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Finalised safety procedure for methadone 
products containing povidone

2

NEWSLETTER October 2014 The Pharmacovigilance Risk Assessment Committee

The PRAC finalised the EU safety referral procedure for 

methadone medicinal products containing povidone. 

The review of the risk-benefit balance originated from the 

reports of misuse of methadone by injection which may result 

in potential harm from the accumulation of povidone in the 

internal organs. However, only high molecular weight povidone 

was associated with a risk of harm. The PRAC recommended the 

suspension of the marketing authorisation for all methadone 

oral solutions containing high molecular weight povidone and 

reformulation of the affected products. Methadone tablets 

containing low molecular weight povidone will remain on the 

market with the reinforced information that the product is for 

oral administration only.
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Ongoing review of the benefit-risk balance 
of valproate and related substances
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A referral procedure concerned the use of valproate and related 

products in pregnant women and women in childbearing 

potential. Studies have shown a risk of possible long-term 

developmental problems in children born to women taking 

valproate products. The issue was discussed with patients and 

their representatives. The points that still needed to be 

addressed in the review by experts and healthcare professional 

organisations were also agreed. The PRAC decided to involve 

the Scientific Advisory Group on Neurology in the consultation 

process. 
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Procedure for finalisation 
- bromocriptine

The use of oral bromocriptine for post-partum inhibition 

or suppression of lactation was associated with serious 

cardiovascular, neurological and psychiatric reactions. 

For that reason the PRAC recommended to limit the use 

of bromocriptine to medically justified cases. Bromocriptine 

should not be used routinely but only to avoid further distress 

after the loss of the baby or in mothers with HIV infection. 

Additionally, blood pressure should be monitored during the 

treatment. Bromocriptine should also be contraindicated in 

patients with a history of coronary artery disease, uncontrolled 

hypertension, hypertensive disorders in pregnancy, post-partum 

hypertension and history of severe psychiatric disorder.
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Evaluation 
of a PSUR procedure:

• The product information for Cinryze (human C1 inhibitor)   

 was requested to be updated to include hypersensitivity 

 as an undesirable effect with an unknown frequency

• The product information for Jevtana (cabazitaxel) should be  

 updated to advise that blood haemoglobin and haematocrit  

 should be checked before treatment and in case of signs 

 of anaemia or blood loss during the treatment as well

• The product information for Rienso (ferumoxytol) should   

 specify that the product should only be administered as 

 a 15 minute infusion and the patient should be carefully   

 monitored for the sings of hypersensitivity

• The product information for Revlimid (Lenalidomide) should  

 include a risk of gastrointestinal perforation as undesirable  

 effect with an unknown frequency
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Domperidone not longer available 
‘over- the -counter’

Following a review conducted by the European Medicines 

Agency earlier this year, it was concluded that domperidone 

may increase a risk of potentially life-threatening cardiac 

effects, namely arrhythmia in the elderly. The drug was 

available OTC under the name Motilium10 and used for the 

treatment of nausea, vomiting, stomach discomfort, fullness 

and bloating. From September 04, 2014 domperidone will 

have prescription only status. Its use is now restricted to the 

relief of nausea and vomiting in the lowest effective dose for 

the shortest possible time and contraindicated in patients with 

underlying heart conditions. 

6

NEWSLETTER October 2014 The Pharmacovigilance Risk Assessment Committee

NEWS

It was concluded that 

domperidone may 

increase a risk 

of potentially 

life-threatening 

cardiac effects

“

“



Ebola 
outbreak

In light of the largest, most severe and complex outbreak of 

Ebola virus in West Africa, the Coalition of Medicines Regulatory 

Authorities (ICMRA) issued a statement on September 4, 2014 

at their Rio de Janeiro meeting. Medicines regulators have 

declared cooperation with the World Health Organization and 

between other regulatory agencies to promote submission of 

regulatory dossiers of new medicines potentially beneficial in 

the treatment or prevention of Ebola virus. Several promising 

medicines have been investigated over the last few years but 

their safety and efficacy in humans have not been yet evaluated. 

The greatest challenges in Ebola virus drugs development 

process include lack of systems for data collection in the 

affected countries and limited access to treatments by patients. 

The necessity of the effective infection control through public 

health measures like isolation, contact tracing and use of 

personal protective equipment were also stressed. The issues 

were further discussed at a WHO consultation on potential 

Ebola therapies and vaccines on September 4-5 in Geneva.
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7-10 July 2014

Publication of revision 1 of good pharmacovigilance 
practice Module VI and revision 1 of Module III 

Revision 1 of Module VI on the management and reporting 

of adverse reactions was published on 15 September providing 

updated guidance on reporting from post-authorisation studies. 

This included the revision of terminology: Causality (VI.A.2.1.1), 

Seriousness (VI.A.2.4). In reporting of ICSRs section (VI.B.7) 

it was clarified that the clock for reporting (day zero) starts as 

soon as a receiver gains knowledge of a valid ICSR, even if it is 

a weekend or public holiday. 

Other amendments include:

• Correction in Interface with post-authorisation studies   

 section (VI.C.1.2) stating that adverse events are actively   

 sought in post-authorisation studies, instead of 

 “(post-authorisation studies) may involve the receipt of   

 information on adverse events”. It was also clarified that   

 academic sponsors are exempt from the requirements   

 provided in Module VI as long as a MAH is not even partially  

 involved in the study.

• Explanation of reporting requirements for non-interventional  

 studies with primary and secondary data collection (VI.C.1.2.1)

• Clarification on the handling of an ICSR in case of reporting 

 in one of EU official languages (VI.C.6.2.2.9)

• Replacement of tables highlighting interim arrangements   

 applicable to marketing authorisation holders (tables VI.4 

 and VI.5). Reporting requirements applicable to MAHs are   

 detailed in EMA/321386/2012 available on EMA website   

 (VI.App.3.1.1)

• Correction in Period during a public health emergency   

 (VI.C.2.2.9) 
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MHRA - New guidance on reporting suspected 
adverse drug reactions in children

It is no longer necessary to report all suspected ADRs for 

children and adolescents under 18 years of age. The criteria for 

reporting suspected ADRs through the Yellow Card Scheme are 

now the same as for adults. A Yellow Card should be completed 

for all suspected ADRs that are serious or result in harm and for 

all suspected ADRs associated with new drugs and vaccines 

(black triangle products). 

It is still very important to be wary of ADRs in children as many 

drugs may not be extensively tested in children and their action 

or pharmacokinetics may be different from that in adults. 

Additionally, there may not be suitable formulations for children, 

many drugs are not licensed in children and therefore used 

‘off-label’. 

Even if a suspected ADR is reported via the British Paediatric 

Surveillance Unit’s Orange Card Scheme, it should still be 

submitted to the Yellow Card Scheme.
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