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AVCAVC

VETERINARIANSVETERINARIANS
CONSULTANTSCONSULTANTS
–– VeterinaryVeterinary MedicinalMedicinal ProductsProducts

QualityQuality, , SafetySafety and and EfficacyEfficacy

–– FeedFeed / / FeedFeed AdditivesAdditives
–– FoodFood

44 EXPERTS (44 EXPERTS (mostmost fromfrom Europe)Europe)
ETHICAL and SCIENTIFIC CODEETHICAL and SCIENTIFIC CODE
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AVC RESPONSEAVC RESPONSE
AVC agrees with the concept that antimicrobials should be AVC agrees with the concept that antimicrobials should be 
used wisely, within a rational programme, and that it is used wisely, within a rational programme, and that it is 
preferable and important to reserve critical antimicrobials preferable and important to reserve critical antimicrobials 
for those conditions where their use can be justified on the for those conditions where their use can be justified on the 
grounds that only they are likely to have a positive clinical grounds that only they are likely to have a positive clinical 
or animal welfare impactor animal welfare impact
QuinolonesQuinolones and fluoroquinolones are not comparable or and fluoroquinolones are not comparable or 
equal in terms of their usage in the EU or their equal in terms of their usage in the EU or their 
breakpoints in different species, conditions and body breakpoints in different species, conditions and body 
compartments. Therefore, we believe it is misleading and compartments. Therefore, we believe it is misleading and 
potentially damaging to use potentially damaging to use quinolonesquinolones alone as the alone as the 
benchmarks for decisions on fluoroquinolones, except benchmarks for decisions on fluoroquinolones, except 
possibly for campylobacter.possibly for campylobacter.
The entire topic of breakpoints is one that deserves The entire topic of breakpoints is one that deserves 
separate discussion. separate discussion. 
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Importance of Fluoroquinolones in Importance of Fluoroquinolones in 
foodfood--producing animalsproducing animals

They may be the only effective class of They may be the only effective class of 
drugsdrugs
–– ColisepticaemiaColisepticaemia in turkeys in turkeys 
–– ColisepticaemiaColisepticaemia in broilersin broilers
–– ColisepticaemiaColisepticaemia in newborn calvesin newborn calves
–– ColisepticaemiaColisepticaemia in pigletsin piglets
–– A. A. pleuropneumoniaepleuropneumoniae in in pigspigs
–– E. coli E. coli mastitismastitis

Tissue distribution and penetration uniqueTissue distribution and penetration unique
Essential for treatment of animals with lifeEssential for treatment of animals with life--
threatening diseasesthreatening diseases
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UseUse of Fluoroquinolonesof Fluoroquinolones

TheThe influenceinfluence of of veterinaryveterinary useuse on on 
antimicrobialantimicrobial resistanceresistance in in humanshumans isis likelylikely
to to bebe veryvery lowlow
AVC believes that farm animal use of AVC believes that farm animal use of 
fluoroquinolones is probably a minor fluoroquinolones is probably a minor 
relevant source of resistance in terms of relevant source of resistance in terms of 
impact on humansimpact on humans
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UseUse of Fluoroquinolonesof Fluoroquinolones

AlthoughAlthough relevant relevant datadata isis presentedpresented, , moremore
datadata isis neededneeded fromfrom individualindividual countriescountries
and and setset in in relationrelation to MA to MA forfor
Fluoroquinolones Fluoroquinolones presentpresent
Patent situation may be used as Patent situation may be used as 
guide:guide:
–– MarketsMarkets withwith extensive extensive useuse sincesince 15 15 yearsyears
–– MarketsMarkets withwith limitedlimited useuse
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AmountAmount of of useuse of FQ in of FQ in nonnon--
regulatedregulated marketsmarkets

DependentDependent on on availabilityavailability of of 
„„genericgeneric//cheapcheap“ “ productsproducts::
–– e.ge.g. . variousvarious Eastern European MSEastern European MS
–– e.ge.g. Spain/Portugal. Spain/Portugal

GenericsGenerics availableavailable forfor 15 15 yearsyears
PricesPrices per per unitunit veryvery lowlow ((10 % of 10 % of 
referencereference))
High High useuse of of FQsFQs in in poultrypoultry and and swineswine
BroadBroad useuse as as preventionalpreventional treatmenttreatment
High High ratesrates of of resistanceresistance
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UseUse of FQ in of FQ in regulatedregulated marketsmarkets

E.gE.g. Germany, UK, DK. Germany, UK, DK
–– FQ FQ areare high high pricedpriced productsproducts
–– Well Well controlledcontrolled, , prescriptionprescription onlyonly sincesince

launchlaunch
–– RelativelyRelatively lowlow useuse, , mainlymainly

therapeutictherapeutic//treatmenttreatment
–– LowLow ratesrates of of resistanceresistance



