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� Pharmacovigilance data collected
from several European countries show
that macrolides can provoke neu-
ropsychological adverse effects such
as hallucinations, delirium, manic
episodes and sometimes depression,
in both adults and children. These
effects seem to be rare and are
reversible on macrolide withdrawal. 

� In practice, keep in mind that if neu-
ropsychological disorders can be
attributed to macrolides, treatment
should be halted. 

Rev Prescrire 2010; 30 (316): 115.

The principal adverse effects of eryth-
romycin are gastrointestinal disor-

ders, reversible ototoxicity and cardiac
arrhythmia. Other potential problems
including liver damage, pancreatic disor-
ders, cutaneous reactions are less fre-
quent (1). Neuropsychological disorders
such as confusion, hallucinations and
manic episodes have also been reported
with erythromycin (2,3). This review is
based on European pharmacovigilance
data and focuses on the neuropsycho-
logical disorders caused by macrolides in
general.

Clarithromycin: mania and halluci-
nations. Acute psychotic episodes, delir-
ium, hallucinations and manic episodes
have been reported with clarithromycin
(2,3). In June 2008, a Spanish pharma-
covigilance bulletin reported that the
Spanish pharmacovigilance database
included 9 manic episodes in patients
treated with clarithromycin (4). The
7 women and 2 men were aged 45 to
73 years and had no prior psychiatric his-
tory. In 4 cases, the manic episode was
the only reported adverse effect, while the

other 5 patients also had hallucinations,
delirium, depressive syndromes, confu-
sion, insomnia, neurotic disorders, abnor-
mal thinking or nightmares. 

In 5 cases, the manic episode occurred
within 48 hours after clarithromycin initi-
ation. The problems resolved in 1 to 12
days in the 8 patients whose outcome
was known. 

An Italian pharmacovigilance bulletin
reported that in 2008 the Italian pharma-
covigilance database contained 15
reports of hallucinations in patients treat-
ed with clarithromycin (5). 

Telithromycin: confusion and hallu-
cinations. In response to our request for
information, the European Medicines
Agency (EMA) sent us a review of
adverse effects linked to telithromycin.
Reports recorded in the European phar-
macovigilance database between mar-
keting authorisation (in July 2001) and 9
January 2008 included 38 cases of con-
fusion (13 serious cases) and 27 cases of
hallucination (a)(6).

A variety of macrolides implicated. In
2000, the Belgian Pharmacovigilance
Centre reported that 14 cases of neu-
ropsychological adverse effects linked to
azithromycin, clarithromycin, dirithromycin
and roxithromycin had been received
between 1995 and 2000. Four cases
involved children under 10 years of age.
The adverse effects included dizziness,
nightmares, hallucinations, agitation and
anxiety. The effects occurred on treatment
initiation in 10 cases, and on the first
day of treatment in 7 cases. The patients
whose outcome was known all reco-
vered (7). 

In practice. When a patient presents
with recent-onset neuropsychological dis-

orders, it is important to bear in mind the
possible role of a drug, including non-psy-
chotropic drugs, particularly macrolides. 

It is better to avoid exposing patients to
these types of adverse effects when the
risk-benefit balance of the drug in ques-
tion is clearly unfavourable, as is the
case with telithromycin. 
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a- Telithromycin is no more effective than other macrolides
but carries a risk of particularly severe adverse effects. After
re-examining the available data in 2006 and 2007, the
European Medicines Agency restricted the indications of
Ketek° to second-line use, for safety reasons. In addition, the
SPC recommends taking Ketek° at bedtime, because of a risk
of visual disorders and loss of consciousness (refs 8-10).

Selected references from Prescrire’s literature
search.
1- Prescrire Rédaction “16-1. Patients ayant une
infection ORL courante” Rev Prescrire 2009; 29 (314
suppl. interactions médicamenteuses).
2- “Erythromycin + clarithromycin + telithromy -
cin”. In: “Martindale The Complete Drug Refe-
rence” The Pharmaceutical Press, London.
www.medicinescomplete.com accessed 28 Novem-
ber 2009: 55 pages.
3- Prescrire Editorial Staff “Mania induced by
antimicrobiol agents” Prescrire Int 2003; 12 (67):
183. 
4- “Mania associada a claritromicina” Boletin infor-
mativo del centro de farmacovigilancia de la comunidad
de Madrid 2009; 15 (2): 2 pages.
5- “Claritromicina e allucinazioni” Reazioni 2009; 3
(12): 6.
6- European Medicines Agency “CHMP variation
assessment report Ketek° telithromycin” 25 Sep-
tember 2008. Letter to Prescrire dated 14 January
2009: 9 pages. 
7- “Effets indésirables centraux des macrolides” Folia
Pharmacotherapeutica 2000; 27 (4): 32. 
8- Prescrire Rédaction “Télithromycine: trop de
risques graves, mais des agences frileuses” Rev 
Prescrire 2007; 27 (283): 347. 
9- Prescrire Editorial Staff “Telithromycin: visual
disorders” Prescrire Int 2010; 19 (106): 71. 
10- Prescrire Editorial Staff “Telithromycin” Prescrire
Int 2003; 12 (63): 8-11. 

Translated from Rev Prescrire February 2010; 30 (316): 115

Neuropsychological effects of macrolides

Downloaded from english.prescrire.org on 26/04/2024 
Copyright(c)Prescrire. For personal use only.


