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RCR position statement on the revision of marketing authorisations for 
gadolinium based contrast agents 
Introduction  
The Pharmacovigilance Risk Assessment Committee (PRAC) of the European Medicines Agency 
(EMA) commenced an investigation in March 2016 stimulated by work published since 2014 and 
subsequent concerns regarding gadolinium retention/deposition following administration of 
gadolinium-based contrast agents (GBCAs). Following this investigation and a consultation process 
the PRAC submitted recommendations earlier this year to the Committee for Medicinal Products for 
Human Use (CHMP) on revisions to the marketing authorisations for the available GBCAs. There is 
currently no evidence that gadolinium deposition in the brain has caused adverse neurological 
effects to patients, however, the recommendations have now been accepted by the CHMP as a 
precautionary measure. As a result the marketing authorisations of some GBCAs will be withdrawn 
while others will be amended as of 1 February 2018. What will this mean for clinical radiologists and 
radiology departments in the UK? The following is a summary of the changes as they apply to the 
different agents. 

 

Status of gadolinium-containing contrast agents after the review 
Brand leader 
product name 

Active substance Structure Recommendation from EU 
review 

Dotarem gadoteric acid macrocyclic Updates to product information 

Gadovist gadobutrol macrocyclic Updates to product information 

ProHance gadoteridol macrocyclic Updates to product information 

Magnevist (intra-
articular product) 

gadopentetic acid linear Updates to product information 

MultiHance gadobenic acid linear Indication revised to liver 
imaging only; updates to product 
information 

Primovist gadoxetic acid linear Indication remails for liver 
imaging only; updates to product 
information 

Magnevist gadopentetic acid linear Suspension: withdrawn with 
effect from 1 February 2018 

Omniscan gadodiamide linear Suspension: withdrawn with 
effect from 1 February 2018 

OptiMARK gadoversetamide linear Suspension 
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1. Gadoteric acid (Dotarem, Guerbet and Clariscan, GE Healthcare), Gadoteridol 
(ProHance, Bracco) and Gadobutrol (Gadovist, Bayer) 
These agents will remain on the market with updated advice to emphasise that GBCAs 
should only be used when essential diagnostic information cannot be obtained with 
unenhanced scans and using the lowest dose effective for diagnosis. The RCR recommends 
that the local SOPs and associated PGDs be reviewed with this advice in mind.  
 

2. Gadopentetate dimeglumine 2 mmol/l solution for intra-articular injection (Magnevist, 
Bayer) 
This low-dose, dilute solution of Magnevist specifically formulated for intra-articular injection 
will remain on the market with no change to its marketing authorisation. 
 

3. Gadobenate dimeglumine (MultiHance, Bracco) and Gadoxetic acid (Primovist, Bayer) 
These agents will remain on the market with their indication limited to liver imaging only, for 
situations where delayed phase imaging is required – this would include protocols where 
dynamic imaging involving acquisition of arterial phases is combined with delayed phase 
scans. MultiHance previously had a ‘whole-body’ license, departments that have been using 
this agent for indications other than liver imaging (which can continue) should make 
arrangements to switch to those agents with continued authorisation for more general work 
(see table). Where MultiHance has been used purposefully for its higher specific relaxivity 
(for example in central nervous system [CNS], breast and vascular imaging) then radiologists 
will have to determine what dose of the alternative agents will need to be used to obtain 
equivalent enhancement for their protocols, bearing in mind that this should be at the lowest 
dose that is effective for diagnosis. This will entail changes to the local SOPs and associated 
PGDs under which MRI contrast agents are administered. 
 

4. Gadopentetate dimeglumine (Magnevist, Bayer + generic products such as Magnegita, 
Agfa), Gadodiamide (Omniscan, GE Healthcare) and Gadoversetamide (OptiMARK, 
Guerbet – previously Mallinckrodt)  
These agents will have their marketing authorisations for intravenous administration 
suspended in Europe as a precautionary measure and following 1 February 2018 should no 
longer be used, the MHRA are taking steps to have stocks of these agents withdrawn from 
the UK supply chain. OptiMARK and generic Gadopentetate products have not been recently 
commercially available in the UK and the RCR understands that the use of both Magnevist 
and Omniscan have fallen to very low levels. This followed the already in place restrictions 
consequent upon concerns regarding the association with nephrogenic systemic fibrosis 
(NSF) in patients with severe renal insufficiency for these agents and the fall in cost of 
alternative GBCAs. Departments that have still been using these agents as intravenously 
administered contrast for general magnetic resonance imaging (MRI) indications in patients 
without renal impairment should make arrangements to switch to those agents with 
continued availability (see below). This will of course also entail alterations to the local 
standard operating procedures (SOPs) and associated patient group directions (PGDs) 
under which these agents have been administered, altering them to reflect whichever GBCA 
the department chooses to change to. 
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