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LAY SUMMARY 
 
The MHRA today granted Bristol Laboratories Limited Marketing Authorisations 
(licences) for the medicinal products Trimethoprim 100mg Tablets (PL 17907/0092) 
and Trimethoprim 200mg Tablets (PL 17907/0093). These are prescription-only 
medicines (POM) for the treatment of susceptible infections caused by 
trimethoprim-sensitive organisms, including urinary and respiratory tract infections, 
and for the prophylaxis of recurrent urinary tract infections. 
 
Trimethoprim Tablets contain the active ingredient trimethoprim, which is an 
antibacterial medicine. 
   
The test product was considered the same as the original products Monotrim 100mg 
and 200mg Tablets (Solvay Healthcare) based on the bioequivalence study submitted 
and no new safety issues arose as a result of this study. No new or unexpected safety 
concerns arose from these applications and it was therefore judged that the benefits of 
taking Trimethoprim 100mg and 200mg Tablets outweigh the risks, hence Marketing 
Authorisations have been granted. 
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INTRODUCTION 
 
Based on the review of the data on quality, safety and efficacy, the UK granted 
marketing authorisations for the medicinal products Trimethoprim 100mg Tablets 
(PL 17907/0092) and Trimethoprim 200mg Tablets (PL 17907/0093) on 28th 
November 2006. The products are prescription-only medicines. 
 
These are two strengths of Trimethoprim, submitted as abridged applications 
according to Article 10.1 of Directive 2001/83/EC, claiming essential similarity to the 
original products Monotrim 100mg and 200mg Tablets (Solvay Healthcare). The 
reference products have been have been authorised in the UK since March 1980 and 
so the 10-year period of data exclusivity has expired. 
 
The products contain the active ingredient trimethoprim, a bacteriostatic antibiotic 
that interferes with the action of dihydrofolate reductase, inhibiting the synthesis of 
tetrahydrofolic acid (and thus synthesis of DNA nucleosides thymidine and uridine). 
Bacteria are unable to take up folic acid from the environment and are thus dependant 
on their own de novo synthesis, so inhibition of this system starves the bacteria of two 
bases necessary for DNA replication and transcription.  
 
Trimethoprim 100mg and 200mg Tablets are indicated for the treatment of susceptible 
infections caused by trimethoprim-sensitive organisms, including urinary and 
respiratory tract infections, and for the prophylaxis of recurrent urinary tract 
infections. 
 
These applications were submitted at the same time and both depend on the 
bioequivalence study comparing the applicant’s 200mg product with the reference 
product Monotrim 200mg Tablets (Solvay Healthcare). Consequently, all sections of 
this Scientific Discussion refer to both products. 
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PHARMACEUTICAL ASSESSMENT 
 

 DRUG SUBSTANCE 

 Trimethoprim 
INN: Trimethoprim 
Chemical Name:  5-(3,4,5-Trimethoxybenzyl)pyrimidine-2,4,diamine 
CAS No: 738-70-5 
 

 
 
Molecular formula:  C14H18N4O3 
Molecular weight: 290.3 
 
Physical form: White or yellowish white powder 
Solubility: Very slightly soluble in water, slightly soluble in alcohol 
 
An appropriate specification based on the European Pharmacopoeia has been provided. 
 
Analytical methods have been appropriately validated and are satisfactory for ensuring 
compliance with the relevant specifications. 
 
Active trimethoprim is stored in appropriate packaging. The specifications and typical 
analytical test reports are provided and are satisfactory. 
 
Batch analysis data are provided and comply with the proposed specification. 
 
Satisfactory certificates of analysis have been provided for working standards used by the 
active substance manufacturer and finished product manufacturer during validation studies.  
 
Appropriate stability data have been generated supporting a retest period of 60 months, with 
no specific storage instructions. 
 

