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INFORME DE LA REUNION DE LA COMISION DE NORMAS BIOLOGICAS

Paris, 25-27 de enero de 2006

La Comision de Normas Biologicas de la OIE se reuni6 en la sede de la organizacion del 25 al 27 de enero de 2006. En
nombre de Bernard Vallat, Director General de la OIE, el Dr. Alejandro Schudel, Jefe del Departamento Cientifico y
Técnico, dio la bienvenieda a los miembros de la Comision de Normas Biologicas: Prof. Steven Edwards, Presidente,
Dra. Beverly Schmitt, vicepresidenta, y Dr. Anatoly Golovko, Secretario General, asi como a los demds participantes:
Dr. Adama Diallo, representante del centro colaborador de la OIE para ELISA! y técnicas moleculares de diagndstico
de las enfermedades de los animales, OIEAZ2, Viena, Austria, y Dr. Peter Wright, Presidente del grupo ad hoc de 1la OIE
encargado de las pruebas de proteinas no estructurales para diagnosticar la fiebre aftosa.

El temario y la lista de participantes figuran, respectivamente, en los Anexos Iy II.

1. Laboratorios de referencia y centros colaboradores de la OIE
1.1. Nuevas candidaturas de centros colaboradores y laboratorios de referencia:

La Comision recomienda aceptar las siguientes candidaturas para centros colaboradores y laboratorios de
referencia:

Centro Colaborador de la OIE para la capacitacion de los servicios veterinarios
Centro Buenos Aires para la Capacitacion de los Servicios Veterinarios (CEBASEV), ARGENTINA
Tel.: (+54-11) 4624.5043; aasilvestre@yahoo.com.ar

Centro Colaborador de la OIE para la investigacion sobre las enfermedades emergentes en aves
Southeast Poultry and Research Laboratory (SEPRL), United States Department of Agriculture (USDA),
Agricultural Research Service, 934 College Station Road, Athens, Georgia 30605, ESTADOS UNIDOS
DE AMERICA.

Tel.: (+1-706) 546.3433; dswayne@seprl.usda.gov

Para la gripe equina y la rinoneumonia equina

Cambridge Infectious Diseases Consortium, Department of Veterinary Medicine, Madingley Road,
Cambridge CB3 OES, REINO UNIDO.

Tel.: (+44-1223) 76.46.66; Fax: (+44-1223) 76.46.67, jam80@hermes.cam.ac.uk

Se trata de una designacion vinculada con el laboratorio de referencia existente en Animal Health Trust,
en Newmarket.

El experto de referencia designado para ambos laboratorios es la Dra. Jenny Mumford.

1 ELISA: Ensayo inmunoenzimatico (Enzyme-linked immunosorbent assay)
2 OIEA: Organismo Internacional para la Energia Atomica
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Para la Enfermedad de Marek

USDA (United States Department of Agriculture), ARS (Agriculture Research Service), Avian Disease
and Oncology Laboratory, 33606 East Mount Hope Road, East Lansing, Michigan 48823, ESTADOS
UNIDOS DE AMERICA.

Tel.: (+1-517) 337.68.28; Fax: (+1-517) 337.67.76; fadly@msu.edu

Experto de referencia designado: Dr Aly M. Fadly

Para la agalaxia contagiosa

Mycoplasma Group, Department of Statutory and Exotic Bacterial Diseases, Veterinary Laboratories
Agency (Weybridge), Addlestone, Surrey KT15 3NB, REINO UNIDO.

Tel.: (+44-1932) 34.11.11; Fax: (+44-1932) 34.70.76; r.a.j.nicholas@vla.defra.gsi.gov.uk

Experto de referencia designado: Dr. Robin A.J. Nicholas

Para Escherichia coli

The Escherichia coli Laboratory (EcL), 3200 Sicotte Saint-Hyacinthe, Québec, CANADA J2S 7C6.
Tel.: (+1-450) 773.85.21 ext. 8234 ; Fax: (+1-450) 778.81.08; john.morris.fairbrother@umontreal.ca
Experto de referencia designado: Dr. John Morris Fairbrother

Laboratorio hermanado con la OIE para la rabia (apoyado por el laboratorio de referencia de la OIE de
AFSSA3-Lerpas)

State Science-Control Institute of Biotechnology and strains of Microorganisms

30 Donecka St., Kiev 03151, UCRANIA

Tel.: (+380-44) 245.76.84; Fax: (+380-44) 245.76.08; golovko@biocontrol kiev.ua

Experto de referencia designado: Prof. Anatoly N. Golovko

1.2. Actualizacion de la lista de laboratorios de referencia

La OIE ha sido informada de los siguientes cambios de expertos en los laboratorios de referencia. La
Comision recomienda que sean aceptados:

Peste porcina africana
Alison Lubisi reemplaza al Dr. Comfort Phiri en el Instituto Veterinario de Onderstepoort, Surafrica.

