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Lay Summary 
 

Morphine sulfate 10mg/5ml Oral Solution 
(morphine sulfate) 

 
This is a summary of the public assessment report (PAR) for Morphine sulfate 10mg/5ml 
Oral Solution (PL 29831/0563; UK/H/5580/001/DC). It explains how Morphine sulfate 
10mg/5ml Oral Solution was assessed and its authorisation recommended, as well as its 
conditions of use. It is not intended to provide practical advice on how to use Morphine 
sulfate 10mg/5ml Oral Solution. 
 
For practical information about using Morphine sulfate 10mg/5ml Oral Solution, patients 
should read the package leaflet or contact their doctor or pharmacist. 
 
What is Morphine sulfate 10mg/5ml Oral Solution and what is it used for? 
Morphine sulfate 10mg/5ml Oral Solution is a ‘generic medicine’. This means that it is 
similar to a ‘reference medicine’, already authorised in the European Union (EU) called 
Oramorph Oral Solution 10mg/5ml.  
  
Morphine sulfate 10mg/5ml Oral Solution is used to relieve severe pain. 
 
How does Morphine sulfate 10mg/5ml Oral Solution work?  
Morphine sulfate 10mg/5ml Oral Solution contains the active substance morphine sulfate. 
Morphine sulfate belongs to a group of medicines called ‘opioid analgesics’, which act at 
specific points in the brain and nervous tissue to modulate sensitivity to pain.  
   
How is Morphine sulfate 10mg/5ml Oral Solution used? 
Morphine sulfate 10mg/5ml Oral Solution should be taken by mouth, using a 5 ml plastic 
spoon to measure the dose. (This spoon is available from a pharmacist).  
 
Please read Section 3 of the package leaflet for detailed information on dosing 
recommendations, the route of administration, and the duration of treatment. 
 
The prescribing doctor will decide the amount of medicine that should be given to the patient. 

- In adults the usual dose is 5 to 10 ml (one to two 5ml plastic spoons) every four 
hours.  

- In children aged 13 to 18 years, the most that should be taken is 2.5 to 10 ml (half to 
two 5 ml plastic spoons) every four hours.  

- In children aged 6 to 12 years, the most that should be taken is 2.5 to 5 ml (half to 
one 5 ml plastic spoon) every four hours.  

- In children aged 1 to 5 years, the most that should be taken is 2.5 ml (half a 5 ml 
plastic spoon) every four hours.  

- Do not give this medicine to children under 1 year of age.  
 
This medicine can only be obtained with a prescription. 
  
What benefits of Morphine sulfate 10mg/5ml Oral Solution have been shown in studies? 
No additional studies were needed as Morphine sulfate 10mg/5ml Oral Solution is a generic 
medicine that is given as an oral solution and contains an active substance in the same 
concentration as the reference medicine, Oramorph Oral Solution 10mg/5ml. For this reason 
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Morphine sulfate 10mg/5ml Oral Solution is expected to be bioequivalent to the reference 
medicine. Two medicines are bioequivalent when they produce the same levels of the active 
substance in the body.  
 
What are the possible side effects from Morphine sulfate 10mg/5ml Oral Solution? 
Because Morphine sulfate 10mg/5ml Oral Solution is a generic medicine, its benefits and 
possible side effects are taken as being the same as the reference medicine, Oramorph Oral 
Solution 10mg/5ml. 
 
For information about side effects that may occur with using Morphine sulfate 10mg/5ml 
Oral Solution, please refer to the package leaflet or the Summary of Product Characteristics 
(SmPC) available on the Medicines and Healthcare products Regulatory Agency website. 
   
Why is Morphine sulfate 10mg/5ml Oral Solution approved? 
It was concluded that, in accordance with EU requirements, Morphine sulfate 10mg/5ml Oral 
Solution has been shown to have comparable quality and to be bioequivalent to the reference 
medicine, Oramorph Oral Solution 10mg/5ml. The MHRA, therefore, decided that, as for 
Oramorph Oral Solution 10mg/5ml, the benefits outweigh the identified risks and 
recommended that this product can be approved for use.  
 
