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Cotrimoxazole + an ACE 
inhibitor or ARB: 
sudden death

 ● Hyperkalaemia.

Cotrimoxazole, an antibiot-
ic that combines sulfame-
thoxazole and trimethoprim, 
can cause hyperkalae-

mia (1). Co-administration of cotrimoxaz-
ole with other drugs that can increase 
potassium levels, such as angiotensin- 
converting-enzyme (ACE) inhibitors and 
angiotensin II receptor blockers (ARBs, 
alias sartans), can lead to severe hyper-
kalaemia with a risk of cardiac arrhyth-
mia (1).

In late 2014, a Canadian team pub-
lished the results of a complex case- 
control study involving 1110 case patients 
aged 66 years or older who were taking 
an ACE inhibitor or an ARB and who died 
suddenly within 7 days after receiving an 
antibiotic prescription for urinary tract 
infection. They were compared with con-
trols with various similar characteristics, 
but who survived after taking one of the 
same antibiotics (1). The antibiotic in 
question was cotrimoxazole in 288 cases. 
The risk of death within 7 days was sta-
tistically significantly higher with cotri-
moxazole than with amoxicillin (relative 
risk 1.83; 95% confidence interval 1.5 to 
2.2). Amoxicillin was chosen as the com-
parator because it is not known to cause 
cardiac disorders or hyperkalaemia (2).

A second analysis focusing on the 
14-day period after antibiotic prescription 
provided similar results (2).

Compared to the control group, there 
was an excess of three sudden deaths 
per 1000 cotrimoxazole prescriptions (2).

Co-administration of two or more drugs 
known to cause hyperkalaemia can have 
fatal adverse effects. Practitioners should 
be aware of these drugs (including cotri-
moxazole), avoid their co-administration, 
and carefully monitor serum potassium 
levels if co-administration is unavoidable.

©Prescrire

Selected references from Prescrire’s literature 
search.
1- Prescrire Rédaction “Fiche B2. Hyperkaliémies 
médicamenteuses en bref” Rev Prescrire 2014; 34 
(374 suppl. interactions médicamenteuses).
2- Fralick M et al. “Co-trimoxazole and sudden 
death in patients receiving inhibitors of renin- 
angiotensin system: population based study” BMJ 
2014; 30: 349, g6196: 7 pages. 

Translated from Rev Prescrire February 2015; 
35 (376): 105

Galantamine:  
serious skin reactions

 ● A decidedly bad drug.

In November 2014, the Cana-
dian regulator Health Cana-
da announced that serious 
skin reactions, namely Ste-

vens-Johnson syndrome and acute gener-
alised exanthematous pustulosis, had been 
reported in patients treated with galantam-
ine, a cholinesterase inhibitor used in Alz-
heimer’s disease. Other less serious skin 
reactions were also reported (1).

The serious adverse effects of galan-
tamine, including gastrointestinal, car-
diac, neuropsychiatric and now cutane-
ous disorders, are disproportionate 
to its minimal and transient efficacy in 
Alzheimer’s disease. 
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Topiramate: 
visual field defects

 ● Regular warning is needed.

Topiramate, a carbonic 
anhydrase inhibitor used in 
epilepsy, is known to have 
ocular adverse effects which 

include acute myopia and glaucoma (1).
In late 2014, the Australian regulatory 

agency warned of a risk of visual field 
defects with topiramate (2), occurring in 
patients without elevated intraocular 
pressure (1). The visual field defects were 
reversible in most patients whose out-
come was known (2).

For example, a 22-year-old man who 
had been taking topiramate 100 mg/day 
for 7 months for seizure control, and a 
21-year-old woman who had been taking 
topiramate 150 mg/day for about a year 
for seizures, lost part of their peripheral 
vision; both patients had marked improve-
ment in their visual field defects after 
topiramate discontinuation (3).

Other antiepileptic drugs, including 
pregabalin and vigabatrin, are also 
known to cause visual field defects (1).

Topiramate has many adverse effects. 
Some, such as these visual field disor-
ders, can be difficult to identify. As visual 
field defects can lead to accidents, 
patients must be informed of this risk 
during regular reassessment of the 
harm-benefit balance of their ongoing 
topiramate therapy.
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Cotrimoxazole: 
fatal thrombocytopenia

 ● Hypersensitivity.

Cotrimoxazole, a combina-
tion of the sulfonamide anti-
biotic sulfamethoxazole and 
the antifolate antibiotic tri-

methoprim, exposes patients to the risk 
of haematological disorders, including 
thrombocytopenia. This is one type of 
hypersensitivity to cotrimoxazole, which 
also causes hypersensitivity reactions 
affecting other organs (1).

In late 2014, Health Canada had 
received 130  reports of thrombocyto-
penia in patients taking cotrimoxazole. In 
over half of these cases, platelets were 
the only blood lineage affected. Twelve 
patients died (2).

Many drugs other than cotrimoxazole 
can cause potentially severe thrombo-
cytopenia  (3). When thrombocytopenia 
occurs, the possibility of a drug-related 
cause should be investigated, and dis-
continuation of the suspected drug or 
drugs should be considered.
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