Artritis/encefalitis caprina y Maedi-visna

El Dr. Gérard Perrin, AFSSA Niort, reemplaza al Dr. Christian Vitu en AFSSA Sophia Antipolis, Francia.
Nueva direccion: AFSSA-Niort, Laboratoire de Recherches Caprines, 60 rue du Pied de Fond, B.P. 3081,
79012 Niort Cedex, Francia. Tel.: +33 (0) 5 49.79.61.28; Fax: +33 (0) 5 49.79.42.19. g.perrin@afssa.fr

La Comision se dio por enterada de una solicitud del Delegado de Canada para que el laboratorio de
referencia de la OIE para la enfermedad de Marek en Nepean, Ontario, asi como el laboratorio para el
sindrome disgenésico y respiratorio porcino de Saint-Hyacinthe, Québec, fueran suprimidos de la lista. La
Comision espera recibir nuevas candidaturas. Asimismo, acuso recibo de una solicitud del director de
AFSSA para que el laboratorio de referencia para la rinotraqueitis infecciosa bovina / vulvovaginitis
pustular infecciosa en AFSSA, Lyon, sea suprimido de la lista y de una solicitud del director de AFSSA de
Ploufragan para que el laboratorio de referencia para la micoplasmosis (Mycoplasma gallisepticum) sea
suprimido también de la lista.

La Comision tomo nota de que el Dr. Haken Vigre pasa a ser el nuevo punto de contacto, como director en
funciones, del centro colaborador para la investigacion y la formacion sobre diagndsticos sanitarios de las
poblaciones animales y sobre sistemas de vigilancia en International Epilab, Instituto danés de
investigacion alimentaria y veterinaria, Dinamarca, reemplazando asi a Matthias Greiner.

1.3. Directrices para postular a centro colaborador
Como consecuencia de las deliberaciones en la reunidon de septiembre de 2005 sobre los criterios que

deberian seguir los nuevos candidatos a centro colaborador, la Comision aprobé el proyecto de directrices
para los candidatos de aquellos centros que figuran en el Anexo III.

3 AFSSA: organismo francés de seguridad sanitaria de los alimentos (Agence frangaise de sécurité sanitaire des aliments)
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1.4. Informe anual de los laboratorios de referencia para 2005

Se recibieron los informes de 123/130 laboratorios de referencia y de 16/16 centros colaboradores para los
animales terrestres. Una vez mas, la Comision elogié la amplia gama de actividades de los laboratorios de
referencia con los objetivos de la OIE y el apoyo ininterrumpido que han prestado los expertos a la labor de
la Comision de Normas Biologicas. Todos los informes seran enviados a los Paises Miembros, asi como a
los laboratorios y centros colaboradores. Se sugiri6 que los informes sean distribuidos en CD-ROM y en
papel para ir reemplazando gradualmente la version impresa a lo largo de un afio o dos. Las actividades
internacionales que tienen que ver con el trabajo de la OIE se resumen en la tabla siguiente:

Laboratorios de referencia

Porcentaje de laboratorios que

Actividades generales desempeiian estas actividades

1 Prueba(s) que se usan o estan disponibles para la enfermedad 99%
especificada
2 Fabricacion y distribucion de reactivos de diagnostico 84%

Actividades especificas de la OIE

3 Armonizacion/normalizacion internacional de métodos 68%
4 Preparacion y redaccion de normas de referencia internacional 56%
5 Investigacion y desarrollo de procedimientos nuevos 82%
6 Recoleccion, analisis y difusion de datos epizootiologicos 61%
7 Asesoramiento experto 78%
8 Formacion cientifica y técnica 59%
9 Puesta a disposicion de las instalaciones para pruebas de diagnéstico 51%
10 Organizacion de reuniones cientificas internacionales 29%
11 Participacion en estudios cientificos internacionales conjuntos 56%
12 Presentaciones y publicaciones 84%