What measures are being taken to ensure the safe and effective use of Morphine sulfate 
10mg/5ml Oral Solution?  
A Risk Management Plan (RMP) has been developed to ensure that Morphine sulfate 
10mg/5ml Oral Solution is used as safely as possible. Based on this plan, safety information 
has been included in the SmPC and the package leaflet for this product, including the 
appropriate precautions to be followed by healthcare professionals and patients.  
 
Known side effects are continuously monitored. Furthermore new safety signals reported by 
patients and healthcare professionals will be monitored and reviewed continuously as well. 

 
Other information about Morphine sulfate 10mg/5ml Oral Solution 
Ireland and the UK agreed to grant a Marketing Authorisation for Morphine sulfate 
10mg/5ml Oral Solution on 22 July 2015. The marketing authorisation in the UK was granted 
on 19 August 2015.  
 
The full PAR for Morphine sulfate 10mg/5ml Oral Solution follows this summary.  
 
For more information about treatment with Morphine sulfate 10mg/5ml Oral Solution, read 
the package leaflet or contact your doctor or pharmacist. 
 
This summary was last updated in October 2015. 
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I  Introduction 
 
Based on the review of the data on quality, safety and efficacy, the Member States have 
granted a Marketing Authorisation (MA) for the medicinal product Morphine sulfate 
10mg/5ml Oral Solution. The application was submitted using the Decentralised Procedure 
(DCP), with the UK as Reference Member State (RMS) and Ireland as a Concerned Member 
States (CMS).  
 
Morphine Sulfate 10mg/5ml Oral Solution is a prescription-only medicine (POM), indicated 
for the relief of severe pain. 
 
This application was made under made under Article 10(1) of Directive 2001/83/EC, as 
amended, as a generic medicinal product. The reference medicinal product, which has been 
authorised in accordance with Community provisions in force for not less than 10 years in the 
European Economic Area, is Morphinsulfat 20mg/ml Losung. This reference medicinal 
product was authorised to Boehringer Ingelheim Pharma GmbH & Co. KG in Germany on 
21 May 1997 (MA number: 34663.01.00). The MA holder has cited Oramorph Oral Solution 
10 mg/5ml (PL 00015/0122) as the UK reference product, which was authorised to 
Boehringer Ingelheim Limited in the UK on 08 March 1988.  
 
The medicinal product contains the active substance morphine sulfate, which is an opioid 
analgesic with affinity mainly for μ opioid receptors, and also for κ, if not σ and δ, opioid 
receptors located on the cell surfaces of the brain and nervous tissue. This action results in 
alteration of neurotransmitter release and calcium uptake. It has been postulated that this is 
the basis of the modulation of sensory input from afferent nerves sensitive to pain. 
 
No new non-clinical studies were conducted, which is acceptable given that the application 
was based on being a generic medicinal product of an originator product that has been 
licensed for over 10 years. 
 
Since Morphine sulfate 10mg/5ml Oral Solution is intended for generic substitution, this will 
not lead to an increased exposure to the environment. An environmental risk assessment is, 
therefore, not deemed necessary. 
  
No clinical studies were performed as part of this application.  
 
Morphine Sulfate 20mg/ml Oral Solution is an aqueous solution at the time of administration 
and in line with the Guideline on the Investigation of Bioeuivalence 
(CPMP/EWP/QWP/1401/98 Rev. 1/Corr **) no bioequivalence studies or other clinical 
studies are required for this application. 
 
The RMS has been assured that acceptable standards of Good Manufacturing Practice (GMP) 
are in place for this product type at all sites responsible for the manufacture and assembly of 
this product.  
 
For manufacturing sites within the Community, the RMS has accepted copies of current 
manufacturer authorisations issued by inspection services of the competent authorities as 
certification that acceptable standards of GMP are in place at those sites. 
 
A Risk Management Plan (RMP) and a summary of the pharmacovigilance system have been 



 
Morphine sulfate 10mg/5ml Oral Solution  UK/H/5580/001/DC  

 

 6 
 
  

 

provided with this application and are satisfactory. 
 
