
Bern, 23 December 2024   HPC 

 
Swissmedic | Hallerstrasse 7 | 3012 Bern | www.swissmedic.ch | Tel. +41 58 462 02 11 | anfragen@swissmedic.ch 

1 / 2 

 
Important drug safety information 
 
Metronidazole and other nitroimidazoles contraindicated in patients with 
Cockayne syndrome because of severe hepatotoxicity 
 
Swissmedic announces new contraindication for all medicinal products containing metronidazole or 
another nitroimidazole. 
 
Summary 

• At present the medicinal product information for medicinal products containing metronidazole 
that are authorised for systemic use in Switzerland includes a warning that metronidazole 
should only be used after a careful assessment of the risks and benefits owing to cases of 
severe hepatotoxicity/acute liver failure in patients with Cockayne syndrome [note: a very rare, 
autosomal recessive disorder]. 

• Swissmedic has carried out another risk assessment, which found that in the light of the 
published case reports and other literature, it should be assumed that metronidazole treatment 
will cause acute liver failure in the vast majority of, if not all, patients with Cockayne syndrome. 
The pathological mechanism is unknown. 

• The cases described occurred after systemic use of metronidazole. The consensus in the 
literature is that patients with Cockayne syndrome must not be treated with metronidazole and 
that other nitroimidazoles should not be used because of their structural similarity to 
metronidazole. 

• Swissmedic has also concluded that nitroimidazoles must not be used in patients with 
Cockayne syndrome. The new contraindication applies to all pharmaceutical forms, i.e. 
including vaginal and topical nitroimidazoles. 
 

Background to this safety concern 
Cockayne syndrome is a very rare, autosomal recessive disorder caused by a mutation in a gene 
(ERCC6 or ERCC8) that encodes DNA repair proteins. It is characterised by microcephaly, post-natal 
growth and developmental disorders and by premature ageing. Other typical symptoms include 
hearing loss in both ears, cataracts and increased skin sensitivity to light. However, the clinical picture 
can vary. Life expectancy is significantly shortened. There is currently no causal treatment. 
 
While the risk of hepatic adverse reactions from metronidazole is slight in the standard population, it 
arises very frequently, if not always, in patients with Cockayne syndrome. Wilson et al., 2015, (1) 
describe eight patients from the Cockayne Syndrome Natural History Study who experienced acute 
liver failure after systemic treatment with metronidazole. Outcome was fatal in three cases, and the 
authors were unable to identify any case in which severe adverse reactions caused by metronidazole 
did not occur. Two further cases were published by Ataee et al., 2020, (2) while one further case was 
published by Hunaut et al., 2022 (3). 
 
Metronidazole-induced hepatotoxicity also follows a significantly different course in patients with 
Cockayne syndrome than in the standard population. The latency period to onset of risk was 
unusually short in all reported cases and the course was always fulminant. Wilson et al., 2015, (1) 
therefore, postulate that the risk is always disease-specific, i.e. caused by the pathology underlying 
Cockayne syndrome. 
 
In vitro data collected by Wilson et al., 2015, (1) show that even tiny concentrations of metronidazole 
can significantly impair the viability of fibroblasts from patients with Cockayne syndrome compared 
with fibroblasts from controls.  
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Given the suspected idiosyncrasy of the effect and the in vitro data, it is impossible to exclude the 
possibility that even very low doses of metronidazole cause severe adverse reactions in vivo in 
patients with Cockayne syndrome. For this reason, all pharmaceutical forms of metronidazole are 
contraindicated, including vaginal and topical forms. Moreover, other nitroimidazoles are also included 
by virtue of their close structural relationship. 
 
The Information for healthcare professionals and Patient information are being updated accordingly. 
 
Reporting adverse drug reactions  
For reporting adverse drug reactions (ADRs), Swissmedic recommends the use of the reporting portal 
developed for this purpose, namely the Electronic Vigilance System (EIViS). All the necessary 
information can be found at www.swissmedic.ch. 
 
Marketing 
authorisation holder 

Name of medicinal product Authorisation 
no. 

Alcina AG Arilin 1000 mg, Vaginalzäpfchen 62294 
B. Braun Medical AG Metronidazol i.v. B. Braun, Infusionslösung 48018 
Drossapharm Ltd Perilox, Crème 50483 

Rosalox, Crème 48092 
Galderma Ltd Rozex, Lotio 55031 

Rozex, Crème 55030 
Helvepharm Ltd Metronidazole Zentiva, Ovula 62276 

Metronidazole Zentiva, Filmtabletten 62275 
Lagap Ltd Metrolag, soluzione per infusione 43324 

Metrolag, compresse 40215 
Medius AG Pylera, Hartkapseln 66366 
OrPha Swiss GmbH Tiberal, Filmtabletten 44231 

Tiberal, Konzentrat zur Herstellung einer 
Infusionslösung 

43065 

Sanofi-Aventis (Suisse) 
SA 

Flagyl, ovules 26314 
Flagyl, comprimés pelliculés 26313 

Sintetica SA Metronidazole Sintetica, soluzione per infusione 55280 
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