Centros colaboradores

Porcentaje de centros que desempefian

Actividades generales estas actividades

1 Actividades como centro de investigacion, peritaje, normalizacion y 100%
difusion de técnicas

2 Proposicion o desarrollo de procedimientos que facilitarian la 87%
armonizacion de las reglas internacionales que se aplican a la
vigilancia y el control de las enfermedades de los animales, la
salubridad de los alimentos y el bienestar de los animales

3 Poner expertos a disposicion de la OIE como consultores 67%

Actividades especificas de la OIE

4 Formacion cientifica y técnica de personal de los Paises Miembros de 87%
la OIE
Organizacion de reuniones cientificas por cuenta de la oficina 40%
Coordinacién de estudios cientificos y técnicos en colaboracién con 73%

otros laboratorios u organizaciones

7 Publicacion y difusion de toda informacion que pueda ser 1til para los 93%
Paises Miembros de la OIE

1.5. Primera conferencia internacional de los laboratorios de referencia y los centros colaboradores de la
OIE

La primera conferencia internacional de los laboratorios de referencia y los centros colaboradores de la
OIE tendra lugar del 3 al 5 de diciembre de 2006 en Florianépolis, Santa Catarina, Brasil. La Comision
puso de manifiesto su agradecimiento a Brasil en nombre de la OIE y recomendd que el Comité
Internacional respalde esta propuesta para facilitar una via de apoyo mutuo y de colaboracion entre los
laboratorios. La Comision dio el visto bueno al programa preliminar y a los temas y sugirié que se informe
de las fechas a los laboratorios y centros lo antes posible para que puedan prepararse para asistir.
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2,

3.

Normalizacion internacional de las pruebas de diagnéstico y las vacunas

2.1.

2.2.

Los programas de normalizacion de la OIE para las pruebas de diagnostico

Perineumonia contagiosa bovina — Dr. A. Pini, Istituto Zooprofilattico Sperimentale dell’Abruzzo e del
Molise ‘G. Caporale’, Teramo, Italia

La Comision recibidé mas aclaraciones sobre la aplicacion de los sueros de referencia de la OIE existentes
para los distintos tipos de ensayos serologicos. Se tomo nota de que pueden ser utilizados para las pruebas
ELISA de fijacion del complemento o indirecta, pero que no son adecuados para ELISA de competicion.
Los laboratorios de los Paises Miembros que necesiten dichos sueros se pondran en contacto con el
laboratorio de referencia para obtener todos los detalles.

Leucosis bovina enzodtica — Coordinador: Dr. L. Renstrom, National Veterinary Institute, Uppsala, Suecia

El Dr. Renstrom habia informado sobre el proyecto de desarrollar nuevos sueros de referencia para esta
enfermedad. Se estan evaluando las series de sueros candidatos y los resultados son prometedores, aunque
todavia incompletos. No se ha avantado todavia para establecer un protocolo estandar para la PCR* para la
leucosis bovina enzodtica.

Brucelosis caprina u ovina — Coordinadora. Sra. J Stack, VLA Weybridge, Reino Unido

Se ha preparado y liofilizado suero. La proxima etapa consiste en realizar las pruebas preliminares para
después intercambiarlo con otros laboratorios de referencia.

Artritis/encefalitis caprina y maedi-visna — Coordinador: Dr. Gérard Perrin, AFSSA Niort, Francia

Los laboratorios participantes siguen evaluando los sueros candidatos. La Comision fijo plazos de
realizacion para el proyecto y se ha previsto que ha de finalizar en abril de 2006.

Durina — Coordinador: Prof. V.T. Zablotsky, All-Russian Research Institute for Experimental Veterinary
Medicine (VIEV), Moscu, Rusia

El Prof. Zablotsky declard que el suero candidato esta siendo evaluado.

Brucelosis porcina — Coordinador: Dr. K. Nielsen, Canadian Food Inspection Agency, Nepean, Canadad

El Dr. Nielsen informé que se habian identificado los laboratorios de referencia participantes y que se
habian preparado los kits de prueba que serian enviado a dichos laboratorios en enero de 2006.

