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 Sheep

The lack of availability identified for sheep also applies to goats.

Talks have enabled a number of general avenues for regulatory development relevant for certain availability issues to be identified:  
1) As regards cascade application issues, the following proposals are made for developing national regulations: 

· Establishing a standard withdrawal period for vaccines: where cascade would be applied for use of a vaccine, a 0-day standard withdrawal period is proposed. Indeed, this is the withdrawal period systematically set by MA for all the authorised vaccines.

· When there is an MRL for a foodstuff, might we envisage a national comitology/consensus procedure for extrapolating this MRL and withdrawal periods for larger species to physiologically comparable smaller species? 

Note that as regards cascade application, the DGAL/SDSPA/N2004-8185 memorandum of 16/07/2004 is the benchmark in practical terms. DGAL is asked to confirm that this is still the case.

2) For existing solutions which involve importing veterinary drugs available in Europe, is it possible to amend legislation in order to facilitate practitioner activities: a reporting system rather than a prior authorisation system, centralised import to facilitate supply? 

3) Might we envisage including drugs in the positive list which do not have MA for the species in question, but which are used via cascade? This would enable such drugs to be included in PSE (Livestock Healthcare Programmes). 

4) For some pathologies, the autologous vaccine solution might be an avenue worth exploring. 

	Pathology
	Therapeutic alternatives
identified
	Health impact
	Economic impact
	Comments
	ANMV (French Veterinary Agency) comments

	Neonatal colibacillosis
	There is a vaccine with MA, IMOCOLIBOV, but its efficacy depends on the strains involved and its availability from dealers is unreliable. No information on possible E. coli serotypes responsible for septicaemia, diarrhoea, lamb failure to thrive, watery mouth, etc. 
	5
	5
	Overall, increased sanitary measures seem to be the solution of most value.

Avenue of autologous vaccines for specific situations.
	Submit pharmacovigilance report.

These illnesses are among the highest   “consumers” of antibiotics (sometimes crucially important) in sheep. Research is required to identify the exact causes before envisaging vaccination as a tool. 
Pharmacovigilance reports on Imocolibov are clearly not numerous in this context: 1) this vaccine is not widely used and is often unavailable 2) failures are, unfortunately, followed by systematic metaphylaxis.  


	Salmonella miscarriage
	Difficult to keep episodes of Salmonella Abortusovis in check by means of metaphylactic antibiotic treatment of gestating ewes (oxytetracycline is not very effective), which is why quinolones sometimes have to be used (off-MA with unreliable results). Prevention through vaccination impossible following halt of SALMOVIS ND (MERIAL) vaccine production, which was highly effective.

The combined Spanish Chlamydiosis-Salmonellosis vaccine (BEDSAVAC ND) has nowhere near the same efficacy, and in addition an import application is necessary.
No vaccine for Salmonella Abortusovis in France – Spanish vaccine (BEDSAVAC) can be imported using import procedure.
	5
	5
	The situation is unsatisfactory on the clinical and economic levels, and on the level of having to resort to antibiotic treatment.

Yearly vaccination of ewes with SALMOVIS used to mean that these major and recurrent outbreaks of miscarriage (every 5 to 7 years, particularly in transhumant farming) were prevented. It would be helpful to talk to MERIAL to see if they would consider relaunching this vaccine, or transferring its licence to another laboratory. 
Look at other vaccines available in Europe. BEDSAVAC would not be entirely satisfactory. 

	Possible import of BEDSAVAC®. 
Regional illness: Limousin – Nord Est - Pyrénées Atlantiques – PACA.


	Cryptosporidiosis
	Halofuginone authorised for use in cattle farming – recorded efficacy of an activated carbon-based formulation (Obionekk®) for curing goats (article published in VETERINARY PARASITOLOGY 180(2011) 354-357).
	5
	4
	Already mentioned in the January 2004 report on availability of veterinary drugs in France.
	MA for Gabrovet® generic (paromomycin) being prepared, but not indicated for cryptosporidiosis

Note that Obionekk is not registered as a veterinary drug.

For prevention, lasalocid or decoquinate 2000 ppm in cascade approach.


	Prevention of staphylococcal dermatosis of teats/staphylococcal mastitis
	There used to be an effective vaccine for staphylococcal mastitis.

Ceftiofur is currently used.
	3
	4 


	Already mentioned in the January 2004 report on availability of veterinary drugs in France.

Highly contagious disease and complication of mastitis. 

For sheep and goats, STARTVAC vaccine (MA centred on cattle) could be a solution if the MA was submitted for the species. 
For goats, STARTVAC is sometimes already used at half the bovine dose. Vaccine standard WP. 
Being able to resort to autologous vaccines would be an alternative.  
	What registrations in future envisaged by HIPPRA MAH?

	Contagious ecthyma
	An authorised vaccine (ECHTYBEL) with average results (more effective via intradermal administration than via subcutaneous administration) – Ecthymatisation (scarification using scab samples performed on the infected farm)

Various treatment alternatives (homeopathy, herbal medicine, etc.) with unreliable and non-reproducible results.
	4
	3


	Already mentioned in the January 2004 report on availability of veterinary drugs in France.

