
Amsterdam, 22 June 2023 
EMA/CMDh/268636/2023  
Co-ordination group for Human Use (CMDh) 
PSUSA/00010549/202210 

Position of the Co-ordination Group for Mutual Recognition 
and Decentralised Procedures for human use on Periodic 
Safety Update Reports for 

Active substance(s): morphine, morphine / cyclizine 

Nationally authorised Medicinal product(s): See PRAC PSUR Assessment Report appendix 

Basis for position 
Pursuant to Article 107b of Directive 2001/83/EC, the Marketing Authorisation Holder(s) for nationally 
authorised medicinal products (for details see PRAC PSUR Assessment report) submitted to the European 
Medicines Agency periodic safety update reports (PSURs) for the medicinal products containing the above 
referred active substance(s). 

The evaluation procedure started on 09 February 2023. 

The steps taken for the assessment of the PSURs are detailed in the appended Pharmacovigilance Risk 
Assessment Committee (PRAC) assessment report. 

The recommendation was adopted by the PRAC on 08 June 2023. 

Position 

1. The CMDh, having considered in accordance with Article 107g(1) of Directive 2001/83/EC the PSUR on

the basis of the PRAC recommendation and the PRAC assessment report as appended together with the

detailed  explanation  of  the  scientific  grounds  for  the  differences with  the  PRAC  recommendation,

reaches its position by consensus on the variation to the terms of the Marketing Authorisation(s) for

the medicinal products  containing  the above  referred active  substance(s),  concerning  the  following

change(s):

 Update of section 4.4 and 4.8 of the SmPC to add the adverse reaction acute generalised
exanthematous pustulosis (AGEP) with a frequency not known. MAHs with AGEP already
included in their product information section 4.8 should maintain their calculated frequency. The
Package leaflet is updated accordingly.

 Update of section 4.5 of the SmPC to add an interaction regarding increased risk of respiratory
depression with concomitant treatment with gabapentin or pregabalin. The Package
leaflet is updated accordingly.

Anlage 2



 

 

 Update of section 4.4 and 4.8 of the SmPC to add the adverse reaction central sleep apnoea 
syndrome with a frequency not known. MAHs with central sleep apnoea already included in their 
product information section 4.8 should maintain their calculated frequency. The Package leaflet is 
updated accordingly.   

 Update of section 4.4 and 4.8 of the SmPC to add the adverse reaction pancreatitis and spasm 
of sphincter of Oddi with a frequency not known. MAHs with pancreatitis, biliary pain and spasm 
of sphincter of Oddi already included in their product information section 4.8 should maintain their 
calculated frequency. 

 Update of section 4.2, 4.4 and 4.8 of the SmPC to inform prescribers about Opioid Use Disorder 
(OUD). The Package leaflet is updated accordingly.   

The Icelandic and the Norwegian CMDh member(s) agree(s) with the above-mentioned position of 
the CMDh.  

2. The scientific conclusions are set out in Annex I. 

3. The amendments to be introduced to the product information of the medicinal products containing 

the above referred active substance(s) are set out in Annex II. 

4. The timetable for the implementation of this CMDh position is set out in Annex III. 

To the extent that other medicinal products containing morphine, morphine/cyclizine not listed in the 
PRAC assessment report are currently authorised in the EU or are subject to future authorisation 
procedures in the EU, the CMDh recommends that the concerned Member States and Marketing 
Authorisation Holders take due consideration of this CMDh position. 

This position is forwarded to Member States, to Iceland, Liechtenstein and Norway, to the MAHs together 
with its annexes and appendix(ces). 
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Hinweis des BfArM in roter Schrift
Diese deutsche Übersetzung ist die korrigierte deutsche Übersetzung vom 3.10.2023, d.h. die seit 3.10.2023 
auf der EMA-Website veröffentlichte korrigierte deutsche Übersetzung, seit dem EMA Website Relaunch 
vom 5.12.2023 unter   https://www.ema.europa.eu/en/search?f%5B0%
5D=ema_search_custom_entity_bundle%3Adocument&f%5B1%5D=ema_search_entity_is_document%
3ADocument&search_api_fulltext=PSUSA/00010549/202210.
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