12th Oct 200612th Oct 2006 EMEA Int. Parties MeetingEMEA Int. Parties Meeting

DanmapDanmap 20042004

0,06*0,06*
98,1 %98,1 %

0,060,06
100 %100 %

0,060,06
100 %100 %

Salm. Salm. 
sppspp

0,030,03
96,6 %96,6 %

0,030,03
100 %100 %

0,120,12
88 %88 %

E. E. ColiColi

SwineSwine
µg/mlµg/ml

CattleCattle
µg/mlµg/ml

ChickenChicken
µg/mlµg/ml

MICMIC9090
% sensitive% sensitive

Breakpoint used: 0,03 µg/ml, Including broilers and layers

*Highest MIC measured: 0,5 µg/ml
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GermanyGermany

16*16*
72,1 %72,1 %

0,016#0,016#
100 %100 %

CattleCattle
µg/mlµg/ml

0,060,06--0,5*0,5*
9292--98 %98 %

0,06**0,06**
N=187N=187

0,5*0,5*
~ 98 %~ 98 %

MICMIC9090

% sensitive% sensitive

0,016#0,016#
100 %100 %

0,06*0,06*
98 %98 %

0,016#0,016#
96 %96 %

MICMIC9090

% sensitive% sensitive

SwineSwine
µg/mlµg/ml

DairyDairy MM
µg/mlµg/ml

ChickenChicken
µg/mlµg/ml

E. E. ColiColi

*Wallmann, Kroker: 3rd Conf Vet Antimicrobials, Orlando, USA, 2006; 

**Krabisch und Gangl, TU 2002; 

#De Jong et al., ICAAC 2006 (Abattoirs samples) 
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Portugal / SpainPortugal / Spain

0,250,25
98 %98 %

88
76,5 %76,5 %

Spain#Spain#

16*16*
76,9 %76,9 %

64*64*
56,9 %56,9 %

32*32*
50,8 %50,8 %

MICMIC9090
% sensitive% sensitive

SwineSwine
µg/mlµg/ml

CalvesCalves
µg/mlµg/ml

ChickenChicken
µg/mlµg/ml

E. E. ColiColi

Various Fluoroquinolones marketed including Generics

*Baptista et al. (2006): 11 EAVPT, Torino, 2006; 
Breakpoint used: 4µg/ml

#De Jong et al., ICAAC 2006 (Abattoirs samples)
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HungaryHungary

•Fluoroquinolones since 1989, first
generic licensed 1991

•~ 25 % of antibiotics used in animal
health are now Fluoroquinolones

•Prices reduced from 75 to 5, same time 
use up by 750%, 100 being Baytril

•No public data on resistance
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ConsequenceConsequence??

Increase the price?

Can it be that simple?
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Off Label Off Label UseUse/Illegal /Illegal UseUse

Care needs to be taken by over-regulating 
the market!
E.g. Illegal use of nitrofurans in food 
animals: contribution to human 
salmonellosis* (Portugal): 65 % of 
Samonella isolates from several sources 
(most human and poultry) with decreased 
susceptibility, most S. enteritidis

*Antunes et al. (2006) Clinical Microbiology and Infection
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C. C. jejunijejuni and C. and C. colicoli
AVC is critical to the Delsol et al (2004) study on 
Campylobacter coli described in the document, in 
that it was monitored for only 5 weeks after 
treatment and not followed through to slaughter
AVC stresses that care needs to be taken in relating 
experimental studies such as Delsol et al (2004) to 
practical situations
AVC disagrees with the statement that ‘In the 
developed countries most human infections with 
Campylobacter and Salmonella are food borne’
Propose to consider C. jejuni and C. coli separately
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SelectionSelection forfor ResistanceResistance

