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ABSTRACT ~ Drug induced mania is sometimes associated with drug that are primarily
not used for central nervous system effects. Here we report a manic episode during the
treatment of leukemia with various agents in an adolescent with diagnosis of high
functioning autism. In this case, most likely candidates to induce a manic episode were
dexamethazone, a corticosteroid used in the treatment of T-ALL, cyclophosphamide
and cotrimoxazole. Although literature on mood disorders associated with corticos-
teroids exceeds that of cyclophosphamide and cotrimoxazole, an absolute causal drug
cannot be stated. Psychopharmacology Bulletin. 2010;43(2):78–81.

INTRODUCTION

Manic symptoms are frequently reported with various drugs that cross the
blood brain barrier. Drugs used primarily not for central nervous system
effects that reportedly cause mania are: corticosteroids, androgenic steroids,
thyroxine, chloroquine, baclofen, captopril, cotrimoxazole, clarithromycin.1,2

A literature review revealed a few reports of mania in patients treated with
chemotherapeutics, namely ifosfamide3,4 and a combination of 5-fluorouracil,
epirubicin and cyclophosphamide.5 Of these, one of the most well established
are the corticosteroids, and literature review revealed a few steroid induced
mania in adolescents.6

Here we report a manic episode during the treatment of leukemia with var-
ious agents in an adolescent with diagnosis of high functioning autism
(HFA). The probable role of treatment and management program will be
described.
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CASE HISTORY

S.O., a 14 year old boy and a regular patient of our autism clinic with
diagnosis of HFA (IQ: 92), was hospitalized in pediatric oncology
clinic and received the diagnoses of T-cell acute lymphoblastic
leukemia (T-ALL) and pneumonia. He had the additional diagnosis of
attention deficit hyperactivity disorder at the age of 6. Because of his
hyperactivity he had been given quetiapine, olanzapine, risperidone,
methylphenidate and trazodone interchangeably. Due to the lack of
efficacy and noncompliance all medications were ceased at the age of 9
and he was medication-free since then. His medical history was unre-
markable until diagnosis of T-ALL. His family history revealed that
his mother suffered from severe major depression, for which she was
hospitalized a few times.

SYMPTOMATOLOGY

He had been given antimicrobial therapy that included cotrimoxa-
zole, caspofungin, linezolid, netilmicin, a chemotherapy (CTx) regimen
that consisted of dexamethasone, vincristine, cytarabine, methotrexate,
cyclophosphamide, asparaginase and allopurinol. In the fifth day after
the initiation of CTx his parents and doctors noticed some differences
in his behavior. He started to talk too much, kept talking about football
endlessly, didn’t seem to care about his medical condition and started to
stay awake during day and night. Therefore a psychiatric consultation
was requested. His psychiatric evaluation revealed no disturbance in his
orientation and perception. Mood elevation, irritability, pressured
speech, flight of ideas and grandiose delusions were prominent. He
claimed that he personally knew the prime minister of Turkey and was
friends with the technical director of a football team.

DIAGNOSIS

According to his parents, his physician and other staff, all these symp-
toms appeared in the fifth day of treatment. In addition, a review of his
records in our autism clinic revealed that he had no history of manic
symptoms before admission to oncology service. Magnetic resonance
imaging failed to show evidence of metastasis in his brain. Therefore, he
got additional diagnosis of drug induced mood disorder, with manic
features, with mood congruent psychotic features. And he got 41 points
from Young Mania Rating Scale—Turkish Edition.
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TREATMENT

His CTx regimen consisted of 7 day periods of drug therapy followed
by a 2 week interval. As being a part of CTx regimen dexamethazone
could not be stopped, he was prescribed risperidone 3 mg/day. His first
CTx period ended 2 days after the initiation of risperidone but his
mood disorder did not subside. So risperidone was titrated up to
5 mg/day. After 2 weeks and in the 8th day of 5 mg/day risperidone, his
symptoms started to decline, he began to sleep at night, his speech
slowed down, his grandiose delusions disappeared and his associations
slowed down. Although not euthymic, his mood was not that elevated
and he got 8 points from Young Mania Rating Scale—Turkish Edition.
His second CTx period followed his stabilization, which produced
some irritability but failed to flare up his previous symptoms. During
this whole time none of his antimicrobial agents were stopped. As of
writing this he is still hospitalized, and going on with his CTx and
risperdone, and the outcome of both the T-ALL and the drug induced
mood disorder are uncertain.

DISCUSSION

In the case presented above, there are some points that need to be dis-
cussed. First point is that absolute causal drug for mania cannot be eas-
ily established due to the polypharmacy the patient has been receiving.
But most likely candidates were dexamethazone, a corticosteroid used
in the treatment of T-ALL, cyclophosphamide and cotrimoxazole.
Although literature on mood disorders associated with corticosteroids
exceeds that of cyclophosphamide and cotrimoxazole, an absolute
causal drug cannot be stated. Second important point is to establish
other risk factors in subjects that suffer from HFA. Many studies
detected a relationship between high functioning group of autism spec-
trum disorders (ASD) and bipolar disorder (BP).7,8 Although the
reported range of bipolar disorder in clinical samples of ASD is wide
(0.7% to 27%),9 majority of researchers agree that individuals with
HFA are more vulnerable to develop both depression and BP. In this
case, positive family history is another contributing factor for the devel-
opment of a mood disorder.

Third important point that needs to be clarified is the management
of mania in this case. Although in the case of emergence of a mood dis-
order during treatment, the established method of treatment is to stop
the drug of interest, this method could not be applied in this instance
both due to the polypharmacy he was receiving and the vitality of the
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treatment of T-ALL. As the patient’s symptoms subsided and didn’t
reemerge with the second period of CTx, this indicates that in cases
which treatment is of vital importance and could not be stopped, care-
ful management of manic symptoms could alleviate the problem.

Because drug induced mood disorders is not a well established entity
in children, especially in children with ASD, there is no data about the
need for long term mood stabilization, agents of choice in this specific
subgroup, and long term occurance of spontaneous manic episodes.
Further studies investigating these debatable issues would shed light on
our understanding and management of drug induced mood disorders in
children and adolescents. ✤
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