those pa-
tients, who has been reported to develop priapism because of
a treatment with clozapine at a high dose, also low doses of
clozapine use can cause priapism (Sood et al. 2008).

Risperidone has a high affinity for alpha-1 adrenergic receptors
(Richelson 1999). The literature contains reports of the use of
risperidone alone, and combined with paroxetine (Yang and
Tsai 2004), citalopram (Freudenreich 2002), olanzapine and

fluvoxamine (Seger and Lamberti 2001) leading to priapism.
One case report described a patient that was taking quetiapine
and trazodone that developed priapism twice, and after switch-
ing to risperidone priapism recurred (Rosenberg et al. 2009).
The dose of olanzapine associated with priapism ranges from
5-100 mg (Sood et al. 2008). A single dose of olanzapine in-
ducing priapism has been described (Hosseini and Polonowita
2009). The risk of priapism increases in cases of multiple medi-
cation use due to any medical conditions or combined use of
psychotropic drugs. Although there is no study showing that
lithium alone causes priapism, it has been reported that ad-
dition of lithium to olanzapine treatment (Jagadheesan et al.
2004), or addition of olanzapine and lithium to risperidone
treatment (Owley et al. 2001) leads to priapism. Moreover, of
all the atypical antipsychotics olanzapine is the only agent re-
ported to cause clitoral priapism (Medina 2002).

Although ziprasidone is the atypical antipsychotic that causes
alpha-1 adrenergic blockage most frequently, only 3 cases of
priapism have been attributed to the use of ziprasidone (Sood
et al. 2008), which is probably due to the fact that ziprasi-
done is not commonly use at present. In the first priapism
case associated with aripiprazole it was reported that priapism
occurred 6 h after a single dose (Mago et al. 2006). In this
patient priapism developed within 7 days despite discontinu-
ation of aripiprazole treatment, and recurred 2 times. It was
reported that the patient had diabetes mellitus, hypertension,
and hyperlipidemia, in addition to a psychological disorder,
and used atorvastatin and metformin together with aripipra-
zole. In another case priapism occurred due to a combina-
tion of lithium and oxcarbazepine used concomitantly with
aripiprazole, although it could not be determined which drug
caused priapism (Negin and Murphy2005).

To date, the literature does not contain any reports on the
relationship between priapism and the use of such atypical
antipsychotics as paliperidone, sertindole, zotepine, amisul-
pride, bifeprunox, or melperone.

CONCLUSION

Clinical use of atypical antipsychotics is increasing. As in-
creased clinical use will lead to an increase in the incidence of
sexual side effects such as priapism, clinicians must be aware
of these side effects. Priapism can occur during every stage of
treatment due to use of psychotropic drugs in addition to an
antipsychotic. It is impossible to predict which patients will de-
velop priapism. When treating patients with a history of pria-
pism, drug abuse, or sickle cell anemia (conditions that increase
the risk of priapism) clinicians should be careful and always
inquire about sexual side effects during follow-up visits. If a
patient complains of painless and frequent erections, priapism
should be considered a likely outcome and the currently used
antipsychotic should be changed, if necessary.
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