Disponibilidad de los kits de diagndstico para la fiebre aftosa de Panaftosa

La Dra. Ingrid Bergmann, del laboratorio de referencia de la OIE para la fiebre aftosa: Centro
Panamericano de Fiebre Aftosa (PANAFTOSA), de Rio de Janeiro, Brasil, habia confirmado que los kits
para pruebas de proteinas no estructurales de los anticuerpos de la fiebre aftosa estan disponibles en su
laboratorio para los Paises Miembros de la OIE pero que los laboratorios deberian hacer sus pedidos con
suficiente antelacion para facilitar la planificacion de la produccion. Los sueros de referencia y el material
de control que se describen en el Manual Terrestre también estan disponibles en dicho laboratorio. La
Comision agradecio a la doctora Bergmann su contribucidn ininterrumpida a la labor de la OIE.

Lista de pruebas prescritas y de sustitucion

3.1.

PCR en tiempo real para detectar el virus de la rinotraqueitis infecciosa bovina en extensiones de
semen bovino

El organismo de bioseguridad de Nueva Zelanda habia enviado un expediente de validacion por cuenta de
un grupo de laboratorios de referencia para apoyar una solicitud con miras a designar una prueba de PCR
en tiempo real para detectar el virus de la rinotraqueitis infecciosa bovina en extensiones de semen de
bovino como prueba prescrita para el comercio. Habiendo ya solicitado las opiniones de los expertos, la
Comisién considerd que habia que realizar una evaluacion adicional para la validacion. Se sacard una
conclusion definitiva tras haber dado lectura a estos informes.

4 PCR: Amplificacion en cadena por la polimerasa (Polymerase chain reaction)
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3.2. ELISA para la rabia

Un fabricante de pruebas de diagnodstico habia pedido que su ELISA para la rabia fuese designada como
prueba prescrita para esta enfermedad. La Comision observd que ELISA para la rabia estd reconocida
como prueba de sustitucion para la circulacion internacional de perros y gatos. Lo mas apropiado para los
kits comerciales de este tipo seria presentarlos para el Registro de la OIE y asi se le indicara a esta empresa.

La Comision decidié que, habida cuenta del establecimiento del modelo de validacion de la OIE, en el
futuro se aceptaran los métodos de prueba como prescritos solamente si se demuestra plenamente, de
conformidad con el modelo, que dicha prueba ha sido validada como “apta a fines de comercio
internacional”. El laboratorio postulante tendra también que facilitar una descripcion completa del
protocolo, preparacion de los reactivos incluida, que sera publicada para que la prueba pueda ser realizada
en cualquier laboratorio del mundo con material que los proveedores de los laboratorios puedan
proporcionar facilmente.

3.3. Fiebre del valle del Rift

La Comision habia determinado que se necesitaba designar una prueba prescrita para la fiebre del valle del
Rift, dado que se acababa de aprobar un nuevo capitulo del Codigo Sanitario para los Animales Terrestres
(cf articulo 2.2.14.12). Se habia solicitado al Dr. Janusz Paweska, del National Institute for Communicable
Diseases, Surafrica, que enviase los datos de validacion de una ELISA por inhibicion que él habia
desarrollado. La prueba parece prometedora, pero, toda vez que no se dispone de datos de repetibilidad,
todavia no puede ser propuesta como prueba prescrita. EI Dr. Diallo informé que esta prueba se esta
evaluando en diferentes laboratorios. Tras consultar a expertos, la Comision propone que la prueba de
neutralizacion viral sea adoptada como prueba prescrita y que se mantenga ELISA en estudio para valorar
su validez como prueba prescrita cuando se disponga de mas datos.

Véanse en el Anexo IV las modificaciones de la lista de pruebas prescritas y de sustitucion que seran propuestas al
Comité Internacional en mayo de 2006 para su aprobacion.

