Veterinary medicinal product under „prudent use“ (updated 2014)
With an increasing need of responsible use of antimicrobial medicinal products both in human and veterinary medicine, and in line with antibiotic policy of the Czech Republic the group of veterinary medicinal product (VMPs) containing certain antimicrobials under „prudent use“ regimen has been defined several years ago.

This „prudent use“ warning is introduced within the product texts of the respective VMPs as the recommendation, but in practice it is enforced by the Decree No 344/2008 Coll. On use, prescription and delivery of medicinal products within the veterinary health care. The § 2 article (3) specify the conditions of use of certain veterinary medicinal product (containing antimicrobials or chemotherapeutics) in which within the marketing authorisation decision „prudent use regimen“ was set. Such veterinary medicinal products can be, according to this Decree, used only in cases where for the same purpose of use (= indication) no other VMP, in which such limitation was not set, is not available and when the susceptibility to the active substance of the product of concern has been established. It should be interpreted that first line antimicrobials is used in practice (according to the specified indications, target animal species…) and VMPs with antimicrobials under “prudent use” regimen are used, whenever possible, based on target pathogen and its susceptibility and resistance to first line antimicrobials and/or clinical experience (i.e knowledge of pathogen occurrence including the susceptibility to antimicrobials patterns within the farm, herd/flock etc.). Regional and national  susceptibility/resistance data can be also used as the background in certain cases (e.g. especially in cases where ethiological agens of the disease is hardly to be cultured/long term tested and laboratory testing for such agens are not routinely available, and treatment should urgently be started).
Where to find the information that certain VMP is under „prudent use” regimen?
Under the product name of the certain product (national phase of authorisation) there is stated:

"Přípravek s indikačním omezením" (= „Product under prudent use“)
In which texts to find the info that certain VMP is under „prudent use” regimen ?
Information (under the product name) is available in the following product texts or with so called „blue box“ on VMP´s package : 

SPC = Summarry of product characteristics; 

PI = Product information (leaflet)

Outer Packages (at least cartoons, with blue box)

Sources of information on VMPs:

· ÚSKVBL http://www.uskvbl.cz/cs/registrace-a-schvalovani/registrace-vlp/seznam-vlp/registrovane-vnitrostatnim-postupem-a-mrpdcp; on line update of authorised VMPs,

· Compendium of authorised VMPs (paperback „Registrované veterinární přípravky“)
(once per two years update)
· AISLP; quarterly updated
Where to find explanation of the prudent use warning within the product texts? 
Prudent use warning introduced in the SPCs:

· CZ – nationally authorised or MRP/DCP with national phase of the product texts SPC points: 4.5 ; 5.4 ; 5.9 (according to the templates approved duet he time course); 
· According the valid legal provisions of EU all VMPs authorised via centralised procedure prudent use warnings introduced SPC points: 4.5 or 5.5.
Prudent use warnings:
· Older templates version:

· „Product is under prudent use regimen, i.e. should be used for the treatment of the serious infections only based on the clinical experience, whenever possible supported by diagnostic of the ethiological agens of the disease including its susceptibility testing to active substance of the product and resistance to first line antimicrobials.”
· Newer templates version:

(FLUORO) QUINOLONS 

(According to the EMA templates (fluoro) quinolons):

Official and local antimicrobial policies should be taken into account when the product is used.

Fluoroquinolons should be reserved for the treatment of clinical conditions which have responded poorly, or are expected to respond poorly, to other classes of antimicrobials.

Whenever possible, fluoroquinolons should only be used based on susceptibility testing.

Use of the product deviating from the instructions given in the SPC may increase the prevalence of bacteria resistant to the fluoroquinolons and may decrease effectiveness of treatment with other quinolones due to the potential for cross resistance.

