E LETTER TO THE EDITOR

Doxazosin for the Treatment of Nightmares:
Does It Really Work? A Case Report

To the Editor: There have been numerous studies on the use of
prazosin for nightmares, but data on doxazosin are very limited.!
It has been postulated that posttraumatic stress disorder (PTSD)-
related nightmares arise from fragmentation of rapid eye movement
sleep.?

Casereport. Mr A, a 59-year-old combat veteran of the Vietnam
War, was diagnosed with PTSD on Axis I according to DSM-IV-
TR. His past medical history was significant for hypertension and
benign prostatic hypertrophy (BPH). He was being treated with
hydrochlorothiazide 12.5 mg for hypertension and sertraline 200
mg for his PTSD and DSM-IV-TR major depressive disorder, mild,
without psychotic features. Mr A was treated with a number of
medications for insomnia, nightmares, and disrupted sleep in
the past with no benefit. Treatment with trazodone 200 mg and
mirtazapine 7.5 mg at bedtime and quetiapine 100 mg at bedtime was
discontinued because of side effects. On a follow-up appointment
with his primary care physician, he was started on doxazosin 1
mg/d for his hypertension and BPH. Within 1 week of this, the
patient was seen in the mental health clinic. He reported improved
sleep over the past week. A military version of the PTSD checklist®
was administered to the patient 1, 4, and 8 weeks after the start of
therapy. His medication was titrated from 1 mg/d to 4 mg/d. His
response changed from extremely (score=>5) to a little bit (score=2)
on repeated, disturbing dreams of a stressful military experience,
and his response changed from quite a bit (score=4) to a little bit
(score =2) on repeated, disturbing memories, thoughts, or images of
a stressful military experience. He was reassessed at 8 weeks, and his
answers still stayed the same. Overall, the patient reported sleeping
6 to 8 hours daily, improved sleep quality, decreased frequency and
intensity of trauma-related nightmares, and improved ability to
function during the daytime. He was continued on doxazosin 4
mg/d, which helped him with the nightmares, hypertension, and
BPH. Orthostatic hypotension was the only side effect reported in
the initial days after starting therapy.

Prazosin and doxazosin are both a;-adrenergic antagonists used
in hypertension and BPH. As they are a-adrenergic antagonists,
they should also inhibit adrenergic activity in the brain of patients
with PTSD. The high a-adrenergic activity seen in PTSD affects
the prefrontal cortex, which is most likely responsible for the
exaggerated fear response observed in PTSD.®” Hence, doxazosin
should curb this response.” Doxazosin is also known to help with
erectile dysfunction, as it causes vasodilation and enhances blood
flow to the area.® This might be beneficial for veterans with PTSD
who also have problems with sexual functioning. It is also safe to
be used in the normotensive population, as it does not lower blood
pressure significantly.’
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Prazosin has a short half-life of 2 to 3 hours and has to be given
twice daily. Doxazosin has a longer half-life, and its elimination half-
life can be up to 22 hours.!? The controlled-release gastrointestinal
therapeutic system (GITS) is also available and controls fluctuations
in plasma drug levels. Whereas doxazosin needs to be started at a
lower daily dose of 1 mg and then titrated up, doxazosin GITS
can be started at 4 mg because of its improved side effect profile.!’
Doxazosin GITS has been tested for its use in BPH, but the side
effect profile would still be the same even if used for nightmares
and PTSD.

More studies would be helpful in determining whether
doxazosin is an effective alternative to the other medications for
the treatment of insomnia and nightmares related to PTSD. If it is,
it will be preferred because of the insignificant side effect profile.
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