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Agenda 

• Primary insomnia 

 Acute 

 Chronic 

 NRS 

 

 Clinical trials 

 Population 

 Measurement tools 

 Primary and secondary endpoints 

 Commentaries on the Guidance 
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EU: Approved Drugs for Primary Insomnia 

• Only for short-term use 

 

• Nothing yet for NRS 

 

• Off-label: 

– Long-term use 

– Antidepressants 

– Antipsychotics 
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History of the NfG „Insomnia 

• First Guidance ECNP 1992 

• Request for update 2009 
– Exchange between rapp. and experts 

• Draft EWP and consultation 10/2009 

• Deadline for comments 4/2010 

• Transmission to CHMP for adoption 2/2011 

• Came into effect  9/2011 
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http://www.ema.europa.eu/ema/ 
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Primary Insomnia (DSM IV-TR) 

• – difficulties in initiating sleep; 

• – disorders of maintaining sleep (frequent 

awakening); 

• – premature awakening; 

• – feeling of nonrestorative sleep, 

• with subsequent impaired daytime 

functioning. 
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Necessary to study 

• The following clinical efficacy criteria should 

be evaluated as a minimum: 

• – sleep onset latency; 

• – sleep continuity; 

• – sleep duration; 

• – feeling of restorative sleep and quality of 

sleep; 

• – subsequent daytime functioning in the 

natural setting. 
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Based on „Subjectice Experience“ 

• DSM-IV criteria are exclusively based on 

subjective experience 

– Primary endpoint and labeling 

– “efficacy will be based on clinical relevant improvements 

of subjective sleep parameters of the patients in their 

natural setting”  

 

• Measures as Polysomnography are considered 

as pharmacodynamic measures and supportive 

– Acceptable as primary endpoint in prrof of concept or 

dose-finding 
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Possible Indication 

• „is indicated for the treatment of insomnia, 

including difficulty falling asleep, nocturnal 

awakening or early awakening, in adults, usually 

for short term duration“  

 

• If only one aspect is studied, e.g. NRS: 

– In such cases the demonstrated effects should be 

based on a clear understanding of the underlying 

mechanism of action, should be robust and consistent 

and be supported by improvement in quality of day 

time functioning (mandatory as a co-primary endpoint)  
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Non Restorative Sleep / Sleep Disturbances 

Clinical Guideline: S3 

• German Society for Sleep research and Sleep Medicine, 

published 2009 

• „Non restorative sleep“ key issue of the guidance as it 

is part of all insomnias, hypersomnias, circadian sleep 

abnormalities and sleep related apnoe syndromes 

• Follows then usual classification system 

• Evidenced based recommendations for diagnosis, 

treatment and further research needs 

• Measurement of cognition and function 
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What‘s clinically meaningful, e.g. for NRS 

• Statistical Significance   and   Clinical Relevance 
 

• Endpoints: 
– Co-Primary:  - validated NRS questionnaire  

   - validated functional improvement  

– Secondary:  - global measures    
   - polysomnography   
   - others 
 

 

• Difference between Baseline and Post-
Treatment-Score 

 

• Responder or Remitter Rates:  ? 



Bundesinstitut für Arzneimittel 
und Medizinprodukte 

ISCTM Autumn Meeting, Oct. 2011, Amelia Island, FL 

Conclusions from a Regulatory Point of View 

• No approval for NRS yet 

• Criteria to define a homogeneous population needed 

• Validated measurement tools needed 

• Subjective improvement should be supported by 

objective measures 

• Subjective improvement should be supported by 

functional improvement, e.g. activities of daily living 

(co-primary) 

 

• Scientific Advice at EMA or national competent 

authorities 
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Thank You for Your Attention! 


