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Transient Improvement of Aphasia with Zolpidem

 

to the editor: 

 

There is currently no effective phar-
macologic treatment for chronic aphasia, a fre-
quent and incapacitating consequence of hemi-
spheric stroke. We report the case of a 52-year-old
right-handed woman, who had a stroke that affect-
ed her left insula, putamen, and superior temporal
gyrus. Three years later, her speech was still re-
stricted to stereotyped syllables, with not a single

identifiable word. Language comprehension was
better preserved. Because of occasional insomnia,
zolpidem (10 mg) was prescribed. To the amaze-
ment of the patient and her family, ingestion of the
first dose was followed by a dramatic improvement
in her speech, which persisted until the patient
went to bed later in the night. On the following
morning, aphasia had returned at its usual level of

 

Figure 1. Areas of Increased Regional Cerebral Blood Flow (Blue) after the Ingestion of Zolpidem, Shown by Single-
Photon-Emission Computed Tomography and Superimposed on the Patient’s Magnetic Resonance Images (Green).

 

The lesion is indicated by the arrows, and the intact Broca’s area is circled in red.
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severity. This phenomenon was systematically re-
producible, reflecting a regular temporal pattern.
About 20 minutes after the ingestion of zolpidem,
the patient regained effective speech abilities, and
zolpidem did not induce major sleepiness. She
then engaged in meaningful, albeit telegraphic,
speech, consisting of sentence fragments with ac-
curately selected words. In contrast to her basal
status, she could repeat most single words and
pseudowords, and the first words of sentences; she
was able to name most pictures of objects correctly
and count up to 10.

An electroencephalogram showed slow waves
over the left temporal region and did not change
with ingestion of zolpidem. Single-photon-emis-
sion computed tomography with technetium-99m–
labeled ethyl-cysteinate dimer showed an area of
nonperfusion overlapping the lesion, with moder-
ate hypoperfusion in contiguous frontal and parietal
areas. Thirty minutes after the ingestion of zolpi-
dem, an increase in regional cerebral blood flow of
35 to 40 percent was observed in Broca’s area, in
the left middle frontal and supramarginal gyri, and
bilaterally in the orbitofrontal and mesial frontal
cortex (Fig. 1). The patient left France after the com-
pletion of these studies. No follow-up information
is available.

Zolpidem is a benzodiazepine agonist selective
for a1 subunit–containing g-aminobutyric acid
(type A) receptors.1,2 Apart from its hypnotic prop-
erties, it markedly improves catatonia.3 In a patient
with complete mutism and akinesia, treatment with
zolpidem resulted in transient recovery of effective
verbal and gestural interaction, effects that were

concomitant with increased regional cerebral blood
flow in left-hemispheric structures.4

Considering the complete stability of aphasia
over a period of years and the increase in regional
cerebral blood flow with zolpidem, it seems unlike-
ly that the improvement of speech in our patient re-
sulted from the suppression of a seizure. One may
speculate that the lesion, possibly in the lentiform
nucleus,5 impeded the operation of intact structures
involved in language production, including Broca’s
area and the mesial frontal cortex. Zolpidem may
transiently counteract this dynamic diaschisis, al-
lowing for improved functioning of the residual
language network. A selected subgroup of patients
with aphasia, perhaps with subcortical lesions and
spared but hypometabolic cortical structures, might
benefit from this treatment.
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Breakthrough Zygomycosis after Voriconazole Treatment 
in Recipients of Hematopoietic Stem-Cell Transplants

to the editor: The Food and Drug Administration
(FDA) approved voriconazole for the treatment of
invasive aspergillosis partly on the basis of data
published in a report in the Journal,1 which showed
an improved clinical response and improved sur-
vival with voriconazole treatment as compared with
a strategy of initial treatment with amphotericin B
deoxycholate. In patients with neutropenia and per-
sistent fever, the use of voriconazole as empirical
therapy failed to fulfill criteria for noninferiority as

compared with liposomal amphotericin B,2 and the
results of that trial generated substantial discussion
after the FDA declined approval of the drug for that
indication.3 Nevertheless, the use of voriconazole
has become common in the management of neutro-
penia and persistent fever, in the treatment of high-
risk patients with pneumonia, and as prophylaxis
in patients who are at risk for the development of
invasive fungal infections. These uses of voricona-
zole are probably attributable to its lower overall tox-
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