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Hinnangu kokkuvõte 

 

15.11.2013 anti müügiluba Ceva Santé Animale veterinaarravimile Colivet, 2 000 000 RÜ, 

suukaudse lahuse kontsentraat. 

Müügiluba taotleti riikliku protseduuri kaudu. 

 

Tegemist on retseptiravimiga, mida kasutatakse kolistiini suhtes tundliku mitteinvasiivse E. 

coli põhjustatud gastrointestinaalsete infektsioonide raviks. 

 

Veterinaarravimit Colivet kasutatakse sigadel ja kanadel. 

Ravimi Colivet toimeaine on kolistiin (kolistiinsulfaadina), mis kuulub soolenakkuste vastaste 

ainete rühma. 

 

Ravimile anti müügiluba, kuna Colivet kasutamisest oodatav kasu ületab võimalikud riskid. 

Avalik hinnanguaruanne on leitav järgnevatelt lehekülgedelt. 
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Public Assessment Report 

 

Scientific discussion 

 

 

 

 

COLIVET 

Colistin 

 

 

 

Date: 05.02.2014 

 

 

This module reflects the scientific discussion for the approval of Colivet. The procedure 

was finalised at 15.11.2013. For information on changes after this date please refer to the 

module ‘Update’. 
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I. INTRODUCTION 
 

Based on the review of the quality, safety and efficacy data, Estonia has granted a marketing 

authorisation for Colivet, concentrate for oral solution, 2 000 000 IU from Ceva Sante 

Animale.  

The product is indicated for: treatment of gastrointestinal infections caused by non-invasive 

E. coli susceptible to colistin in pigs and chicken. 

A comprehensive description of the indications and posology is given in the SmPC. 

The marketing authorisation has been granted pursuant to Article 13a, well-established 

veterinary use, of Directive 2001/82/EC, as amended. The drug product is a line extension to 

Colivet oral powder 1200000 IU/g.  

 

II. QUALITY ASPECTS 
 

II.1 Introduction 
Colivet contains 2 000 000 IU of colistin (as sulfate) and is presented in form of concentrate 

for oral solution. 

The excipients are benzyl alcohol and purified water. 

Colivet concentrate for oral solution is packed in white, high density polyethylene bottles, 

closed with white, polypropylene screw cap fitted with a translucent polypropylene measuring 

device.  

 

II.2 2.2 Drug Substance 

 
Colistin sulfate 

Colistin sulfate is a mixture of the sulfates of polypeptides produced by certain strains of 

Bacillus polymyxa var. colistinus or obtained by any other means. Colistin is a polypeptide 

antibiotic belonging to the polymyxin class. Colistin exerts a bactericidal action on 

susceptible bacteria strains by disruption of the bacteria cytoplasmic membrane leading to an 

alteration of cell permeability and then a leakage of intracellular materials. Colistin is 

bactericidal and is primarily effective against a range of gram negative bacteria, in particular 

enterobacteriaceae.  

Colistin sulfate is white or almost white, hygroscopic powder freely soluble in water, 

practically insoluble in acetone and in ethanol (96 per cent). 

Colistin sulfate monograph is included in the Ph. Eur. The compliance with the monograph 

requirements has been evaluated by EDQM. The proposed re-test period can be considered 

acceptable due to the sufficiently demonstrated stability of the drug substance. Satisfactory 

information on the container closure information has been provided. 

 

II.3 Medicinal Product 
Colivet is a concentrate for oral solution containing 2 000 000 IU of colistin (as sulfate). 

Colivet is presented as yellow clear solution. 

The development of the product has been described, the choice of excipients is justified and 

their functions explained. The excipients used, benzyl alcohol and purified water, are of 

Pharmacopoeial quality and comply with the current edition of Ph. Eur. 

The information provided with regard to manufacturing process of the medicinal product is 

considered adequate. In-process controls with acceptance criteria are presented.  

The drug product specifications are considered acceptable. The analytical methods are 

described and validated. Batch analysis results have been provided for 3 batches. 

The concentrate for oral solution is packed in white, high density polyethylene bottles, closed 

with white, polypropylene screw cap fitted with a translucent polypropylene measuring 

device.  
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The conditions used in the stability studies are according to the ICH guideline. The proposed 

shelf-life of 48 months and shelf-life after opening 3 months can be accepted. This medicinal 

product does not require any special storage conditions. 

 

III. SAFETY AND RESIDUES ASSESSMENT (PHARMACO-

TOXICOLOGICAL)  
 

III.A Safety  

 

Pharmacological Studies 

 
Data submitted are based on published literature.  

Pharmacodynamics 
Colistin sulphate belongs to the polymyxin group of antibiotics. Colistin is bactericidal it 

causes disorganisation of the bacterial cell membrane with leakage of intracellular materials 

and it inhibits bacterial oxidative metabolism. 