 DRUG PRODUCT  
Other ingredients 
Other ingredients consist of pharmaceutical excipients, namely lactose monohydrate, 
crospovidone, povidone K-25, industrial methylated spirit, purified water, sodium starch 
glycolate and magnesium stearate. Appropriate justification for the inclusion of each 
excipient has been provided. 
 
All excipients used comply with their respective European Pharmacopoeial monograph, with 
the exception of industrial methylated spirit which complies with the British Pharmacopoiea 
monograph (in the absence of a Ph Eur monograph, this is acceptable). Satisfactory 
certificates of analysis have been provided for all excipients.  
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The only excipient used that contains material of animal or human origin is lactose 
monohydrate. The applicant has provided a declaration that milk used in the production of 
lactose monohydrate is sourced from healthy animals under the same conditions as that for 
human consumption. 
 
There were no novel excipients used and no overages. 
 
Dissolution and impurity profiles 
Dissolution and impurity profiles for both strengths of drug product were found to be similar 
to those for the reference products.   
 
Manufacture 
A description and flow-chart of the manufacturing method has been provided.  
 
In-process controls are appropriate considering the nature of the product and the method of 
manufacture. Process validation has been carried out on batches of each strength. The results 
are satisfactory. 
 
Finished product specification 
The finished product specification is satisfactory. Acceptance limits have been justified with 
respect to conventional pharmaceutical requirements and, where appropriate, safety. Test 
methods have been described and have been adequately validated, as appropriate. Batch data 
have been provided and comply with the release specification. Certificates of analysis have 
been provided for any working standards used. 
 
Container Closure System 
Product is packaged in either high density polyethylene (HDPE) containers or blisters 
composed of aluminium and polyvinyl chloride (PVC). Specifications and Certificates of 
Analysis for all packaging types used have been provided. These are satisfactory. All primary 
product packaging complies with EU legislation regarding contact with food. The product is 
packaged in sizes of 50 (100mg only), 100, 250 and 500 tablets for the HDPE containers and 
sizes of 14, 28, 56 and 84 tablets for the aluminium/PVC blister packs. 
 
Stability 
Finished product stability studies have been conducted in accordance with current guidelines. 
Based on the results, a shelf-life of 3 years has been set, which is satisfactory. Storage 
conditions are “Do not store above 25 degrees”, “Store in original container” and “Keep 
container tightly closed” for the HDPE containers, and “Do not store above 25 degrees” and 
“Store in original container” for the aluminium/PVC blisters. 
 
Conclusion  
It is recommended that Marketing Authorisations are granted for these applications. 
 
The requirements for essential similarity of the proposed and reference products have been 
met with respect to qualitative and quantitative content of the active substance, 
pharmaceutical form and bioequivalence. 
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PRECLINICAL ASSESSMENT 
 
These applications for generic products claims essential similarity to Monotrim 
100mg and 200mg Tablets (Solvay Healthcare), which have been licensed within the 
EEA for over 10 years.  
 
No new preclinical data have been supplied with these applications and none are 
required for an application of this type. 
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CLINICAL ASSESSMENT 
 
CLINICAL PHARMACOLOGY 
General 
Trimethoprim inhibits dihydrofolate reductase preventing the synthesis of 
tetrahydrofolic acid from dihydrofolic acid. It inhibits the nucleoprotein metabolism 
of micro-organisms.  
 
Trimethoprim is readily absorbed from the gastro-intestinal tract and peak 
concentration in the circulation occurs at about three hours. About 45% is bound to 
plasma proteins. Tissue concentrations are reported to be higher than serum 
concentrations with particularly high concentrations in the kidneys and lungs. 
Concentrations in the CSF are about half those in blood. The half life is about 10–16 
hours and 40–50% of the dose is excreted unchanged in the urine within 24 hours. 
  
Pharmacokinetics - Bioequivalence study 
A bioequivalence study was carried out comparing the 200 mg strength with the UK 
reference product from Solvay Healthcare Ltd. 
 