CEPHALOSPORINS   3rd and 4th  GENERATION 
(According to EC referral decision/ EMA templates for systemically used cefquinom and ceftiofur ):
The product selects for resistant strains such as bacteria carrying extended spectrum betalactamases (ESBL) and may constitute a risk to human health if these strains disseminate to humans e.g. via food. For this reason, the product should be reserved for the treatment of clinical conditions which have responded poorly, or are expected to respond poorly (refers to very acute cases when treatment must be initiated without bacteriological diagnosis) to first line treatment. 
Official, national and regional antimicrobial policies should be taken into account when the product is used. Increased use, including use of the product deviating from the instructions given in the SPC, may increase the prevalence of such resistance.
Inappropriate use of the product may increase the prevalence of bacteria resistant to   cefquinome and may decrease the effectiveness of treatment with other beta lactam antibiotics, due to the potential for cross resistance.
Whenever possible, the product should only be used based on susceptibility testing.
The product is intended for treatment of individual animals. Do not use for disease prevention or as a part of herd health programs. Treatment of groups of animals should be strictly restricted to ongoing disease outbreaks according to the approved conditions of use.
Why this information is included only in some antimicrobials?

Some elementary reasons can be summarised:

1) Active substance belongs to the group of antimicrobials considered as essential for the treatment of serious infections in human medicine (e.g. rifaximin, kanamycin treatment of tuberculosis in human medicine)

2) Active substance belongs to the group of antimicrobials, where increase of resistance was proved in relation to the use of products containing this active, and/or resistance can arise due the treatment course and could lead to the failure of treatment (e.g. (fluoro)quinolones and ansamycins)
3) Active substance use lead to the selection of  resistant strains (e.g. use of the cephalosporins of the 3rd and 4th generation lead to the selection of bacteria carrying the extended spectrum beta-lactamases (ESBL))
4) Other “first line” antimicrobials should be preferably used for certain indications, which allows alternatives from first and second – line antimicrobials) 
Which are antimicrobial substances classified to be under „ prudent use“ regimen?
List of substances:
Cephalosporins 3rd generation
ceftiofur






cefoperazon

cefovecin

Cephalosporins 4th generation
cefquinom

Ansamycins



rifaximin

Aminoglycosides


gentamicin






kanamycin

(Fluoro) quinolons 


difloxacin






enrofloxacin






flumequin






ibafloxacin






marbofloxacin






orbifloxacin

pradofloxacin

As a conclusive remark, it could be mentioned that activities related to responsible use of antimicrobials are within the scope at both European and world level.

As the exact example the classification of veterinary antimicrobials from recent time -  updated in January 2014 by the OIE (World Animal Health Organisation) can be given: OIE LIST OF ANTIMICROBIAL AGENTS OF VETERINARY IMPORTANCE: www.oie.int/fileadmin/Home/eng/Our_scientific_expertise/docs/pdf/OIE_list_antimicrobials.pdf
 From the activities at the EU level, which are of high relevance from the perspective of the marketing authorisation of VMPs following activities of European Medicines Agency http://www.ema.europa.eu could be highlited:
· Links to the documents relevant for VMPs with antimicrobials/antimicrobial resistance:
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000186.jsp&mid=WC0b01ac058002d8a0
· Information/guidelines for:

·  the assessment of efficacy of certain categories of products containing antimicrobials http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000381.jsp&mid=WC0b01ac058002ddc2#Antimicrobials
· revised GL for SPC of antimicrobials EMEA/CVMP/SAGAM/383441/2005 http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2010/02/WC500070670.pdf
· CVMP strategy on antimicrobials 2011-2015 http://www.ema.europa.eu/docs/en_GB/document_library/Report/2011/07/WC500109137.pdf
· Reflection papers for certain groups of antimicrobials:

http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000384.jsp&mid=WC0b01ac058002dd37#Antimicrobials
· (fluoro) quinolones
· cephalosporins 3rd and 4th generations
· macrolides, lincosamides and streptogramins

· ESVAC – European Surveillance of Veterinary Antimicrobials Consumption (in which CZ took active part from the beginning of the project), CZ data corrected on PCU (population correction unit) available here http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000302.jsp&mid=WC0b01ac0580153a00
As for the national consumption data on sales of antimicrobials in VMPs with valid authorisation within CZ (years 2005 – 2012) commented summaries are available at Agency pages: http://www.uskvbl.cz/cs/informace/tiskove-centrum/tiskprohl