Mortality and mastitis among lambs.
	

	Digestive longworm disease, with increased resistance to benzimidazole and levamisole 
	ZOLVIX (monepantel-based drug, amino acetonitrile derivative worm treatment effective against nematodes resistant to other classes of worm treatment), continued marketing threatened by narrow market + oral Eprinomectin but no MA, whereas provisional MRL were established up until 2014. 
	3
	4
	Envisage extrapolating existing EPRINEX withdrawal period (cf. general proposal)? Change of species and administration route.
	Withdrawal of Zolvix marketing confirmed.

Provisional MRL for eprinomectin up until 2014. Eprinex is by oral administration.



	Mycoplasma mastitis
	Two antibiotic formulations not for use during lactation, intramammary administration with MA for sheep, but none effective against mycoplasma

No vaccine exists.
	3
	3 (5 in Pyrénées Atlantiques region)
	Set at 5 and 5 for goats.

The solution envisaged is importing Spanish vaccines for sheep and possible use of autologous vaccines for goats (M. agalactiae not an issue for this species). However, Spanish vaccines might not be satisfactory. 
	Same problem as for cattle

Importing Algontex and Agalax Uno (contagious agalactia).

	Urinary lithiasis

(male sheep)
	Phloroglucinol no longer available (SPASMOGLUCIONOL ND).
Ammonium chloride added to feed.

	3
	3
	Use of ammonium chloride seems to have been prohibited and then authorised again. Check and confirm? (no MRL required as per regulation EC/37/2010). 
	Withdrawal of SPASMOGLUCINOL MA.

	Caseous disease
	No vaccine exists in France – Spanish vaccine could be imported.
	3
	3 same problem in goats
	Already mentioned in the January 2004 report on availability of veterinary drugs in France.

cf. Prevention of staphylococcal dermatosis of teats: For sheep and goats, STARTVAC vaccine (MA centred on cattle) could be a solution if the MA was submitted for the species. 
For goats, STARTVAC is sometimes already used at half the bovine dose. Being able to resort to autologous vaccines would be an alternative. 
	Import of Spanish vaccine.
NB:  in the Roquefort basin area, large number of abscesses not due to caseous lymphadenitis. It is a specific aerobic-anaerobic staphylococcus (Morel’s micrococcus). No available vaccine – Health impact “5” locally. 


	Piroplasmosis
	No drug with MA for sheep – One drug with MA for cattle = Carbesia ND.
	2
	4
	Already mentioned in the January 2004 report on availability of veterinary drugs in France.

The 213-day withdrawal period for meat does not apply.
	

	Adenomatosis

(sheep) 
	None.
	2
	2
	
	

	Nasal congestion (sheep)
	
	1 
Regional problem
	2
	Oestrus ovis must be managed.
	

	Neonatal respiratory and enteritis infections 
	Not enough antibiotics with MA for sheep, making systematic recourse to cascade necessary (antibiotics indicated in a different species for the same indication, or antibiotics indicated in sheep for other indications), even though these infections occur frequently in sheep farming. 
	3
	5
	Already mentioned in the January 2004 report on availability of veterinary drugs in France.
	CASCADE.
Only one drug with MA “NUFLOR 300mg/ml solution for injection for Cattle and Sheep”, with a 39-day withdrawal period for meat/slaughter.

	All inflammations, whatever the cause
	No drugs with MA – Drugs authorised for bovine species.
	3
	4 same problem in goats.
	Already mentioned in the January 2004 report on availability of veterinary drugs in France.

Difficulty of adhering to standard WP for NSAIDs. Possible extrapolation from cow milk WP (e.g. FINADYNE, which has a 0-day WP)?
	CASCADE.

	Mastitis
	No existing intramammary administration antibiotic formulation permitted for use during lactation with MA for sheep.
	3
	5 
	Already mentioned in the January 2004 report on availability of veterinary drugs in France.

Difficulty of adhering to standard WP for milk. Extrapolation possible?
	CASCADE.

	Antispasmodic drugs

(sheep, goats)
	No genital antispasmodic drugs available for female animals.
CERVICYL (homeopathic drug) with efficacy which appears to vary.
	3
	3
	Problems treating non-dilation of cervix, retroverted vagina or uterus.
	CASCADE.

	Q fever
	CHLAMYVAX FQ, old phase 2 vaccine (MA 1982) less effective against infection than phase 1 vaccines – COXEVAC, a new phase 1 vaccine (MA 2010), but only indicated for cattle and goats with no MA for sheep.
	3
	4
	Already mentioned in the January 2004 report on availability of veterinary drugs in France.

If cascade approach is applied: 
- How to justify not using CHLAMYVAX FQ? Because of experimental study showing its inefficacy in terms of clinical and elimination criteria
- Issue of standard WP.
	Goat vaccine can be used by means of cascade approach. Laboratory not willing to request extension to sheep.