4. Grupos de expertos, ad hoc y de trabajo

4.1. Informe de la cuarta reunion del grupo ad hoc encargado de evaluar las pruebas de proteinas no
estructurales para diagnosticar la fiebre aftosa

Este grupo se reunid recientemente por cuarta vez. El proposito de esta reunion consistia en: a) revisar las
pruebas de proteinas no estructurales para los ovinos y porcinos, b) revisar los resultados de los estudios
comparativos realizados con actuaciones concertadas y c) revisar los datos de validacion en ovinos y
porcinos de conformidad con los criterios de validacion de la OIE. El Dr. Kris De Clercq, en nombre de la
Dra. Emiliana Brocchi, dio cuenta del analisis de los datos del taller sobre las proteinas no estructurales que
habia sido celebrado en Brescia, Italia, en mayo de 2004, para los ovinos y porcinos, y el Dr. David Paton
present6 los resultados de un estudio sobre porcinos de Hong Kong vacunados o infectados, asi como una
exposicion sobre el panel de sensibilidad que se ha estado desarrollando en Pirbright. La Dra. Ingrid
Bergmann presento expedientes de validacion basados en el modelo de la OIE tanto para ovinos como para
porcinos, asi como datos sobre un panel de evaluacion preparado por Panaftosa para este tipo de pruebas en
bovinos. Ademas, colegas invitados de Tailandia y Taipei China expusieron su experiencia en la aplicacion
de estas pruebas en condiciones de campo. Este informe figura en el Anexo V.

4.2. Informe de la reunion del grupo ad hoc encargado de las pruebas para la encefalopatia espongiforme
bovina

Se tomo nota del informa del grupo ad hoc encargado de las pruebas para la encefalopatia espongiforme
bovina (EEB). La Comision solicité al grupo ad hoc que continue con su importante trabajo sobre los
procedimientos de validacion y normalizacion las pruebas para la EEB y aprobd que utilizase un modelo
especial para presentar dichas pruebas al Registro de pruebas de la OIE. El informe figura en el Anexo VI.
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4.3.

4.4.

4.5.

4.6.

Informe de la reunién del grupo ad hoc encargado de evaluar el estatus de los paises respecto a la
peste bovina

La Comision discutio sobre varias reservas que habia expresado el grupo ad hoc encargado de evaluar el
estatus de los paises respecto a la peste bovina y que a su vez habia reiterado la Comision Cientifica de la
OIE para las Enfermedades de los Animales y que se referian a un parrafo del Manual Terrestre sobre una
prueba de ELISA indirecta para esta enfermedad. La Comision subrayd que esta prueba se recomienda
como prueba de criba, siempre y cuando los resultados positivos hayan sido sometidos a una prueba de
confirmacion mas especifica. La Comision de Normas Biologicas no contemplo ni recomendara que se
utilice para declarar a un pais libre de la enfermedad. La Comision Cientifica sera informada de este
dictamen.

Informe de la reunién del grupo ad hoc encargado de la resistencia antimicrobiana

La Comision tomo nota del trabajo en curso del grupo ad hoc encargado de la resistencia antimicrobiana.
El grupo estudio las respuestas a un cuestionario que habia sido enviado a los Paises Miembros de la OIE y
prepard, con el apoyo de los centros colaboradores, una lista de antimicrobianos criticos par uso
veterinarios. Dicha lista serd propuesta al Comité Internacional en mayo proximo para su aprobacion. El
informe figura en el Anexo VII.

Grupo ad hoc encargado de la biotecnologia

La Comision estudio el mandato y los miembros que se han propuesto para el Grupo ad hoc encargado de
la biotecnologia, que celebrara su primera reunion en abril de 2006. El mandato corregido que se propone
figura en el Anexo VIII.

Informe de la reunién del panel de expertos en vigilancia de la gripe equina

La Comision recibié un informe detallado de la Dra. J. Mumford (experta de la OIE en gripe equina) con
las conclusiones y recomendaciones del panel de vigilancia de la gripe equina. Este informe figura en el
Anexo IX. La Comision debatidé sobre los comentarios enviados por los fabricantes de vacunas y pidio a
los laboratorios de referencia que hagan todo lo posible para facilitar las cepas de vacuna recomendadas en
un formato bien controlado y adecuado para que se pueden presentar los datos a las autoridades
reguladoras. De esta manera, las vacunas contra la gripe equina podrian ser actualizadas cuando sea
necesario para que se ajusten a los virus que estén circulando, como se hace para la gripe humana.

