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PUBLIC ASSESSMENT REPORT 
of the Medicines Evaluation Board 

in the Netherlands 
 

Enore 50 mg and 100 mg, film-coated tablets 
Pfizer B.V., the Netherlands 

 
sertraline (as hydrochloride) 

 
This assessment report is published by the MEB pursuant Article 21 (3) and (4) of Directive 2001/83/EC. The report 
comments on the registration dossier that was submitted to the MEB and its fellow –organisations in all concerned EU 
member states.  
It reflects the scientific conclusion reached by the MEB and all concerned member states at the end of the evaluation 
process and provides a summary of the grounds for approval of a marketing authorisation.  
This report is intended for all those involved with the safe and proper use of the medicinal product, i.e. healthcare 
professionals, patients and their family and carers. Some knowledge of medicines and diseases is expected of the 
latter category as the language in this report may be difficult for laymen to understand. 
 
This assessment report shall be updated by a following addendum whenever new information becomes available. 
 
General information on the Public Assessment Reports can be found on the website of the MEB. 
 
To the best of the MEB’s knowledge, this report does not contain any information that should not have been made 
available to the public. The MAH has checked this report for the absence of any confidential information. 

 
EU-procedure number: NL/H/2417/001-002/DC 

Registration number in the Netherlands: RVG 110362-110363 
 

5 December 2012 
 
 
Pharmacotherapeutic group:  selective serotonin reuptake inhibitors 
ATC code:    N06AB06 
Route of administration:   oral 
Therapeutic indication: major depressive episodes; prevention of recurrence of major 

depressive episodes; panic disorder, with or without agoraphobia; 
obsessive compulsive disorder (OCD) in adults and paediatric 
patients aged 6-17 years; social anxiety disorder; post traumatic 
stress disorder (PTSD) 

Prescription status:   prescription only 
Date of authorisation in NL:   8 October 2012 
Concerned Member States:  Decentralised procedure with BE, DE, DK, EL, FI, IS, IT, LU, RO 
Application type/legal basis: Directive 2001/83/EC, Article 10(1) 

 
 
 
 
For product information for healthcare professionals and users, including information on pack sizes and 
presentations, see Summary of Product Characteristics (SPC), package leaflet and labelling.  
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I INTRODUCTION 
 
Based on the review of the quality, safety and efficacy data, the member states have granted a marketing 
authorisation for Enore 50 mg and 100 mg, film-coated tablets from Pfizer B.V. The date of authorisation 
was on 8 October 2012 in the Netherlands.  
 
The product is indicated for: 

 Major depressive episodes. Prevention of recurrence of major depressive episodes. 
 Panic disorder, with or without agoraphobia. 
 Obsessive compulsive disorder (OCD) in adults and paediatric patients aged 6-17 years. 
 Social anxiety disorder. 
 Post traumatic stress disorder (PTSD). 

 
A comprehensive description of the indications and posology is given in the SPC.  
 
Sertraline is a potent and specific inhibitor of neuronal serotonin (5 HT) uptake in vitro, which results in the 
potentiation of the effects of 5-HT in animals. It has only very weak effects on norepinephrine and 
dopamine neuronal reuptake. At clinical doses, sertraline blocks the uptake of serotonin into human 
platelets. It is devoid of stimulant, sedative or anticholinergic activity or cardiotoxicity in animals. In 
controlled studies in normal volunteers, sertraline did not cause sedation and did not interfere with 
psychomotor performance. In accord with its selective inhibition of 5-HT uptake, sertraline does not 
enhance catecholaminergic activity. Sertraline has no affinity for muscarinic (cholinergic), serotonergic, 
dopaminergic, adrenergic, histaminergic, GABA or benzodiazepine receptors. The chronic administration 
of sertraline in animals was associated with down-regulation of brain norepinephrine receptors as 
observed with other clinically effective antidepressants and antiobsessional drugs. 
 
This decentralised procedure concerns a generic application claiming essential similarity with the 
innovator product Zoloft 50 mg and 100 mg film-coated tablets (NL License RVG 16292 and 105255) 
which have been registered in the Netherlands by Pfizer B.V. since 11 April 1994 (50 mg) and 20 October 
2009 (100 mg). Subsequently Zoloft has been authorised in other member states through MRP 
NL/H/1732/001-004. 
 
The marketing authorisation is granted based on article 10(1) of Directive 2001/83/EC. 
 
The MAH has declared that the products are identical to the reference products Zoloft with the same 
Module 3 (quality): the active ingredient used, manufacturing process and manufacturing site are the 
same. Since this product is identical to the reference product Zoloft a bioavailability study as well as 
comparative dissolution profiles are not considered necessary to prove bioequivalence. A reference 
product is a medicinal product authorised and marketed on the basis of a full dossier, i.e. including 
chemical, biological, pharmaceutical, pharmacological-toxicological and clinical data. This information is 
not fully available in the public domain. Authorisations for generic products are therefore linked to the 
‘original’ authorised medicinal product, which is legally allowed once the data protection time of the 
dossier of the reference product has expired. Since this product is identical to the reference product Zoloft, 
a bioavailability study as well as comparative dissolution profiles are not considered necessary to prove 
bioequivalence. 
 
