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1. INTRODUCTION 1 

Hypnotics are indicated for the treatment of insomnia. Insomnia is characterised by persisting 2 
difficulties with falling asleep, maintaining sleep, premature awakenings and feelings of a 3 
non-restorative sleep. As a consequence daytime functioning is impaired. 4 
 5 
Overall prevalence of insomnia is estimated about 10%. Usually insomnia is associated with mental 6 
disease (depression, stress. anxiety), physical illness (pain) or psychosocial stress. Insomnia less 7 
usually exists as an isolated phenomenon (primary insomnia). 8 
 9 
Treatment of insomnia primarily should tackle the underlying cause. At the moment medicinal 10 
intervention only is symptomatic and includes ‘hypnotic’ agents and melatonin-like agents. Hypnotics 11 
have the potential risk of abuse and dependence. The efficacy of melatonin-like agents is modest if not 12 
at discussion. 13 

2. PROBLEM STATEMENT 14 

The current guidance on clinical investigation of hypnotic medicinal products clinical investigation of 15 
hypnotic medicinal products dates from 1991. Although many issues of this guidance document still 16 
may apply, hypnotics no longer cover the type of products currently developed in insomnia 17 
(e.g. melatonin-like-agents). The title may be converted to address insomnia. However many of the 18 
topics discussed anno 1991 and their solutions may still apply. These issues simply need 19 
reconfirmation although others may need revision. As an example the DSM III has been replaced by 20 
the DSM IV which affect the diagnostic criteria and hence in/exclusion criteria. 21 

3. DISCUSSION 22 

In the guideline the following issue may need to be reconfirmed or revised: 23 

Choice of patient population 24 

Primary insomnia/insomnia associated with co-morbidity; diagnostic criteria (DSM IV, ICD-10, 25 
ICSD-II). 26 

Study design 27 

Need and kind of pharmacodynamic studies e.g. polysomnography; kind of clinical studies and their 28 
relationship. 29 

Study design: type of study, need for active comparator; in- and exclusion criteria, sleep assessment 30 
tools e.g. sleep questionnaire, day time functioning, primary and secondary endpoints, need for sleep 31 
hygiene, adjustment for underlying disease. With respect to the primary endpoint it should be 32 
discussed for which components of sleep, efficacy should be shown. 33 

Short-term efficacy studies, Long term maintenance studies. 34 

Need for specific studies in the elderly. 35 

Safety data 36 

Need and kind of clinical data needed for the evaluation of the dependence and abuse potential of a 37 
new agent. 38 

Evaluation of chance in sleep architecture, hang-over, development of tolerance, withdrawal, influence 39 
of day time functioning. Of note, depending on the outcome of the discussion on the endpoint (see 40 
above) these items may be considered primary efficacy endpoint instead of safety endpoints. 41 

4. RECOMMENDATION 42 

The Efficacy Working Party recommends revising the guideline on clinical investigation of hypnotic 43 
medicinal products. 44 



©EMEA 2007 Page 3/3 

5. PROPOSED TIMETABLE 45 

It is anticipated that the first draft guideline may be available in 5 months after adoption of the concept 46 
paper. 47 

6. RESOURCE REQUIREMENTS FOR PREPARATION 48 

The preparation of this Guideline will involve the CNS drafting group of the EWP and EWP. 49 

7. IMPACT ASSESSMENT (ANTICIPATED) 50 

The new guideline will provide guidance for both industry and Regulatory Authorities regarding the 51 
clinical development and assessment of medicinal products in insomnia. It is expected to achieve a 52 
consistent approach in development and assessment of these products. 53 

8. INTERESTED PARTIES 54 

ECNP 55 


