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Divergent statement 

 

The undersigned members of CMDh did not agree with the CMDh’s position recommending that the 
marketing authorisations of zolpidem-containing products should be varied as stated by the CMDh. 

 

The reasons for this divergent opinion were as follows: 

 
Clinical efficacy data are limited to support the 5 mg dose. However, even though the 5 mg is 
associated with inadequate efficacy on average at a population level, inter-individual variability can 
lead to propose a recommending starting dose at 5 mg on an individual basis level. Furthermore the 
pharmacokinetics of zolpidem are influenced by a number of factors (gender, age, hepatic 
impairment). The submitted PK evidence in this procedure suggests slower clearance of zolpidem in 
women: young females achieve approximately 45% higher plasma exposure of zolpidem than males 
(both Cmax and AUC). Also, according to FDA submitted data, driving simulation and laboratory 
studies indicate that zolpidem blood levels above approximately 50 ng/mL appear capable of impairing 
driving to a degree that increases the risk of a motor vehicle accident. In pharmacokinetic trials of 10 
mg Ambien (or bioequivalent zolpidem products) that included approximately 250 men and 250 
women, about 15% of women and 3% of men had zolpidem concentrations that exceeded 50 ng/mL 
approximately 8 hours post-dosing. Also, it cannot be excluded that the risk of next morning driving 
impairment and somnambulism with the 5mg dose is lower as compared to the 10mg dose at 
population level. 

Overall evidence in efficacy studies do not exclude that a 5 mg dose could be effective at individual 
level. 

For individual patients, a lower dose of 5mg could be effective as stated in pharmacodynamic 
properties section of the SmPC and therefore in terms of benefit risk balance in individual patients the 
mention that 5 mg could be effective in some patients in posology section of the SmPC is 
recommended. 

Virginie Bacquet  (FR) 

 

24 April 2014 2014 
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