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Mandate (Q4) 

“Advice on the risk mitigation options [alternatives], including 
an assessment of costs and benefits, related with the use of 
certain classes of antibiotics or antibiotic substances that are 
critically-important in human medicine and are currently 
authorised as veterinary medicinal products.”  

 



Why? 

‘In general, considered that such reductions (in antimicrobial 

usage) decrease potential for transmission of resistant 
organisms to man, but supportive evidence is limited’.  

 



Questions to stakeholders 

• Are there examples of animal diseases for which use of Critically-
Important Antimicrobials (CIAs) for humans is essential? 

 

• Are there examples where risk mitigation measures on use of 
antimicrobials in animals have led to a positive or negative impact on 
animal health and welfare, an economic impact or a practical impact on 
animal husbandry? 

 

• Is there a need for further future risk mitigation measures in relation 
to the use of certain classes of antibiotics or antibiotic substances that 
are currently authorised as veterinary medicinal products?  

 



Exemplar antimicrobials considered 

• Fluoroquinolones, 

• 3rd -and 4th-generation cephalosporins.  

 

[emphasised that any other antimicrobials listed as ‘critically-
important’ by WHO could be considered]. 



Risk mitigation options 

Difficulties in estimating impact of risk management measures 
acknowledged. 

• Strongest evidence for potential beneficial effects to human health 
of risk mitigation measures involving reductions in use of CIAs, 
particularly 3rd- / 4th-generation cephalosporins and fluoroquinolones, 
are reductions in occurrence of resistance to such antimicrobials 
in E. coli from broilers, poultry meat and pigs. 

• Potential for negative impact on animal health must be considered. 
Therefore close attention may need to be paid to husbandry 
conditions when measures to reduce antimicrobial consumption are 
implemented. 



Measurement of effects of withdrawal 

Reports of reductions in occurrence of resistance to fluoroquinolones 
and cephalosporins in E. coli from broilers, poultry meat and pigs in 
countries where such policies have been actively implemented. 

 



Positive effects seen in: 

• EU - Scandinavian countries and The Netherlands, where policies 
to reduce antimicrobial consumption in food animals n in place for 
several years.  

e.g. DANMAP 2015 – ongoing year-by-year reduction in presence of ESBL-
producing bacteria in domestic broiler meat (36% to 25%). 

 

• Canada - substantive evidence for reduction in resistance to 3rd-

generation cephalosporins in Salmonella spp. from cases of human 

infection following voluntary withdrawal of ceftiofur use in hatcheries.  



Negative effects 

• Negative effects of withdrawal of cephalosporins in pigs include 
reports of increases in occurrence of enteritis and peritonitis in 
slaughter pigs and of weaners with oedema disease.  

 

• Banning use of specific substances may lead to increased 
selection pressure on the remaining antimicrobials, and thereby 
speed development of AMR. 



Conclusions 

 

• Number of risk management options already implemented at the 
EU/national level.  

 

• Measuring impact of such risk management measures difficult, but 
efforts should be made to evaluate effectiveness of such measures 

by means of agreed criteria.  

 

 

 

 

 



Recommendation 

Assessment of the EU-wide impact of new risk management 
measures requires: 

 

• development of internationally-agreed systems that are 
capable of measuring their success or failure through 
adequate monitoring systems of antimicrobial sales/use and 
resistance.  

 



Monitoring systems (1) 

• Monitoring by ESVAC of changes in antimicrobial consumption, in 
particular of fluoroquinolones and cephalosporins as a means 
to measure impact of actions implemented. 

 

• More precise data by animal species/livestock production 
categories in future ESVAC reports, including e.g. the use of DDDA 
(Defined Daily Dose Animals) and DCDA (Defined Cure Dose 
Animals). 



Monitoring systems (2) 

• Records of off label use kept to be provided at request of 
Authorities. 

 

• Authorities encouraged to collect off label use data. 

 

• Regular joint analyses of evolution of antimicrobial 
resistance and sales/use by JIACRA EU expert group. 

 



Other measures (1) 

• Reduction of overall antimicrobial consumption. 

• Further research required into:  

• off label use of antimicrobials in animals;  

• pathways of dissemination of antimicrobial-resistant bacteria 
from animals to food;  

• Methods for quantification of spread of resistance genes from 
commensals to pathogens in foods and environment. 

 

 

 



Other measures (2) 

• Appropriate strengths and pharmaceutical forms of those 
antimicrobials identified with lower risk should be available and 
authorised for veterinary use in all EU countries.  

 

• Antimicrobials should be marketed with adequate pack size.  

 

• Legal tools should be provided to allow restrictions to be placed on 
use of the “cascade”, depending on outcome of an AMR risk assessment. 

 

• Adherence to responsible use guidelines of primary importance, 
particularly for CIAs. 

 



Main changes during revision (1) 

Resulting from the comments of stakeholders the following 
text has been added to the summary: 

  
• Potential for a negative impact on animal health when risk 
management measures are implemented must be considered.  

 

• Close attention may need to be paid to husbandry conditions 
when measures to reduce antimicrobial consumption are 
implemented.  

 



Main changes during revision (2) 

Further research required into:  

 

• Methodologies to evaluate potential economic consequences and 
impact on both human and animal health and welfare that would 
result from the introduction of new risk-based measures;  

 

• Extent of metaphylactic use of orally-administered AMs and 
impact of this practice on development and persistence of resistance 
in the gut microflora of the animal. 

 



UPDATE 

• JIACRA report – published January 2015 

 

• RONAFA (Reduction Of Need for use of 
Antimicrobials For Animals) 

 

 -  Joint EFSA/EMA Work Group 

 - To be completed by December 2016 
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Question 

A recommendation was that ‘a need for further risk 
management measures should be based on evidence 
and a dedicated risk assessment’ 

 

Question: If sufficient evidence of a threat to public 
health is available, is it warranted that control 
measures be initiated without necessarily resorting 
to ‘a full dedicated risk assessment’, which may be 
unrealistic and/or take a considerable time? 