No scientific advice has been given to the MAH with respect to these products. 
 
No paediatric development programme has been submitted, as this is not required for a generic 
application. 
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II SCIENTIFIC OVERVIEW AND DISCUSSION 
 
II.1 Quality aspects 
 
Compliance with Good Manufacturing Practice 
The MEB has been assured that acceptable standards of GMP (see Directive 2003/94/EC) are in place for 
this product type at all sites responsible for the manufacturing of the active substance as well as for the 
manufacturing and assembly of this product prior to granting its national authorisation. 
 
Active substance 
The active substance is sertraline hydrochloride, an established active substance described in the 
European Pharmacopoeia (Ph.Eur.*). It is a white to off-white crystalline powder, which is slightly soluble 
in water, sparingly soluble in ethanol and slightly soluble in acetone and isopropanol. It shows 
polymorphism, the commercial form is I. Sertraline HCl exhibits both geometrical and optical isomerism; 
the active ingredient is the S-cis enantiomer. 
 
Manufacturing process 
Sertraline HCl may be manufactured by two processes. The starting material for both processes is the 
same. A flow diagram was presented of the complete manufacturing process as well as a sufficiently 
detailed description of the manufacturing process. Adequate specifications have been provided for the 
reagents and solvents used. 
 
Quality control of drug substance 
The drug substance complies with the specifications as stated in the Ph. Eur. These are therefore 
sufficiently justified. Batch analytical data demonstrating compliance with the drug substance specification 
have been provided for 3 full-scale batches.  
 
Stability of drug substance 
Stability data have been provided on the drug substance during storage up to 60 months. No significant 
changes can be observed at both storage conditions and the drug substance can be considered as very 
stable in the proposed packaging. The packaging material and re-test period (5 years) if stored below 
30ºC are acceptable. 
 
* Ph.Eur. is an official handbook (pharmacopoeia) in which methods of analysis with specifications for 
substances are laid down by the authorities of the EU.  
 
Medicinal Product  
 
Composition  
Enore 50 mg is a white, capsular shaped, film-coated scored tablet marked “SER 50” on one side and 
‘PFIZER’ on the other. The tablet can be divided into equal doses. 
Enore 100 mg is a white, capsular shaped, film-coated tablet marked “SER 100” on one side and 
‘PFIZER’ on the other. 
 
The film-coated tablets are packed in Aluminium/PVC blisters. 
 
The excipients are:  
Tablet core - calcium hydrogen phosphate (E341), microcrystalline cellulose (E460), 
hydroxypropylcellulose (E463), sodium starch glycollate, magnesium stearate (E572) 
Film-coating - Opadry White containing: titanium dioxide (E171), hypromellose (E464), macrogolm, 
polysorbate 80 (E433) 
Opadry Clear: hypromellose (E464), macrogol. 
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The tablet strengths are qualitatively and quantitative fully dose proportional. 
 
Pharmaceutical development  
The development of the product has been described, the choice of excipients is justified and their 
functions explained. The study of subdivision of the tablets has been performed based on the 
Ph.Eur. on 3 different batches of 50 mg tablets. The data obtained confirm that the tablet can be 
divided into equal halves and meets the Ph.Eur. requirements for subdivision. The pharmaceutical 
development of the product has been adequately performed. 
 
Manufacturing process  
The manufacturing process is a wet granulation process; sertraline HCl and hydroxypropylcellulose are 
blended, milled and screened. Water is added and mixed until a dense mass is obtained. The other core 
ingredients are blended and the two blends are combined and mixed in a blender. The final blend is 
compressed into tablets. Finally, the tablets are coated.  
Process validation data on the product has been presented for four pilot-scale batches. The product is 
manufactured using conventional manufacturing techniques. 
 
Control of excipients 
The excipients comply with Ph.Eur. requirements. These specifications are acceptable. For the Opadry 
coatings, acceptable specifications were submitted. 
 
Quality control of drug product 
The drug product specifications includes tests on appearance, uniformity of dosage units, identification, 
assay, related substances, dissolution rate and microbiological purity. The methods used have been 
adequately described and validated. Batch analysis data have been provided on two batches per strength. 
Compliance with the release specification was demonstrated.  
 
Stability of drug product 
Stability data have been obtained during storage at 25ºC/60%RH, 30º/65%RH and 40ºC/75%RH. The 
tablets were packed in PVC-Alu blisters. Stability data has been included for both tablet strengths. No out 
of specifications for any parameter have been observed. The MAH has conducted a photostability test in 
accordance with ICH. The results of the stressed tablet samples do not show degradation. 
In view of the results, the proposed shelf life (5 years) and storage conditions (Do not store above 30ºC) 
are acceptable for the 50 mg and 100 mg strengths.  
  
