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Letter to the Editor

Erythromycin Induced Nightmares

TO THE EDITOR: The word nightmare originates from the 13th
century and is composed of night and mare, suggestive of an evil
female spirit, afflicting sleepers with a feeling of suffocation, as they
ride on their chests. Classified as frightening dreams that awaken
the sleeper from rapid eye movement sleep,' nightmares impact
sleep quality and are linked to various health problems. Likewise,
nightmares are comorbid to psychiatric condition."”

Erythromycin is a macrolide antibiotic. Erythromycin also has
prokinetic properties, thus, it increases gastrointestinal motility via
motilin receptor agonism.” This case report presents a rare case of
erythromycin-induced nightmares (Figure).

A 19-year-old lady with Ehlers-Danlos syndrome (hypermo-
bility type) and delayed gastric emptying was administered 250 mg
erythromycin 4 times a day to increase gastrointestinal motility. The
delayed gastric emptying was diagnosed on the "“C-octanoic-acid
breath test. Within the first week after administration, the patient
presented with nightmares, characterised as vivid dreams 3-7 nights

a week. Preceding administration, this patient had never com-

Figure. “The Nightmare”, Henry Fuseli, 1789, oil on canvas. With
permission from Detroit Institute of Arts.

plained about debilitating nightmares and had no history of psychi-
atric disorders. Erythromycin was beneficial for her gastrointestinal
symptoms and accordingly the frequency of nausea, regurgitation,
and vomiting decreased. The patient found the nightmares disturb-
ing and stopped the treatment for 3 weeks. The nightmares went
into remission after a few days. However, as a consequence of dis-
continuation, the patients’ gastrointestinal symptoms flared-up, and
therefore she restarted the treatment with erythromyecin, resulting in
reappearance of nightmares within days. At the next appointment
at a tertiary neurogastroenterology clinic, erythromycin was sub-
stituted for azithromycin 250 mg on alternate days after a 1-week
washout-phase. Subsequent follow-up visits have revealed no night-
mares. Furthermore, the remission of the comorbid gastrointestinal
symptoms has continued.

Only one previous case of erythromycin-induced nightmares
exists.” In that case, a young woman was administrated erythromy-
cin 250 mg a day to treat acne. Post-administration she reported
nightmares, on average bi-weekly. In agreement with the present
case, the probands are young females with debilitating nightmares
and no medical history of psychiatric disorders that remit after ces-
sation of erythromycin.

Concomitant medication is imperative for consideration. Be-
sides erythromycin, the patient was only taking Gedarel and Movi-
col regularly. Depression is a well-recognized side-effect of contra-
ceptives, and nightmares are correlated to depression.”’ Regardless,
Gedarel, as a cause of nightmares in this case is very unlikely; as the
patient was using Gedarel for 2-3 years before administration of
erythromycin. Furthermore, no drug interaction between Gedarel
and erythromycin has been reported in the literature.

As cessation of erythromycin and remission of nightmares cor-
respond, correlation is most plausible. No class-effect of macrolides
has been established though clarithromycin and azithromycin have
been reported to induce hallucinations, no reports of nightmares are
available.”’

A variety of medications may induce nightmares. Receptor

modulation of the central nervous system is likely a mechanism of
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action. Medications like norepinephrine, serotonin, and dopamine,
are associated with nightmares, albeit erythromycin has not been
reported to interact with neurotransmitters. Other medications
also under suspicion of inducing nightmares are gamma-amino-
butyric-acid, acetylcholine, histamine, antiepileptics, antipsychot-
ics, and some anesthetics (eg, propofol, thiopental, isoflurane, and
ketamine).” Statins, an inhibitor of the hydroxy-3-methyl-glutaryl-
coenzyme-A (HMG-CoA) reductase, are known to induce night-
mares. By inhibiting HMG-CoA reductase, the de-novo synthesis
of cholesterol is inhibited. This may lead to a reduction in serum
cholesterol. Studies have identified low serum cholesterol as a po-
tentially cause psychiatric condition (eg, sleep disturbances).”"’

This case signifies erythromycin as a potential cause of night-
mares and an important correlation to consider in patients with
refractory nightmares during erythromycin treatment. The gap of 3
decades between cases of erythromycin-induced nightmares denotes
that the phenomenon is rare and/or underreported, as erythromycin
is widely used. Further studies are warranted to examine the under-

lying mechanisms.
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