
PART VI SUMMARY OF THE RISK MANAGEMENT PLAN 

Active substance(s):  Melatonin 

Product(s) concerned:  Slenyto 1 mg and 5 mg prolonged-release tablets 

MAH / MAA name:  RAD Neurim Pharmaceuticals EEC SARL 

Data lock point for this module:  29 November 2018 

RMP version number when this module was last updated:  1.5 

Summary of Risk Management Plan for Slenyto 1 mg and 5 mg prolonged-release 
tablets (melatonin) 

This is a summary of the RMP for Slenyto 1 mg and 5 mg prolonged release tablets.  The 
RMP details important risks of Slenyto, how these risks can be minimized, and how more 
information will be obtained about Slenyto's risks and uncertainties (missing information). 

Slenyto's summary of product characteristics (SPC) and its package leaflet (PL) give essential 
information to healthcare professionals and patients on how Slenyto should be used. 

Important new concerns or changes to the current ones will be included in updates of 
Slenyto's RMP. 

I. The Medicine and What it is Used For 

Slenyto is authorized for insomnia in children and adolescents aged 2 to 18 years with 
Autism Spectrum Disorder (ASD) and and / or Smith-Magenis syndrome, where sleep 
hygiene measures have been insufficient (see SPC for the full indication).  It contains 
melatonin as the active substance and it is given by oral administration. 

http://www.ema.europa.eu/ema/index.jsp?curl=/pages/medicines/human/medicines/004425/h
uman_med_002310.jsp 

II. Risks Associated with the Medicine and Activities to Minimize or Further 
Characterize the Risks 

Important risks of Slenyto, together with measures to minimize such risks and the proposed 
studies for learning more about Slenyto's risks, are outlined below. 

Measures to minimize the risks identified for medicinal products can be: 

• Specific information, such as warnings, precautions, and advice on correct use, in the 
PL and SPC addressed to patients and healthcare professionals; 

• Important advice on the medicine’s packaging; 

• The authorized pack size — the amount of medicine in a pack is chosen so to ensure 
that the medicine is used correctly; 

• The medicine’s legal status — the way a medicine is supplied to the patient (e.g. with 
or without prescription) can help to minimize its risks. 

Together, these measures constitute routine risk minimization measures. 

http://www.ema.europa.eu/ema/index.jsp?curl=/pages/medicines/human/medicines/004425/human_med_002310.jsp
http://www.ema.europa.eu/ema/index.jsp?curl=/pages/medicines/human/medicines/004425/human_med_002310.jsp


In addition to these measures, information about adverse reactions is collected continuously 
and regularly analyzed, including Periodic Safety Update Report assessment so that 
immediate action can be taken as necessary.  These measures constitute routine 
pharmacovigilance activities. 

If important information that may affect the safe use of Slenyto is not yet available, it is listed 
under ‘missing information’ below. 

IIA List of Important Risks and Missing Information 

Important risks of Slenyto are risks that need special risk management activities to further 
investigate or minimize the risk, so that the medicinal product can be safely 
administered/taken. 

Important risks can be regarded as identified or potential.  Identified risks are concerns for 
which there is sufficient proof of a link with the use of Slenyto.  Potential risks are concerns 
for which an association with the use of this medicine is possible based on available data, but 
this association has not been established yet and needs further evaluation.  Missing 
information refers to information on the safety of the medicinal product that is currently 
missing and needs to be collected (e.g. on the long-term use of the medicine); 

 

Table 1 List of Important Identified/Potential Risks/Missing Information 

List of Important Risks and Missing Information 

Important Identified Risks  None 

Important Potential Risks  Delay of sexual maturation and development 

Missing Information  Use in pregnancy and lactation 

 Long-term safety in children (> 2 years) 



IIB Summary of Important Risks 

Table 2 Summary of Important Identified/Potential Risks/Missing Information 

Important Potential Risk: Delay of sexual maturation and development 

Evidence for Linking the Risk to the Medicine The active substance is the hormone melatonin which 
regulates the reproductive process in seasonal but not 
in continuous breeders: however, it delays sexual 
development in the rat in a transient and reversible 
manner (Lang, 1986; Lang et al, 1984).   