AVC completely disagrees with the AVC completely disagrees with the 
statement referring tostatement referring to ‘Their ‘Their 
potential of relatively rapid potential of relatively rapid 
selection of resistance’selection of resistance’ ((problemsproblems
onlyonly in in nonnon--regulatedregulated marketsmarkets))
In In factfact therethere isis lowlow rate rate forfor
selectionselection, as , as foundfound in in mostmost
slaughterslaughter househouse surveyssurveys
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Problems Problems 
No No harmonised approachharmonised approach in the in the 
conditions of use of (conditions of use of (fluorofluoro--)quinolones)quinolones in in 
EUEU
‘Antimicrobial resistance should be ‘Antimicrobial resistance should be 
addressed internationally, as resistant addressed internationally, as resistant 
bacteria can spread via imported food’, it  bacteria can spread via imported food’, it  
should be added: ‘should be added: ‘and infections can be and infections can be 
contracted by foreign travel as highcontracted by foreign travel as high--
lighted in lighted in DanmapDanmap 2004; in such 2004; in such 
foreignforeign--acquired situations, acquired situations, 
resistance to (resistance to (fluoro)quinolonesfluoro)quinolones is is 
frequently higher’frequently higher’
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Problems Problems 
The multiple MA for generic (The multiple MA for generic (fluorofluoro--
)quinolones)quinolones (low cost) caused by low (low cost) caused by low 
requirements for their registrationrequirements for their registration
It is not understandable why the innovator It is not understandable why the innovator 
needs to carry the costs of keeping needs to carry the costs of keeping 
products on the market (no resistance nor products on the market (no resistance nor 
environmental data requested by various environmental data requested by various 
MS), while the generics may MS), while the generics may potentiatepotentiate
the problemthe problem
Action Action byby legislatorlegislator neededneeded??
IsIs thethe currentlycurrently implementedimplemented EC/2004/28 EC/2004/28 
thethe right right answeranswer??
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Action Action PointsPoints

More information on use by species More information on use by species 
and product would be helpful, and product would be helpful, 
especially for the (especially for the (fluorofluoro--)quinolones)quinolones. . 
More comparative human use data More comparative human use data 
would also be beneficialwould also be beneficial
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ProposalProposal of AVCof AVC
Use of (Use of (fluorofluoro--)quinolones)quinolones should be under should be under 
veterinary veterinary prescription onlyprescription only, following , following 
veterinary diagnosisveterinary diagnosis, and the products , and the products 
should not be available as bulk or (foreignshould not be available as bulk or (foreign--
sourced) generics for routine onsourced) generics for routine on--farm usefarm use

But: After implementation of 2001/82 as But: After implementation of 2001/82 as 
amended by 2004/28, now discussion on amended by 2004/28, now discussion on 
exemption criteria for nonexemption criteria for non--prescription as prescription as 
discussed in Brussels this weekdiscussed in Brussels this week
E.gE.g.: no .: no vetvet visitvisit, , butbut a a consultationconsultation onlyonly isis
necessarynecessary in in somesome membermember statesstates ((weakensweakens
thethe vetsvets))
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ProposalProposal of AVCof AVC

Implementation of “prudent use Implementation of “prudent use 
guidelines” and better guidelines” and better penetratingpenetrating
them to vets and farmers throughout them to vets and farmers throughout 
the EU and globallythe EU and globally
Make sure that dosage is based on Make sure that dosage is based on 
scientific knowledge and proofscientific knowledge and proof
Limit use to Limit use to treatmenttreatment claim of claim of 
animalsanimals
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Different ways to approach the Different ways to approach the 
problemproblem

–– Reduce the occurrence of pathogens Reduce the occurrence of pathogens 
(hygiene)(hygiene)

–– Implement strategies to reduce Implement strategies to reduce 
selection for resistance (correct dose, selection for resistance (correct dose, 
defined use etc.defined use etc.))

ButBut: : monitormonitor via via agreedagreed test test systemssystems
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ProposalProposal
Appropriate EU agencies and bodies should Appropriate EU agencies and bodies should 
collaborate on studies to define more carefully collaborate on studies to define more carefully 
the most appropriate the most appropriate test systems, sampling test systems, sampling 
strategies and breakpointsstrategies and breakpoints to use for to use for 
resistance determination in organisms isolated resistance determination in organisms isolated 
from livestock and companion animals that may from livestock and companion animals that may 
be of public health significancebe of public health significance
CurrentlyCurrently therethere areare twotwo interestinginteresting programsprograms in in 
placeplace: : 

CEESA (European CEESA (European industryindustry))
GermVetGermVet ((authoritiesauthorities and and industryindustry in Germany)in Germany)

–– HarmonisingHarmonising lab test lab test systemssystems
–– CollectingCollecting properlyproperly defineddefined pathogenspathogens

UsefulUseful to to havehave thatthat on a EU on a EU levellevel supportedsupported byby
Framework 7?Framework 7?
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THANK YOU!THANK YOU!

Association of Association of VeterinaryVeterinary ConsultantsConsultants

Thanks to David Burch, Peter Watson and Paul McMullin
for coordinating the response

BoardBoard
Dr Pascal Dr Pascal RichezRichez (F) (F) -- PresidentPresident

Dr Klaus Hellman (D) Dr Klaus Hellman (D) -- ViceVice--PresidentPresident
Dr Dr GertGert--Jan van Jan van KesterenKesteren (NL) (NL) -- TreasurerTreasurer
MrMr Meredith LloydMeredith Lloyd--Evans (UK) Evans (UK) -- SecretarySecretary

EE--mailmail: : gensec.avc@biobridge.co.ukgensec.avc@biobridge.co.uk
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