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24 March 2011 
EMA/CHMP/PhVWP/217595/2011 
Patient Health Protection 

Monthly report Issue number: 1103 

Pharmacovigilance Working Party (PhVWP) 
March 2011 plenary meeting 

The CHMP Pharmacovigilance Working Party (PhVWP) held its March 2011 plenary meeting on 14-16 

March 2011. 

Safety concerns 

Discussions on non-centrally authorised medicinal products are summarised below in accordance with 

the PhVWP publication policy. The positions agreed by the PhVWP for non-centrally authorised products 

form recommendations to Member States. For the publication policy, readers are referred to 

http://www.ema.europa.eu/docs/en_GB/document_library/Report/2009/10/WC500006181.pdf. 

The PhVWP also provides advice to the Committee for Medicinal Products for Human Use (CHMP) on 

centrally authorised products and products subject to ongoing CHMP procedures at the request of the 

CHMP. For safety updates concerning these products, readers are referred to the CHMP monthly report 

(http://www.ema.europa.eu, go to: about us/Committees/CHMP/Committees meeting reports). 

High-ceiling diuretics – Evidence does not confirm risk of basal cell 
carcinoma 

Evidence does not confirm a causal association between high-ceiling diuretics and basal cell 

carcinoma.    

Following the recent publication of a study showing an increased risk of basal cell carcinoma (BCC) 

with the use of high-ceiling diuretics, the PhVWP reviewed this possible safety concern1. The PhVWP 

concluded that the evidence does not confirm a causal association between the use of the high-ceiling 

diuretics and the development of BCC and that no regulatory action is currently necessary (see Annex 

1 for the Summary Assessment Report). 

 

                                                
1 The active substances included in this review were bumetanide, etacrynic acid, furosemide, piretanide and torasemide.  

http://www.ema.europa.eu/docs/en_GB/document_library/Report/2009/10/WC500006181.pdf
http://www.ema.europa.eu/
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Regulatory abbreviations 

CHMP – Committee for Medicinal Products for Human Use 

CMD(h) – Co-ordination Group for Mutual Recognition and Decentralised Procedures for Human 

Medicines 

EU – European Union 

HMA – Heads of Medicines Agencies 

PASS – post-authorisation safety study 

PhVWP – CHMP Pharmacovigilance Working Party 

PL – package leaflet 

PSUR – periodic safety update report 

RMP – risk-management plan 

SmPC – summary of product characteristics 
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Annex 1 

Summary Assessment Report of the PhVWP March 2011 

Heigh-ceiling diuretics – Evidence does not confirm risk of 
basal cell carcinoma 

Key message 

Evidence does not confirm a causal association between high-ceiling diuretics and basal cell carcinoma.  

Safety concern and reason for current safety review 

An observational study investigating a possible risk of basal cell carcinoma (BCC) in relation to the use 

of diuretics was published recently in 2010 [1]. The study was conducted because little is known about 

BCC in relation to diuretics, despite the photosensitising abilities of some of them (i.e. thiazides, 

potassium-sparing agents and furosemide). The study found that cumulative exposure to high-ceiling 

diuretics was associated with an increased risk of BCC but a significant dose-dependency was not 

demonstrated.  

The PhVWP agreed to review the possible risk of BCC for the high-ceiling diuretics bumetanide, 

etacrynic acid, furosemide, piretanide and torasemide.  

Clinical setting 

Diuretics have been available since the late 1950s and are widely used for the treatment of heart 

failure, hypertension and oedema (specific indications may differ for each diuretic). Their main effect is 

promoting the excretion of water and electrolytes by the kidneys.   

Basal cell carcinoma (BCC), a type of skin cancer, is among the most frequently diagnosed cancers in 

Caucasians and its incidence is increasing. Known risk factors for the development of BCC are age and 

phenotypic characteristics such as hair colour, eye colour and skin phototype. The major environmental 

risk factor for the development of BCC is excessive exposure to ultraviolet radiation (UV), both chronic 

and intermittent. UV-induced risk of BCC may be enhanced in patients with increased photosensitivity 

because they are more likely to get (severe) sunburn due to a lower Minimal Erythema Dose (the 

minimum UV dose producing sunburn in a person).   

A wide range of medicines have photosensitising abilities, including sulfonylurea derivatives used in 

diabetes mellitus, non-steroidal anti-inflammatory drugs, antipsychotics, amiodarone, cardiovascular 

medicines and some diuretics. 

Although a possible causal relation between the total dispensed amount of photosensitising diuretics in 

mg (i.e. thiazides, potassium-sparing agents and furosemide) and the risks of squamous cell 

carcinoma (SCC) and malignant melanoma has been described in the scientific literature [5], no clear 

causal association has been established between diuretics and BCC. 
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Information on the data assessed 

The PhVWP reviewed the study [1], which was designed as a cohort study with 3 cohorts: a) patients 

using thiazide diuretics (ATC-code C03A and C03EA2); b) patients using potassium-sparing diuretics 

(ATC-code C03D); and c) patients using high-ceiling diuretics (ATC-code C03C). 

In addition, a literature search was performed to identify other publications that investigated the 

possible causal association between the use of high-ceiling diuretics and the development of BCC [2-

8].  

Also, a search for relevant cases in Vigibase, the worldwide adverse reaction report database 

maintained by the Uppsala Monitoring Centre (World Health Organization Collaborating Centre for 

International Drug Monitoring), was performed for the possible causal association between diuretics 

(ATC-code C03) and the MedDRA3 Preferred Term “Basal cell carcinoma”.   

Outcome of the assessment 

The PhVWP considered that the study [1] showed an increased risk of BCC in relation to the use of 

high-ceiling diuretics, but not with other diuretics. In general, the study was well performed and no 

major methodological limitations were identified, although some minor methodological issues were 

identified (e.g. collection of data on possible confounders).  

No other studies confirming this finding were found in the literature. The two other studies specifically 

published on this subject showed no increased risk of BCC with diuretics [4, 5].  

Further, the literature search did not identify studies describing a possible mechanism that could be 

involved in the development of BCC in relation to the use of high-ceiling diuretics.  

Vigibase contained only two cases of BCC reported in association with diuretics. It was noted that the 

well-known limitations of spontaneous reporting systems are also valid for this search (e.g. 

underreporting of suspected adverse reactions and low sensitivity to detect adverse reactions with 

delayed time to onset). 

The PhVWP concluded that the evidence does not confirm a causal association between the use of the 

high-ceiling diuretics and the development of BCC and that no regulatory action is currently necessary.  
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