Risk Factors and Risk Groups Children and adolescents that are between pre-pubertal 
to pubertal stages.   

Risk Minimization Measures Indication in Section 4.2 of SmPC that the patient 
should be monitored at regular intervals (at least every 
6 months) to check that Slenyto is still the most 
appropriate treatment. 
Inclusion in the package leaflet under section 3: 
“You or your child should be monitored by your 
doctor at regular intervals (recommended every 6 
months) to check that Slenyto is still the right 
treatment for you/them.  “ 

Additional Pharmacovigilance Activities Monitor any relevant post marketing safety reports. 
Reports describing sexual maturation and 
development would be specifically followed up. 
RTU – final reporting on 3 years use in the target 
population has now been submitted.  Further RTU 
reports will be submitted on an annual basis in 
December 2019, December 2020 and December 2021 
respectively 

Missing Information:  Use in pregnancy and lactation 

Evidence for Linking the Risk to the Medicine Transfer via breast milk and/or physiological excretion 
of melatonin into maternal milk have been shown in 
different animal species and humans; additionally 
melatonin crosses the placenta and shows rhythmic 
variations in breast milk, in parallel with plasma, in 
both humans and goats. 

Risk Factors and Risk Groups Pregnant and lactating women 

Risk Minimization Measures Routine risk minimization measures: 
Indication in Section 4.6 of the SPC (Fertility, 
pregnancy and lactation) that there is not sufficient 
data relating to the use of Slenyto during breastfeeding 
and pregnancy. 
Inclusion of warning in the package leaflet that “If you 
are pregnant or breastfeeding, think you may be 
pregnant or are planning to have a baby, ask your 
doctor for advice before taking this medicine”. 
Additional risk minimization measures: 
None. 

Additional Pharmacovigilance Activities Reports describing pregnancy shall be followed up 
and documented until the outcome is known. 
Additional pharmacovigilance activities: 
None. 



Missing Information:  Long term safety in children (>2 years)  

Evidence for Linking the Risk to the Medicine There is no official data with the product for a 
duration longer than 2 years. 

Risk Factors and Risk Groups The target population and children that will be treated 
off label.  

Risk Minimization Measures Indication in Section 4.2 of the SmPC that “Data is 
available for up to 2 year’s treatment” 

Additional Pharmacovigilance Activities Monitor any relevant post marketing safety reports. 
Reports related to long term use would be specifically 
followed up. Final report of the RTU on 3 years use 
has now been submitted. Further RTU reports will be 
submitted on an annual basis in December 2019, 
December 2020 and December 2021 respectively. 

Abbreviations: SPC = summary of product characteristics. 
Data source: On file. 

IIC Post-Authorization Development Plan 

IIC.1 Studies Which are Conditions of the Marketing Authorization 

None. 

IIC.2 Other Studies in Post-Authorization Development Plan 

There is one study that is still on-going and will continue after authorization and this is the 
RTU for Circadin 2 mg that was initially granted for 3 years, with the option of renewal of 
this period. The period was prolonged by the ANSM and the project is ongoing until October 
2021.  At the end of the current follow-up of patients (anniversary date of the beginning of 
the follow-up i.e. on 1st October 2018), the Applicant had six months to transmit the final 
report to ANSM. Therefore, the Applicant submitted a final integrated report that contains 
data from the 3 year period to ANSM on 29th March 2019.  Demographic data including age, 
gender, height and weight (at each visit), adverse events, compliance, efficacy, concomitant 
mediations for insomnia, and reasons for discontinuation are gathered under the RTU and are 
now reported in the final report for this population. Thus, 3 years data are now available for 
the population included in the RTU and the results in English have been submitted to the 
EMA as part of a Type II (C.I.13) variation procedure. Further annual reports will be 
submitted to the EMA in December 2019, December 2020 and December 2021 as part of the 
most appropriate procedure at that point in time. 
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