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Successful Clozapine Retrial After Suspected 
Myocarditis

To the Editor: Clozapine-related myocarditis is believed to 
be an uncommon type I hypersensitivity reaction, evidenced 
by eosinophilia and myocardial eosinophilic infiltrate in some 
affected patients (1, 2). The median time to presentation is 15 
days after clozapine initiation (1). Mortality estimates are as 
high as 50% (2).

Suspicion for myocarditis is indicated in clozapine-treated 
patients with fever, flu-like symptoms, chest pain, dyspnea, 
or other signs of cardiopulmonary disease. Recommended 
examinations include electrocardiogram and a serum tropo-
nin level test (2). The diagnostic gold standard is endomyo-
cardial biopsy (2). Immediate cessation of clozapine is recom-
mended when clinical suspicion is high (2).

There are very few reports of uncomplicated clozapine re-
challenge following clozapine-associated myocarditis (2, 3) 
and a high frequency of recurrent myocarditis (2). The risk-
benefit ratio of rechallenge following myocarditis remains 
unclear. We present a case demonstrating that successful re-
start of clozapine treatment may be possible when signs of 
myocarditis are mild and nonspecific.

“Mr. W” was a 35-year-old man with schizoaffective dis-
order who had suffered a gradual worsening of psycho-
sis over 5 years, culminating in several hospitalizations, 
with failed trials of multiple antipsychotic treatments and 
partial response to electroconvulsive therapy. Treatment 
with clozapine, 2 0 0  mg daily, resulted in significant im-
provement. Three weeks after clozapine initiation, the 
patient presented with left-shoulder pain on inspiration, 
cough, low-grade fever, and malaise. H is vital signs, elec-
trocardiogram, and transthoracic echocardiogram were 
normal. Troponin protein levels, erythrocyte sedimen-
tation rate, and C-reactive protein levels were elevated 
to 0 .05 ng/ml (reference range 0 –0 .5 ng/ml), 2 1  mm per 
hour (reference range: 0 –1 0  mm/hour), and 7 .15 mg/dl 
(reference range: 0 –0 .7  mg/dl), respectively. Clozapine-
induced myocarditis was suspected, and treatment was 
switched from clozapine to olanzapine. Mr. W quick ly de-
compensated with aggression, paranoia, and hallucina-
tions and was hospitalized.

In consultation with the cardiology service 2  weeks 
later, laboratory examinations, chest X -ray, electrocardio-
gram, echocardiogram, and cardiac magnetic resonance 

O seltamivir-Induced Mania in a Patient With 
H1N1

To the Editor: The influenza A (H1N1) virus is currently 
a pandemic, and there is fear about further spread of this 
infection around the world. The antiviral drug oseltamivir 
is regarded as an effective treatment of influenza infection 
(1), with increasing use globally. However, there have been 
reports of neuropsychiatric events associated with the drug, 
mainly in Japan. We present a case of mania associated with 
the use of oseltamivir in a Chinese patient.

“Miss L” was an 18 -year-old woman with good physical 
health and no personal history of psychiatric illness but a 
family history of b ipolar affective disorder. She developed 
upper respiratory symptoms for 1  day, followed by a fe-
ver of 39 .4 °C. She was confirmed to have the influenza 
A virus, subtype H1N1 , infection by reverse transcription-
polymerase chain reaction and a viral culture of nasopha-
ryngeal swab. The patient was prescribed oseltamivir, 75 
mg twice daily, for 5 days. After the first day of treatment, 
she presented with elated mood, irritab ility, inflated self-
esteem, increased talkativeness with pressure of speech, 
fl ight of ideas, and decreased need for sleep. She had de-
lusions of “special power,” and her clinical picture was 
compatib le with mania. B lood tests and a computed to-
mography scan of the brain were normal. The patient did 
not use alcohol or illicit drugs. A urine tox icology screen 
was negative, and there was no clinical evidence of en-
cephalopathy. She completed a 5-day course of oseltami-
vir treatment. Her manic symptoms did not subside until 
after 30  days of discontinuation of the drug, despite treat-
ment with valproate, 500  mg twice daily, and risperidone, 
3 mg twice daily. Because of the close temporal relation-
ship between oseltamivir treatment and the development 
of manic symptoms, with no other plausib le causes for 
neuropsychiatric manifestations, oseltamivir-induced ma-
nia was the likely diagnosis.

To our knowledge, this is the first reported case of an os-
eltamivir-related neuropsychiatric event in Hong Kong. The 
majority of the neuropsychiatric events related to the use of 
oseltamivir were reported in Japan, with cases of suicide as 
well (2). However, a retrospective review supported by claims-
based neuropsychiatric events in the United States did not 
show an increased risk of neuropsychiatric episodes in pa-
tients treated with oseltamivir relative to comparison sub-
jects (3). The Chinese population has a close genetic linkage 
to the Japanese population, and the observation of neuropsy-
chiatric events in Japanese patients treated with oseltamivir 
may be relevant to individuals of Chinese ancestry. Since the 
prescribing of oseltamivir has become more widespread, we 
recommend that clinicians be mindful about this potential 
side effect and carry out vigilant monitoring of each patient’s 
mental state, especially in those with a family or personal his-
tory of mental illness.
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