
20 February 2014 
EMA/CHMP/318854/2014 
Committee for Medicinal Products for Human Use (CHMP) 

Ribavirin Mylan 

International non-proprietary name: ribavirin 

Procedure No.  EMEA/H/C/001185/PSUSA/10007/201307 

Period covered by the PSUR:  25.07.2012 to 24.07.2013 

Scientific conclusions and grounds recommending the variation to 
the terms of the Marketing Authorisation 

7 Westferry Circus ● Canary Wharf ● London E14 4HB ● United Kingdom 

An agency of the European Union  
Telephone +44 (0)20 7418 8400 Facsimile +44 (0)20 7523 7455 
E-mail info@ema.europa.eu Website www.ema.europa.eu
 

© European Medicines Agency, 2014. Reproduction is authorised provided the source is acknowledged. 

Med
icin

al 
pro

du
ct 

no
 lo

ng
er 

au
tho

ris
ed



Scientific conclusions  

Taking into account the PRAC Assessment Report on the PSURs for Ribavirin containing medicinal 
products, the scientific conclusions are as follows:  

This PSUSA covers a yearly period with a Data lock point up to 24 July 2013.  

The MAH submitted an evaluation of a signal on tongue hyperpigmentation, as requested in the 
previous PSUR of Rebetol. The number of cases of tongue  pigmentation reported to date with ribavirin 
and/or peginterferon alfa 2b, even though some of them are insufficiently documented, is significant. In 
literature case reports, a positive dechallenge (with slowly resolution of symptoms) was generally 
reported after stopping antiviral therapy which is in favour of drug causality. This evaluation led to the 
conclusion that bitherapy with ribavirin and peginterferon can induce tongue pigmentation. PRAC 
therefore recommends the inclusion of this adverse reaction in section 4.8 of the SmPC of the oral 
formulations of ribavirin containing products. The package leaflet should be updated accordingly.  

Furthermore, it was noted that the following adverse drug reactions should be included across the 
product information of all the ribavirin containing products: tinnitus, hypotension, vasculitis and 
cerebrovascular ischaemia. As such PRAC recommended that these adverse drug reactions be added to 
the product information of those products that do not contain them.  

The CHMP agrees with the scientific conclusions made by the PRAC. 

Grounds recommending the variation to the terms of the Marketing Authorisations  

On the basis of the scientific conclusions for Ribavirin containing medicinal products the CHMP is of the 
opinion that the benefit-risk balance of the medicinal products containing the active substance Ribavirin 
is favourable subject to the proposed changes to the product information. 

The CHMP recommends that the terms of the Marketing Authorisations should be varied. 
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