This was an open-label, randomised, two treatment, crossover study in healthy men.  
There were 26 men enrolled and 24 analysed. Trimethoprim concentrations were 
analysed by HPLC with a detection limit of 0.03µg/ml. Samples were collected for 24 
hours and the washout period was 7 days. 
 
Parameter Test Agent Reference 90% CI 
Cmax  µg/ml 2.46 2.62 87-101% 
Tmax  hours 1.69 1.54  
AUCss  µg.h/ml 32.7 34.1 92-100% 
 
Clinical Pharmacology - Clinical Assessor's Comments 
The applicant appears to have demonstrated bioequivalence. It is claimed that 
pharmacokinetics are linear and it is, therefore, not necessary to study the lower dose. 
 
EFFICACY 
Efficacy is reviewed in the Clinical Expert Report.  The reference product is 
established and the application depends upon the ability to show bioequivalence with 
the reference product. 
 
SAFETY 
Safety is reviewed in the Clinical Expert Report.  The reference product is established 
and the application depends upon the ability to show bioequivalence with the 
reference product. 
 
Post marketing surveillance 
Not marketed. 
 
EXPERT REPORT  
The expert report is written by a medically qualified pharmaceutical consultant and is 
satisfactory. 
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SUMMARY OF PRODUCT CHARACTERISTICS  
This is satisfactory. 

 
PATIENT INFORMATION LEAFLET  
This is satisfactory. 
 
CONCLUSIONS  
The applicant appears to have demonstrated bioequivalence. Marketing authorisations 
should be granted for these products.
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OVERALL CONCLUSION AND RISK BENEFIT ASSESSMENT 
 
QUALITY 
The important quality characteristics of Trimethoprim 100mg and 200mg Tablets are 
well defined and controlled. The specifications and batch analytical results indicate 
consistency from batch to batch. There are no outstanding quality issues that would 
have a negative impact on the benefit/risk balance.  
 
PRECLINICAL  
No new preclinical data were submitted and none are required for applications of this 
type. 
 
EFFICACY 
Bioequivalence has been demonstrated between the applicant’s Trimethoprim 200mg 
Tablets and Monotrim 200mg Tablets (Solvay Healthcare). Given that linear kinetics 
apply between the 100mg and 200mg tablets, that proportional formulae for the 
capsules have been used and that similar dissolution results have been shown for the 
two strengths, a separate bioequivalence study using the 100mg tablets is not 
considered necessary. 
 
No new or unexpected safety concerns arise from these applications. 
 
The SPC, PIL and labelling are satisfactory and consistent with that for Monotrim 
tablets. 
 
RISK BENEFIT ASSESSMENT 
The quality of the product is acceptable and no new preclinical or clinical safety 
concerns have been identified. The bioequivalence study supports the claim that the 
applicant’s products and the innovator products are interchangeable. Extensive 
clinical experience with trimethoprim is considered to have demonstrated the 
therapeutic value of the compound. The risk benefit is, therefore, considered to be 
positive. 
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STEPS TAKEN FOR ASSESMENT 

  
1 The MHRA received the marketing authorisation applications on 3rd February 

2004 
 

2 Following standard checks and communication with the applicant the MHRA 
considered the applications valid on 16th February 2004 
 

3 Following assessment of the applications the MHRA requested further 
information relating to the clinical dossiers on 3rd September 2004, and further 
information relating to the quality dossiers on 19th October 2004 and 15th 
September 2005. 
 

4 The applicant responded to the MHRA’s requests, providing further information 
on 17th September 2004 for the clinical sections, and again on 16th June 2005 
and 15th September 2006 for the quality sections. 
 

5 The applications were determined on 28th November 2006 
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STEPS TAKEN AFTER AUTHORISATION - SUMMARY 

  
Date 
submitted 

Application 
type 

Scope Outcome 
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SUMMARY OF PRODUCT CHARACTERISTICS 
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PATIENT INFORMATION LEAFLET 
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LABELLING 
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