 

Pharmacokinetics 
Published literature data show that colistin sulphate is very poorly absorbed after oral 

administration. Plasma concentrations after oral administration are mostly undetectable. 

Colistin does not cross well the intestinal epithelium, it is distributed in the digestive tract 

after oral administration and is almost exclusively eliminated via the faeces. 

 

Toxicological Studies 

 Single Dose Toxicity.   Published literature on the acute toxicity of colistin in several 

species shows considerable variation in LD50 values. Acute toxicity was higher in 

case of parenteral administration and lower in case of oral administration. 

 Repeated Dose Toxicity. According to the publications of two repeated dose studies 

carried out with rats NOEL of Colistin sulphate fixed at 200 ppm, equivalent to 

12,5mg/kg b.w. per day. 

 Reproductive toxicity, including teratogenicity. Studies on the effects to fertility 

submitted by applicant have been carried out with laboratory animals.  

 Mutagenicity. Colistin did not show any mutagenic effect in an in vitro assay for gene 

mutation in mammalian cells nor in vivo micronucleus test.  

 Carcinogenicity. No carcinogenicity studies were submitted. The absence of studies 

was justified by the negative results obtained in the mutagenicity studies and the 

absence of any structurally alerting features in the chemical structure of colistin 

sulphate. 

 

Other Studies 
 

User Safety 

 
Procedure for administering the product provides pouring the solution directly from the bottle 

into a fresh drinking water. Possible operator exposure to the product and or the medicated 

drinking water during the reconstitution procedure requires including risk mangement 

proposals.  

 

To ensure the safety of person administating the product following  warnings and precautions 

are listed in the product literature: 

People with known hypersensitivity to colistin should avoid contact with the veterinary 

medicinal product. 
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In case of accidental spillage onto skin or into eyes, seek medical advice immediately and 

show the package leaflet or the label to the physician. 

Wash hands after handling the product. 

 

Warnings and precautions as listed on the product literature are adequate to ensure safety to 

users of the product. 

 

Ecotoxicity 

The Applicant has submitted number of publications to support the application. Based 

on data provided it is accepted that the use of this product is unlikely to represent an 

unacceptable risk to the environment when used according to the precautions stated in 

the SmPC in order to minimise any potential risks to the environment. 

 

III.B Residue documentation 

 
Applicant submitted residue depletion studies on target species chicken and pigs. Safety of 

withdrawal times of 1 day for meat and offal for pigs and chicken and 0 days for eggs was 

justified. 

 
MRLs 

Colistin is included in Table I of Council Regulation (EEC) No 37/2010, with the following 

MRL for all food producing animals  

150 µg/kg  Muscle 

150 µg/kg  Fat 

150 µg/kg  Liver 

200 µg/kg  Kidney 

50   µg/kg  Milk 

300 µg/kg  Eggs 

 

Withdrawal Periods 
Based on the data submitted the following withdrawal periods for the product were 

established: 

For meat and offal: Pigs -1day, Chicken-1 day 

For eggs:- 0days 

 
 

IV  CLINICAL ASSESSMENT (EFFICACY) 

 
The product is indicated for treatment of gastrointestinal infections caused by non-invasive E. 

coli susceptible to colistin in pigs and chicken. 

 
 

IV.A Pre-Clinical Studies  

 

Pharmacology 
 

Active substance colistin sulphate is a polypeptide antibiotic belonging to the polymyxin 

group of antibiotics. The polymyxin antibiotics are narrow spectrum antimicrobials having 

bactericidal activity against gram-negative bacteria mainly. Gram-positive bacteria also 

organisms of genera Serratia and Proteus are naturally resistant to colistin. Colistin causes 

disorganisation of the bacterial cell membrane with leakage of intracellular materials and it 

inhibits bacterial oxidative metabolism. 
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Tolerance in the Target Species of Animals 
The tolerance in target species is characterised on bibliographic base. Main intolerance 

reactions are observed when colistin is administered parenterally. Fact that absorption of 

colistin from gastro-intestinal tract is poor supports an opinion of a good tolerance in the 

target species. Recommended dose of colistin sulphate is safe for target species.  

 

Resistance 

Gram-positive bacteria also organisms of genera Serratia and Proteus are naturally resistant 

to colistin. Acquired resistance of gram-negative bacteria to colistin is rare and explained by a 

single step mutation. Cross resistance with other antibiotics has not been identified. 

 

IV.B Clinical Studies 
 

The applicant has submitted a number of publications on the efficacy of the colistin sulphate 

to support the indication. 

The claims on the SPC are fully supported and the warnings included are considered 

sufficient for this product. 

 

V   OVERALL CONCLUSION AND BENEFIT– RISK ASSESSMENT 
The data submitted in the dossier demonstrate that when the product is used in accordance 

with the Summary of Product Characteristics, the risk benefit profile for the target species is 

favourable and the quality and safety of the product for humans and the environment is 

acceptable.  

 

 

 

 

 

 

 
 
 
 


