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Reports indicate that about 70-90% of patients with post-traumatic stress disorder (PTSD) experience sleep
disturbances and trauma-related nightmares.1 Few guidelines exist that specifically address post-traumatic
nightmares, and the available evidence is small and limited in quality and quantity. A pharmacological intervention
has yet to be approved for PTSD-related nightmares, but several options have been studied.2 Cyproheptadine,
a histamine and serotoninergic antagonist, has been considered for the treatment of PTSD-associated night-
mares due to its ability to increase stages of slow-wave sleep without altering total sleep time.3,4,5 This newsletter
review will address the current guideline-based recommendations and clinical evidence on the use of cyprohep-
tadine for PTSD-associated nightmares, sleep disturbances, and flashbacks.

American Academy of Sleep Medicine (AASM)

The AASM published a position paper for the treatment of nightmare disorders in adults in 2018 as an update to
their Best Practice Guide for the Treatment of Nightmare Disorder in Adults, published in 2010. According to
AASM, cyproheptadine was classified as a “may be used” medication for the treatment of PTSD-associated
nightmares. A “may be used” classification indicates that there is unclear evidence or expert consensus either in
favor of or against the drug.  But ultimately, AASM states that clinicians should provide care based on patient
circumstances, available treatment options, and resources.4

According to the Best Practice Guide, cyproheptadine may be considered for the treatment of PTSD-associated
nightmares, but there is spare and low-grade data available. At the time this was published (2010), AASM noted
that evidence on the use of cyproheptadine for this purpose consisted of three studies with conflicting data.1,5

Details of these are presented on the next page.
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A small case series documented the use of cyproheptadine in four veterans with combat-related nightmares.
The four cases were selected to represent “about 80 patients” whose nightmare symptoms appeared to
respond to the addition of cyproheptadine to their antidepressant regimen. Three of the patients experienced
a remission of their nightmares within several days of taking doses ranging from 2 to 4 mg of cyproheptadine
nightly. One patient was prescribed cyproheptadine 28 mg nightly but quit taking it after experiencing intense
dreams. The only significant safety side effect was in a patient who experienced excessive sedation, confusion,
and worsening flashbacks after taking only one dose of cyproheptadine 4 mg. No follow-up period was
reported.5,6

A retrospective chart review was conducted to determine the efficacy of cyproheptadine in relieving
nightmares in nine patients with PTSD. The patient group was predominately females (79%) with sexual
trauma (78%) and substance abuse. All patients were on concomitant psychotropic medications and received
treatment doses of cyproheptadine ranging from 4 to 12 mg nightly. Responses to the drug varied from a
reduction in the frequency and intensity of nightmares to total remission. No safety data were recorded in
patient records after the addition of cyproheptadine. Overall, there was incomplete evidence and a lack of
information on the methodology used.5,7

A clinical trial was conducted at a Veteran’s Administration treatment center to study the effectiveness of
cyproheptadine for PTSD-associated nightmares using a daily sleep dairy. A diagnosis of PTSD (according to
DSM-IV criteria) and presence of distressing dreams were the only inclusion criteria. Patients were excluded
if they had psychotic disorders or substance abuse within the past 6 months. The Miami Veteran's Adminis-
tration Medical Center (VAMC) Post-Sleep Questionnaire was used by the patients as a sleep diary. Thirty-six
patients completed this baseline sleep diary for one week and were prescribed cyproheptadine 4 to 8 mg
nightly for 4 weeks. However, the efficacy analysis only included 16 patients who had completed at least one
week of posttreatment sleep diaries. The patient population was predominately males with ages ranging from
47 to 75 years old who were taking previously prescribed psychotropic medications. The efficacy measure-
ments included: number of awakenings, presence of dreams, and disturbance of dreams. None of the
posttreatment efficacy measurements were found to be statistically different from the baseline scores. Three
patients discontinued cyproheptadine due to side effects (e.g., fatigue, restlessness, worsening nightmares);
and only four of the 16 patients reported the drug to be effective. This study was limited by a high dropout
rate (e.g., loss due to follow-up, discontinuation due side effects), small sample size, and confounding variables
such as the use of other psychotropic medications.5,8

Department of Veterans Affairs (VA) and Department of Defense (DOD)

A 2017 update to the VA/DOD clinical practice guidelines for the management of PTSD and related
conditions reviewed evidence since the publication of the 2010 guidelines for cyproheptadine and determined
that there is insufficient evidence to recommend for or against cyproheptadine as monotherapy or augmen-
tation therapy for the treatment of PTSD.9



Clinical Evidence

A 2010 randomized, double-blinded, placebo-controlled trial examined the use of cyproheptadine for PTSD
associated sleep problems in Vietnam veterans. The participants were primarily males with current combat
related PTSD diagnosed according to the Clinician Administered PTSD Scale and had moderately severe
nightmares on the Pittsburg Sleep Quality Index. Sixty-nine patients were enrolled across two study sites for
a trial of 2 weeks. Posttreatment data was available for 60 subjects. The cyproheptadine group had marginally
worse posttreatment scores on the Clinician Administered PTSD Scale (p=0.81), nightmare severity scores
(p=0.17), and Pittsburg Sleep Quality Index scores (p=0.06) compared to placebo. The researchers
concluded that cyproheptadine did not appear to be effective for combat-related PTSD sleep problems and
may even exacerbate the issue. The investigators expressed the ongoing need for skepticism regarding
anecdotal and open-label findings and further controlled clinical trials.3

In a letter to the Editor in the , the effect of cyproheptadine on nightmares,
electroencephalogram (EEG) sleep measures, and drug serum levels was described in a patient who was
prescribed up to 12 mg of cyproheptadine for PTSD-associated nightmares. The serum level of cyprohepta-
dine was 6 µg/L after 12 hours. The resulting effect was that the nightmares became less intense and
decreased in frequency to less than once per week. However, given the small sample, single dose/strength
studied, and lack of follow up, the generalizability of these findings is limited.10

Based on the evidence provided, cyproheptadine should not be recommended for the treatment of PTSD-
associated nightmares due to a paucity of evidence and conflicting data. Overall, the studies conducted on
cyproheptadine presented incomplete, inconsistent, and low-quality evidence. The studies contained a lot of
confounding variables (i.e., differing dosages of cyproheptadine, concurrent use of other psychotropic
medications, concomitant chronic conditions), lacked statistical power, and had low external validity.1-10 If a
trial of cyproheptadine for PTSD-associated nightmares is considered, clinical judgement and shared-decision
making should be employed.4,5
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