	Paratuberculosis
	No vaccine in France – Spanish vaccine GUDAIR could be imported.
	3
	4 sheep / 5 goats.
	Existing solution

General issue of standard WP for vaccines if cascade approach is used.
	Import the Spanish vaccine 

Bovine SILIRUM MA 02/2014.

	Ringworm
	No drugs with MA – There is an authorised vaccine for cattle (RINGVAC).
	2
	1
	Already mentioned in the January 2004 report on availability of veterinary drugs in France.

General issue of standard WP.
	Vaccine authorised in France.

	Respiratory pasteurellosis (increased prevalence of Pasteurella multocida)
	Combined vaccine with Salmonella valences of little use (SALMOPAST) or specific vaccine but which does not cover all the strains found in ovine pathology (OVILIS PASTOVAX).
	4 
Higher impact of Mannheimia haemolytica than of Pasteurella multocida.
	5
	Already mentioned in the January 2004 report on availability of veterinary drugs in France.

Significant metaphylactic use of antibiotics. 

OVILIS PASTOVAX is a solution. If different strains are involved, being able to resort to autologous vaccines again would be the alternative solution.
	As regards goats, there is a general problem of applying the cascade approach if OVILIS PASTOVAX is used (proposal for 0-day withdrawal period). 

	Uterine infections
	No drugs with MA – Drugs authorised for bovine species

or HISTABIOSONE with MA for goats. 
	2
	3
	Already mentioned in the January 2004 report on availability of veterinary drugs in France.

Adhering to cascade standard WP is not a problem in this case. Use of standard withdrawal period seems to be compatible for farrowing animals. 
	

	Schmallenberg Disease
	No available vaccine.
	1
	3
	MA granted in July 2013.
Solution now exists.
	


Goats

General comments: Scant resources in sector. Standard withdrawal periods imposed by cascade approach are not applicable (instead: tests on foodstuffs to control residues). Example of male goat slaughtered at 35 days of age.
In addition, all types of treatment are tested; particularly essential oils, no data on their efficacy or safety.

	Types of drug
	Details
	Health impact
	Economic impact
	Type of problem
	ANMV (French Veterinary Agency) comments

	Anti-parasites 
	Problem of resistance to benzimidazole: Problem as ivermectin is not validated for oral administration, pour-on eprinomectin cannot be used for goats, standard WP not applicable. Moreover, the pour-on formulation does not appear to be effective in goats.

Moxidectin (Cydectin) 7-day withdrawal period for milk is too long.
	5
	5
	Requirement for MA with 0-day withdrawal period for milk.

It appears that eprinomectin has an MA for goats in New Zealand. 
	Oral administration ivermectin MA.

CYDECTIN 0.1% oral solution for sheep withdrawal period for milk is 5 days. No MA for goats.

	Vaccines
	Hardly any vaccines left for goat sector: for enterotoxemia, salmopast, ecthyma, Q fever, Chlamydia. 

None for mastitis, abscesses, paratuberculosis, respiratory, toxoplasmosis.
	4
	4
	Availability issue.
Toxoplasmosis, Pasteurellosis (goat serotypes differ from cattle serotypes).
Chlamyvax only for sheep therefore no duration of immunity in goats.
Startvac used (mastitis) but undesirable side effects.
Clostridia toxi-infections, (cattle, sheep).
Colibacillosis.
	

	Anaesthetic 
	No product with MA for goats.
	2
	3
	Animal wellbeing issue.
	

	Hormones
	Flugestone sponges: WP for new sponges is 3 days, whereas for older higher-dose sponges is 0 day.
	1
	4
	Consistency issue; lack of understanding by users.
	Differences in WP for Chronogest and Synchropart due to differences in data given in MA files. Manufacturer claimed that (including while inserted or after removal) study protocols were different. 

	Anti-parasites (anti-coccideal drugs treatment) 
	Treatment of sick animals: the only authorised anti-coccidia = sulphonamides, but these lead to mortality in sick animals. 
	5
	4
	Animal wellbeing issue (AWB). 
	CASCADE

To be clarified, since Nemaprol® (amprolium) exists (poultry). 

	 Cryptosporidiosis
	Halocur: 28-day withdrawal period for goats toxic and not very effective.
	5
	5
	Standard WP incompatible/production duration.

A consensus meeting needs to be held.
	(CASCADE Gabrovet® generic).

	Treatment against flies 
	Nothing with short withdrawal period available any more.  
	4
	4
	Availability issue.
	Butox® withdrawn except for sheep and cattle – CASCADE.

	Infections
	Very few antibiotics with MA for species. Except for:

- an intramammary formulation (NAFPENZAL) for dry-off with 10-day withdrawal period.

- Tylosin injection formulation painful for goats.
- Flumequine (FLUMIQUIL).
 
	5
	5
	AWB issue.

Standard WP not applicable.
	CASCADE.

	Hormones
	No PGF2a for treatment of phantom pregnancies.  
	3
	1
	Availability issue.
	Estrumate® - problem?

Estrumate MA only for “oestrus synchronisation”. 

	All inflammations
	No NSAIDs with MA for goats.
	5
	5
	AWB issue idem sheep.
	MA for dexamethasone exists.
Need for NSAID.


