Cardiovascular adverse effects during itraconazole

therapy

To the Editors:

Itraconazole has been widely used in the treatment of fungal
disease including chronic necrotising pulmonary aspergillosis
(CNPA) [1, 2]. Its use has been associated with occasional
reports of adverse cardiovascular events including congestive
heart failure [3], hypertension (HT) [4], premature ventricular
contractions [5] and even ventricular fibrillation [6]. However,
these adverse effects have been considered to be uncommon, if
not rare, occurrences. From September, 1992 to April, 2001, the
US Food and Drug Administration received only 59 reports of
potential cases of congestive heart failure with the adminis-
tration of itraconazole [3]. Despite the recommendation that
itraconazole should not be used for treatment of onychomy-
cosis in patients with evidence of ventricular dysfunction and
that monitoring of symptoms and signs of heart failure is
required during itraconazole therapy, the association of
itraconazole and heart failure is still considered to be
controversial [7].

From January, 2005 to December, 2007, seven patients were
diagnosed to have CNPA in our institution. Adverse cardio-
vascular events were found in three patients and suspected in
one after the commencement of itraconazole therapy for a
variable period of 3 weeks to 4 months. All patients were
administered 400 mg of itraconazole, daily. The first patient
was a 58-yr-old male who developed congestive heart failure
after receiving 3 weeks of itraconazole therapy. He had
underlying diabetes mellitus (DM), HT and old tuberculosis
(TB). He improved with diuretic therapy and itraconazole was
withheld. The second patient was a 71-yr-old male with old
TB, DM (with nephropathy, baseline creatinine of
~400 pmol-L™") and HT who presented again 10 weeks later
with congestive cardiac failure and acute on chronic renal
failure. Itraconazole therapy was stopped. His condition
improved with diuretic therapy with the serum creatinine
level returning to baseline. The third patient was a 55-yr-old
male with unremarkable past health and normal baseline
blood pressure of 110/70 mmHg. His blood pressure elevated
to 160/90 mmHg after 3 months of itraconazole therapy. Other
secondary causes of HT could not be identified. He was put on
anti-HT therapy and itraconazole was continued. The last
subject was a 60-yr-old male who had underlying silicosis and
old TB. His blood pressure after commencement of itracona-
zole was found to be elevated from baseline of 100/70 mmHg
to 120/80 mmHg. He was put on observation and itraconazole
therapy was continued. He died at home 15 weeks after
commencement of itraconazole, 2 days after the last medical
follow-up.
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Our experience alerted us that the adverse cardiovascular
events associated with itraconazole were not an uncommon
occurrence. At least three of our seven subjects developed
either congestive heart failure or hypertension while receiving
400 mg itraconazole, daily. The exact cause of the sudden
death of the fourth patient was uncertain but we suspected
major cardiac arrhythmia was the culprit. Patients with
underlying risk factors, such as diabetes mellitus or hyperten-
sion, were probably more vulnerable to the cardiovascular
adverse effects of itraconazole. We suggested that thorough
cardiac assessment should be considered in all patients starting
on itraconazole. Baseline echocardiogram might be indicated
in patients with underlying diabetes mellitus or hypertension
and close monitoring of blood pressure is mandatory during
therapy.
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