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Abstract: A case report of prazosin-induced hypothermia in a treatment-naive patient with PTSD. A 65-year-old woman
with bipolar disorder and nightmares resulting from previous traumas was admitted to an inpatient psychiatry unit for mixed
state hypomania and depression with suicidal ideation. Prazosin 1mg was started to help manage nightmares and the patient
developed asymptomatic hypothermia with a low of 33.5C after 5 days of therapy. After internal medicine and endocrinology
consults and appropriate testing did not result in an explanation, prazosin was stopped and her temperature returned to normal.
A rechallenge of prazosin again resulted in a temperature decrease and was then discontinued. Hypothermia is not a reported
side effect of prazosin in humans, though one previous case study reports hypothermia with a 20mg total daily dose in the
treatment of a patient with hypertension. Animal studies indicate two possible mechanisms of action including 1) increased
heat dissipation from skin by inhibition of non-shivering thermogenesis and decreased metabolic rate and 2) temperature
increases upon rapid eye movement sleep deprivation (REMSD) in rats by increasing noradrenaline. Prazosin modulates
REMSD-induced changes in body temperature in rats by blocking the effects of noradrenaline in postsynaptic receptors. To our
knowledge, this is only the second reported case of hypothermia induced by prazosin.

Keywords: PTSD, Prazosin, Hypothermia

weakness 6.5%, palpitations 5.3%, and nausea 4.9%. Less
frequent (1-4%) are vomiting, diarrhea, constipation, edema,
orthostatic  hypotension, dyspnea, syncope, vertigo,
depression, nervousness, rash, urinary frequency, blurred
vision, reddened sclera, epistaxis, dry mouth, nasal
congestion. Rare (fewer than 1%) side effects are abdominal
discomfort and/or pain, liver function abnormalities,
pancreatitis, tachycardia, paresthesia, hallucinations, pruritus,
alopecia, lichen planus, incontinence, impotence, priapism,
tinnitus, diaphoresis, fever, positive ANA titer, arthralgia.
Hypothermia is not one of the listed side effects of prazosin.
Literature review revealed one case report of hypothermia
with prazosin 20 mg (10mg bid) dose used for treatment of

1. Introduction

Prazosin is a synthetic piperazine derivative. It is an alpha-
1 blocker, inhibits postsynaptic alpha-adrenergic receptors,
causing arterial and venous dilatation and subsequent
decrease in blood pressure [1]. Prazosin is primarily
approved by FDA as an anti-hypertensive. To a lesser extent,
this agent also decreases the tone of the bladder sphincter,
thereby allowing the opening of the bladder into the urethra
and thus relieving the urinary conditions associated with
benign prostatic hypertrophy [2]. Other non-FDA approved
uses include heart failure [3], prevention of Raynaud’s

phenomenon [4] and for treatment of nightmares associated - . .
with Post-traumatic Stress Disorder (PTSD) [5]. Several hypertension. In this case study, the patient was treated as an
inpatient with gradually increasing doses of prazosin up to

10mg bid. Her rectal temperature at admission was 37C but
began to decrease 3 days after therapy was started. Her

published studies support the usefulness of prazosin in PTSD
for the management of associated nightmares but showed

mixed results in randomized controlled trials [6-12]. As per 5 SraleE
drug labeling information, most frequent reactions associated temperature then stabilized around 35.6C. Investigations into

with prazosin hydrochloride therapy are dizziness 10.3%, the cause of her hypothermia including thyroid levels, were

headache 7.8%, drowsiness 7.6%, lack of energy 6.9% done but all within normal levels. Prazosin was stopped and
’ ’ " temperature returned to normal. A rechallenge of prazosin
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one week later resulted in her temperature falling to 35C and
was then stopped [13]. The following paper reports a case of
prazosin induced hypothermia with 1 mg dose used for
treatment of nightmares in a patient with symptoms of PTSD.

2. Case Report

A 65-year-old African American woman with bipolar
disorder was admitted to inpatient psychiatry for mixed state
hypomania and depression with suicidal ideation. Significant
medical history included heart failure, HTN, morbid obesity
and deep vein thrombosis. She also reported a history of
multiple traumas and subsequent nightmares. Lamotrigine
and oxcarbazepine were initiated, and home medications
continued (amlodipine, candesartan, hydrochlorothiazide).
On admission, comprehensive laboratory testing and vital
signs were normal except for mild leukopenia and blood
pressure of 141/87. Temperature was 36.4C.

Prazosin 1mg nightly was started on hospital day 4 for

nightmares. She denied a history of therapy with this
medication and medical record review did not indicate any
previous trials. Within 5 days she developed hypothermia
with an oral temperature of 33.7C and otherwise stable vital
signs. At that time the patient was asymptomatic. She was
warmed with blankets, warm packs and hot beverages,
leading her to complain of feeling hot with these
interventions but without change in her temperature which
was 34.3C (oral) and 34.7C (rectal).

Internal Medicine and Endocrinology were consulted when
hypothermia persisted after 2 days. Adrenal insufficiency was
considered as a cause and a cosyntropin stimulation test was
completed and found to be normal.

Prazosin was discontinued on day 10 after 6 days of
treatment. Two days after cessation, hypothermia resolved
(36.2C). Prazosin was re-challenged after 3 days and
temperature dropped to 34.3C. Prazosin was discontinued
and not prescribed on discharge.
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Figure 1. Graph of temperatures during admission. Temperatures were orally taken and the first number in the morning was used for each day. Day 3 had no
temperature data recorded so is left off this graph. 35°C is the cut off for low end of normal human temperature and is marked to delineate normal from

hypothermic temperatures.

3. Discussion

Review of the available literature showed one case report
[13] of hypothermia in a patient treated with prazosin 10mg
daily for hypertension and hypothermia resolved with
removal of the drug. In the report by Wollersheim et al. [14],
three patients with either hypertension or Raynaud's
phenomenon were each treated with one of the three
vasodilatory drugs: prazosin, nifedipine or prostacyclin. A
decrease in rectal body temperature was noted in one of these
three patients, though drug was not specified. It is not clear if
the patient that suffered hypothermia was on prazosin or one
of the other two medications and further clarification could
not be obtained. Otherwise, no articles about prazosin
induced hypothermia in humans could be found in the
literature aside from a single case study in a patient on high

dose prazosin for hypertension. The mechanism of action,
how prazosin effects body temperature, is unknown. A
possible explanation from animal models is that temperature
increases upon rapid eye movement sleep deprivation
(REMSD) in rats by increasing noradrenaline [15]. Prazosin
modulates REMSD-induced changes in body temperature in
rats by blocking the effects of noradrenaline in postsynaptic
receptors [15]. Other animal studies have hypothesized that
prazosin’s action on hypothermia is mediated through
increased heat dissipation from skin which may be modulated
by inhibition of non-shivering thermogenesis and decreasing
metabolic rate [16-17].

4. Conclusion

This patient experienced asymptomatic hypothermia with
prazosin 1mg that resolved with medication cessation.
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Hypothermia is not a listed side effect of prazosin. This
patient had potentially confounding comorbid conditions as

well as trials of other new medications.

Appropriate

consultants offered advice on possible alternative causes of
hypothermia, but none were found. The trial and re-challenge
of prazosin with a return of hypothermia indicates that this
was likely related to a little-known mechanism of action on
thermoregulation in humans.
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