The RMS and CMS considered that the application could be approved at the end of 
procedure (Day 210) on 22 July 2015. After a subsequent National phase, a licence was 
granted in the UK on 19 August 2015. 
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II  Quality aspects 
 
II.1  Introduction 
The application is submitted according to Article 10(1) of Directive 2001/83/EC, as 
amended. The applicant has specified Morphinsulfat 20mg/ml Losung, authorised in 
Germany (MA number: 34664.01.00), as the reference medicinal product for the purpose of 
determining the expiry period of data exclusivity (MA holder: Boehringer Ingelheim Pharma 
GmbH & Co. KG). The applicant has specified Oramorph Oral Solution 10 mg/5ml 
(PL  00015/0122) as the UK reference product (MA Holder: Boehringer Ingelheim Limited). 
 
The product is formulated as a clear colourless to pale yellow oral solution containing the 
active substance morphine sulfate at a concentration of 2 mg/ml (each 5 ml contains 10 mg of 
morphine sulfate). The excipients present are methyl parahydroxybenzoate (E218), propyl 
parahydroxybenzoate (E216), sucrose, liquid glucose, sodium hydroxide solution (for pH 
adjustment), hydrochloric acid solution (for pH adjustment) and purified water. 
 
The oral solution is presented in 100 ml, 250 ml and 500 ml conventional amber soda glass 
(Type III) bottles, each fitted with a 28 mm white polypropylene push and turn cap with 
expanded polyethylene (EPE) liner.  
 
II.2  Drug Substance 
Morphine sulfate  
INN:   Morphine sulfate 
Chemical Name:  Di(7,8-didehydro-4,5α-epoxy-17-methylmorphinan-3,6α-diol) sulfate 

pentahydrate 
Structure: 

   
 
Molecular formula:  C34H40N2O10S,5H2O 
Molecular weight:  759 
Appearance:   White or almost white, crystalline powder. 
Solubility:  Soluble in water, very slightly soluble in ethanol (96 per cent), 

practically insoluble in toluene. 
 
Morphine sulfate is the subject of a European Pharmacopoeia monograph. 
 
All aspects of the manufacture and control of the active substance, morphine sulfate, are 
covered by a European Directorate for the Quality of Medicines and Healthcare (EDQM) 
Certificate of Suitability.  
 

http://www.pharmacopoeia.co.uk/bp2015/ixbin/bp.cgi?a=imagezoom&file=bp2015_v2_11_medicinal_and_pharmaceutical_substances_03/large/morphine_sulfate_cf1244-b.png�
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II.3  Medicinal Product 
Pharmaceutical development 
The objective was to develop a product that is comparable to the UK reference product 
Oramorph Oral Solution 20 mg/ml (PL 00015/0122). 
 
All the excipients used in the manufacture of the proposed formulation, other than the pH 
adjusters sodium hydroxide solution and hydrochloric acid solution, comply with their 
respective European Pharmacopoeial monographs. The sodium hydroxide solution and 
hydrochloric acid solution are made up from sodium hydroxide, hydrochloric acid and 
purified water that are of European Pharmacopoeial grade. 
 
Satisfactory certificates of analysis have been provided for all excipients showing compliance 
with their proposed specifications. 
 
None of the excipients used contain material of animal or human origin. 
 
No genetically modified organisms (GMO) have been used in the preparation of these 
excipients. 

 
Manufacture of the product  
A satisfactory batch formula has been provided for the manufacture of the finished product, 
together with an appropriate account of the manufacturing process. The manufacturing 
process has been validated with pilot-scale batches and a commitment has been provided that 
process validation will be performed on the first three production-scale batches of the 
finished product. A satisfactory validation protocol reflecting the production-scale batches is 
provided.  
 
Finished Product Specification  
The finished product specification is satisfactory. Test methods have been described that 
have been adequately validated, as appropriate. Batch data have been provided from two 
pilot-scale batches that comply with the release specification. Certificates of analysis have 
been provided for all working standards used. 
 
Stability of the product 
Stability studies were performed in accordance with current guidelines on batches of the 
finished product, packed in the packaging proposed for marketing. The data from these 
studies support a shelf-life of 12 months (unopened) and 3 months (after opening) with 
storage conditions of “Store in the original container in order to protect from light” and 
“Store below 25 °C”. 
 
Suitable post approval stability commitments have been provided. 
 
