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To enhance timely access to medicines, the European Medicines Agency (EMA) may accept 
less conclusive clinical evidence with a higher level of uncertainty at time of marketing 
authorization (MA). How this affects reimbursement recommendations remains unknown.  
 
Aims 
We aimed to (i) determine whether the existence of major clinical objections (MOs) regarding 
phase III data during the MA procedure as a measure for uncertainty is associated with negative 
reimbursement recommendations, and (ii) identify differences in clinical studies used for 
decision-making by EMA and reimbursement agencies. 
 
Methods 
For a cohort of innovative medicines that received MA (2009 & 2010, excluding vaccines) we 
identified all publicly available initial reimbursement recommendations in England, France, 
the Netherlands and Scotland. Risk ratios (RRs) and 95% confidence intervals (CI) were 
calculated overall and per jurisdiction for the association between MOs identified in MA 
dossiers (Putzeist et al, 2012) and negative reimbursement recommendations. Data on clinical 
studies were extracted from reimbursement dossiers and EMA’s public assessment reports 
(EPARs) and compared. 
 
Results 
For 35 medicines, 109 reimbursement recommendations were made, of which 43 percent were 
negative. The presence of clinical MOs was associated with an increased, although non-
significant, risk for a negative reimbursement recommendation: 1.4 (95% CI 0.9 to 2.3). For 
England, France, the Netherlands and Scotland, the RRs were 0.6, 1.5, 2.1 and 1.1, respectively 
(all non-significant). The proportion of studies in the EPAR also used for reimbursement 
recommendations varied from 24 (England) to 55 (France) percent. The proportion of studies 
used for reimbursement decision-making that were not included in the EPAR varied from 13 
(France) to 55 (England) percent. 
 
Conclusions 
Acceptance of uncertainties by regulators may be associated with negative reimbursement 
recommendations. This study suggests different considerations regarding clinical evidence 
between regulators and reimbursement authorities. Many studies in the EPAR are not used for 
reimbursement recommendations, and vice versa. 
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