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Q1: The question on ‘old’ antibiotics 

‘Old’ antibiotics, or new antibiotics from ‘old’ classes, to treat 
multiresistant bacteria in humans, in particular 

Colistin and tigecycline 

a) The link between the use and resistance in bacteria 

b) The impact of the use in animals on human health and 
impact of potential restrictions of the use 

 

The advice from AMEG was based on assessments by CVMP’s 
Antimicrobial Working Party with input from CHMP’s Infectious 
Disease Working Party, EFSA, ECDC and JIACRA experts. 
Endorsed by CVMP and CHMP in July 2013. 



Tigecycline – a glycylcycline 

Glycylcyclines are ‘3.rd generation’ tetracyclines 

• Less affected by bacterial resistance mechanisms 

• Broad-spectrum, lower MICs 

 

Only tigecycline is in clinical use (2006) – complicated skin 
and soft tissue infections in humans 

• More toxic, higher mortality and more adverse effects than 
 comparators 

• Recommended only when other treatment options are not 
 available 

 



Tigecycline – a) the link (1/2) 

• Tigecycline is currently not approved for veterinary use 

• No MRL, so use in food-producing animals is prohibited 
at present 

• Anecdotal use in dogs and cats to treat multiresistant 
infections 

• Tigecycline resistance hardly ever reported in animal 
isolates, but routine testing is not common. No available 
evidence of link between use and resistance 

• In human use, resistance emerges rapidly 

• Resistance is selected primarily by tigecycline use 



Tigecycline – a) the link (2/2) 

• Other compounds 

• Flouroquinolone use may also impact resistance 
development, but influence is unknown  

• Tetracyclines are widely used in animals (39% of total, 
update 2013: 36,7%) and humans, resistance is common and 
by several mechanisms.  

• Tetracycline resistance in bacteria may increase MIC for 
tigecycline mildly, but clinical relevance is unclear.  

 



Tigecycline – b) the impact 

• Not authorised for veterinary use, i.e. very limited use – 
therefore impact on human health thought to be limited 

• Tigecycline resistance is described in bacteria that are 
transferable between humans and animals 

• A future authorisation for use in animals could cause 
development of resistance in bacteria of animal origin 

• Moreover, no clear need for tigecycline in food-producing 
animals identified 

• Only limited need for tigecycline in companion animals but 
this may increase with emerging multidrug resistant infections 

 



Tigecycline – risk management 

Due to the importance of glycylcyclines for public health,  

the potential of emergence of multidrug resistance, 

the current limited need for tigecycline in veterinary use 
• however, need for and extent of off-label use in companion animals 

cannot be assessed at present (refer to Q3+4) 

 

It is proposed that use of tigecycline in animals should be 
restricted for the time being 



Colistin – a polymyxin 

• Introduced in 1950’s, concentration-dependent 
bacteriocidal effect 

• In humans, mainly used topically due to severe neuro- and 
nephrotoxicity - until recently, where it was re-introduced as 
last-resort drug for multi-drug resistance (MDR) 

 

• In veterinary use for many decades, mainly oral treatment 
of neonatal/weaner E. coli diarrhoea or colibacillosis, used in 
several animal species (4,5 % of total AM use, update 2013: 6.1%) 



Colistin – a) the link (1/2) 

• Despite long and abundant use in animals in EU, colistin 
resistance transfer or clonal expansion has not been observed  

• No evidence of spread of resistance from animals to 
humans.  

• Better EU surveillance and susceptibility tests was recommended 

 

• New data from China released last week on mcr-1 plasmid. 
EMA is currently gathering information on this for review by 
AWP and CVMP, and to assess impact 

 

 



Colistin – a) the link (2/2) 

• In human hospitals, colistin used for Selective Digestive 
tract Decontamination (SDD) made resistance levels go 
from 0% to 24% in 3 years 

• Colistin resistance has been chromosomal and non-
 transferable  

• seems often to be instable (in-vitro) and  

• seems to counteract horizontal gene transfer from other 
 MDR-gene clusters  

All of which limit the risk of rapid spread of resistance 
(Again, the new chinese data will be assessed) 

 



Colistin – b) the impact 

• Colistin resistance is infrequently reported in veterinary 
surveillance 

• There was no evidence that use of colistin in animals in EU 
has resulted in colistin resistance transfer to humans, or vice-
versa 

 

• Colistin is therapeutically important in veterinary medicine 
for enteric diseases in species where few alternatives are 
available 

• Colistin should be used responsibly 

 



Colistin – risk management (1/2) 

• Recommendation to maintain colistin in veterinary use, but 
to ensure responsible use 

• CVMP referral 2015: SPCs reviewed for 
treatment/prophylaxis, indications, etc - and duration of 
treatment was limited 

• Ongoing CVMP referral: combinations of colistin and 
other AMs 

• If colistin was withdrawn, use of other AMs could increase 
and result in higher risk re antimicrobial resistance 

 



Colistin – risk management (2/2) 

• Salmonella has been removed from indications in all oral 
formulations by CVMP referral 

• 2010 drinking water, 2015 all oral formulations for all 
food-producing species 

 

• The AMEG also recommended better surveillance 
• harmonised AMR surveillance (update: EFSA has included colistin, etc) 

• screening for new resistance mechanisms 

• surveillance of target animal pathogens (update: New Animal Health 
law is coming) 

• improved susceptibility tests should be developed (update: EU-RL 
works on interpretative criteria, etc) 

 



Open for discussion 

 

 

What are the next steps for  

‘old’ antimicrobials? 