II.4  Discussion on chemical, pharmaceutical and biological aspects 
The grant of a Marketing Authorisation is recommended. 
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III Non-clinical aspects 
The pharmacodynamic, pharmacokinetic and toxicological properties of morphine sulfate are 
well-established. As morphine sulfate is a widely used, well-known active substance, the 
applicant has not provided additional studies and further studies are not required. An 
overview based on a literature review is, thus, appropriate. 
 
Suitable justification has been provided for non-submission of an Environmental Risk 
Assessment (ERA). As the application is for a generic version of an already authorised 
product, it is not expected that environmental exposure will increase following approval of 
the marketing authorisation for the proposed product. 
 
 
IV  Clinical aspects 
IV.1  Introduction 
No new clinical data have been submitted for this application. The applicant’s clinical 
overview on the clinical pharmacology, efficacy and safety of the product has been written 
by an appropriately qualified person and is adequate. The proposed indications and posology 
are identical to those of the reference product.  
 
IV.2 Pharmacokinetics 
In accordance with the Guideline On The Investigation Of Bioequivalence 
(CPMP/EWP/QWP/1401/98 Rev. 1 Corr**), bioequivalence studies may be waived if a test 
product is an aqueous oral solution at the time of administration and contains an active 
substance in the same concentration as the reference medicine, an approved oral solution. 
Morphine sulfate 10mg/5ml Oral Solution meets these criteria. The formulation of the 
Morphine sulfate 10mg/5ml Oral Solution differs from the UK reference product, Oramorph 
Oral Solution 10mg/5ml, in the omission of ethanol. The applicant has provided suitable 
justification that the absence of ethanol will not affect the bioavailability of the product. 
 
IV.3 Pharmacodynamics 
The applicant has included a bibliographic review of the pharmacodynamics of the active 
substance. As noted above, in Section IV.2 Pharmacokinetics, the product is an aqueous oral 
solution and, therefore, bioequivalence studies can be waived. 
 
IV.4 Clinical efficacy 
No new efficacy data were submitted with this application and none were required. 
 
IV.5 Clinical safety 
No new safety data were submitted with this application and none were required. 
 
IV.6 Risk Management Plan (RMP) 
The marketing authorisation holder has submitted an RMP, in accordance with the 
requirements of Directive 2001/83/EC as amended, describing the pharmacovigilance 
activities and interventions designed to identify, characterise, prevent or minimise risks 
relating to Morphine sulfate 10mg/5ml Oral Solution. 
 
A summary of safety concerns and planned risk minimisation activities, as approved in the 
RMP, are listed below: 
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Summary table of safety concerns 
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Summary table of risk minimisation measures 
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IV.7 Discussion on the clinical aspects 
The grant of a Marketing Authorisation is recommended for this application.  
 
  
V User consultation 
The package leaflet has been evaluated via a user consultation study in accordance with the 
requirements of Articles 59(3) and 61(1) of Directive 2001/83/EC, as amended. The language 
used for the purpose of user testing the package leaflet was English.  
 
The results show that the package leaflet meets the criteria for readability as set out in the 
Guideline on the readability of the label and package leaflet of medicinal products for human 
use. 
 
 
VI  Overall conclusion, benefit/risk assessment and 
recommendation 
The quality of the product is acceptable, and no new non-clinical or clinical safety concerns 
have been identified. The application includes an adequate review of published non-clinical 
and clinical data concerning the efficacy and safety of morphine sulfate. The waiver for the 
need for bioequivalence studies is acceptable. The benefit/risk assessment is, therefore, 
considered to be positive. 
 
The Summary of Product Characteristics (SmPC), package leaflet and labelling are 
satisfactory, in line with current guidelines and consistent with the reference product. In 
accordance with Directive 2012/84/EU, the current approved UK versions of the SmPC and 
package leaflet for this product are available on the Medicines and Healthcare products 
Regulatory Agency website. 
 
The currently approved labels are listed below: 
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Annex - Table of content of the PAR update for MRP and 
DCP 

 

Steps taken after the initial procedure with an influence on the Public Assessment Report 
(Type II variations, PSURs, commitments) 

  
Scope  Procedure 

number 
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Date of 
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Date of end 
of 
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Approval/ 
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Assessment 
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(version) 
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