Specific measures concerning the prevention of the transmission of animal spongiform encephalopathies 
There are no substances of ruminant animal origin present in the product nor have any been used in the 
manufacturing of this product, so a theoretical risk of transmitting TSE can be excluded. 
 
II.2 Non-clinical aspects  
 
Pharmacodynamic, pharmacokinetic and toxicological properties of sertraline are well known. As 
sertraline is a widely used, well-known active substance, no further studies are required. The non-clinical 
part of the dossier is identical to the dossier for the innovator product Zoloft, and is therefore acceptable. 
 
Environmental risk assessment 
The product is intended as a substitute for other identical products on the market. The approval of this 
product will not result in an increase in the total quantity of sertraline released into the environment. It 
does not contain any component, which results in an additional hazard to the environment during storage, 
distribution, use and disposal. 
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II.3 Clinical aspects 
 
Sertraline is a well-known active substance with established efficacy and tolerability. 
 
No biostudy has been submitted. This is acceptable, as this product is identical to Zoloft 50 and 100 mg 
tablets (NL/H/1732/MR). Comparative dissolution profiles are considered not necessary.  
 
Risk management plan 
Sertraline was first approved in 1990, and there is now more than 10 years post-authorisation experience 
with the active substance. The safety profile of sertraline can be considered to be well established and no 
product specific pharmacovigilance issues were identified pre- or post authorisation which are not 
adequately covered by the current SPC. Additional risk minimisation activities have not been identified for 
the reference medicinal product. The MAH has a pharmacovigilance system at their disposal, which is 
based on the current European legislation. Routine pharmacovigilance activities are sufficient to identify 
actual or potential risks and a detailed European Risk Management Plan is not necessary for this product. 
 
Product information 
 
SPC 
The content of the SPC approved during the decentralised procedure is in accordance with that accepted 
for the reference product Zoloft. 
 
Readability test 
The package leaflet has not been evaluated via a user consultation study. Reference is made to the user 
test for Zoloft tablets. As the PIL used is identical to the Zoloft PIL and this PIL has been successfully user 
tested, this is acceptable. 
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III OVERALL CONCLUSION AND BENEFIT-RISK ASSESSMENT  
 
Enore 50 mg and 100 mg, film-coated tablets have a proven chemical-pharmaceutical quality and are 
identical to Zoloft 50 mg and 100 mg film-coated tablets. Zoloft is a well-known medicinal product with an 
established favourable efficacy and safety profile.  
 
Since the reference and current product are identical, no bioequivalence study is deemed necessary. 
 
The MAH has provided written confirmation that systems and services are in place to ensure compliance 
with their pharmacovigilance obligations.  
 
The SPC is consistent with that of the reference product. The SPC, package leaflet and labelling are in the 
agreed templates. 
 
The Board followed the advice of the assessors.  
 
There was no discussion in the CMD(h). Agreement between member states was reached during a written 
procedure. The member states, on the basis of the data submitted, considered that essential similarity has 
been demonstrated for Enore 50 mg and 100 mg being identical to the reference product, and have 
therefore granted a marketing authorisation. The decentralised procedure was finished on 16 August 
2012. Enore 50 mg and 100 mg, film-coated tablets were authorised in the Netherlands on 8 October 
2012. 
 
The date for the first renewal will be: 16 August 2017.  
 
There were no post-approval commitments made during the procedure. 
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List of abbreviations 
 
ASMF   Active Substance Master File 
ATC   Anatomical Therapeutic Chemical classification 
AUC   Area Under the Curve 
BP   British Pharmacopoeia    
CEP   Certificate of Suitability to the monographs of the European Pharmacopoeia  
CHMP   Committee for Medicinal Products for Human Use  
CI   Confidence Interval 
Cmax   Maximum plasma concentration 
CMD(h) Coordination group for Mutual recognition and Decentralised procedure for 

human medicinal products  
CV   Coefficient of Variation 
EDMF   European Drug Master File 
EDQM   European Directorate for the Quality of Medicines 
EU   European Union 
GCP   Good Clinical Practice 
GLP   Good Laboratory Practice 
GMP   Good Manufacturing Practice 
ICH   International Conference of Harmonisation 
MAH   Marketing Authorisation Holder 
MEB   Medicines Evaluation Board in the Netherlands 
OTC   Over The Counter (to be supplied without prescription) 
PAR   Public Assessment Report 
Ph.Eur.   European Pharmacopoeia 
PIL   Package Leaflet 
PSUR   Periodic Safety Update Report 
SD   Standard Deviation 
SPC   Summary of Product Characteristics 
t½   Half-life 
tmax   Time for maximum concentration 
TSE   Transmissible Spongiform Encephalopathy 
USP   Pharmacopoeia in the United States 
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