5. Revision de las directrices de la OIE

5.1

5.2

Directrices para inactivar los agentes adventicios

A la luz de los informes enviados por distintos laboratorios de referencia, la Comision reconocid que las
recomendaciones actuales para utilizar los rayos gamma sobre los sueros de referencia no son apropiadas
para todas las aplicaciones ya que aparentemente la actividad de los anticuerpos se deforma. Existen
métodos alternativos (quimicos). El Dr. Diallo present6 un informe resumido sobre los métodos aceptados
para inactivar los virus en el suero. La Comisién propuso que el Dr. Diallo presida un grupo encargado de
revisar las directrices de la OIE para preparar los sueros de referencia. Los miembros del grupo estaran en
contacto por via electronica.

Actualizacion de la norma de calidad de la OIE (para los laboratorios veterinarios)

Francgois Diaz de la oficina central de la OIE, cotejara la norma de calidad de la OIE con la recientemente
actualizada ISO/IEC? 17025:2005, Requisitos generales de competencia para los laboratorios de pruebas
v calibrado e informacion a la Comision cuando vuelva a reunirse qué es lo que habria que reexaminar en
la norma de la OIE.

6. Registro de pruebas de diagnéstico de la OIE

Una solicitud esta pendiente de evaluacion. Como ésta concierne la EEB, el grupo ad hoc apoyara a la OIE en el
tratamiento de la solicitud (ver seccidon 4.2). El grupo ad hoc sugirido los nombres de tres expertos que
compondrian el panel encargado de la evaluacion. La Comision aceptd la propuesta y los expertos seran
contactados por la secretaria encargada del procedimiento de validacion.

5 ISO/IEC: Organizacion Internacional de Normalizacion/Comision Electrotécnica Internacional (International Organization for
Standardization/International Electrotechnical Commission)
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La Comision pidi6 al Dr. Diallo que estudie con sus colegas de la Division Mixta FAO/OIEA en Viena la
posibilidad de convocar una reunién de consultores para que desarrollen directrices mas completas para
cumplimentar los procedimientos de validacion de la OIE.

7. Fabricacion de una vacuna inactivada contra la fiebre aftosa en células primarias bovinas del
epitelio lingual

La Comisién estudié las conclusiones y recomendaciones del experto que habia pasado revista a este expediente.
El método recomendado por la OIE para la propagacion del virus para producir antigenos es la cria de virus de
fiebre aftosa en cultivos en suspension a gran escala o en monocapa utilizando lineas celulares en condiciones
estériles. El cultivo de células primarias puede aceptarse para fabricar vacunas en algunos paises, pero solamente
si el método de fabricacion se ajunta completamente a las buenas practicas de manufactura (BPM), si se aplica un
procedimiento validado para garantizar la inactivaciéon de todos los agentes extrafios posibles y si existen pruebas
adecuadas para el producto final y en curso de produccion a fin de garantizar la congruencia e inocuidad del
producto final. Un texto de este tenor sera afiadido al capitulo del Manual Terrestre. La Comision insistio en que
esta técnica es distinta del “método Frenkel” de cultivo de células linguales bovinas explantadas, método que no
puede ser recomendado bajo ningin concepto.

8. Manual de las Pruebas de Diagndstico y de las Vacunas para los Animales Terrestres de la OIE
(mamiferos, aves y abejas)

Para tratar este punto, se uni6 a la Comision el Dr. James Pearson, consultor de redaccion.

La Comision estudid los proyectos de texto revisados para los capitulos que debian ser corregidos urgentemente:
Principios de validacion de las pruebas de diagnostico de las enfermedades infecciosas; Principios de fabricacion
de vacunas veterinarias y Fiebre aftosa. Este ultimo capitulo conlleva revisiones recomendadas por el grupo ad
hoc encargado de las pruebas de proteinas no estructurales (cf 4.1 anterior), una nueva seccion sobre pruebas de
correspondencia de las vacunas, redactada por el grupo ad hoc encargado de los bancos de antigenos y vacunas
contra la fiebre aftosa, la utilizacion de las células primarias para fabricar vacunas (cf 7 anterior) y otras
actualizaciones, como la propuesta de volver a inscribir la ELISA de bloqueo en fase liquida como prueba
prescrita (cf el informe de la Comision de septiembre de 2005). Estos capitulos serdn enviados en breve a los
Paises Miembros para que los comenten, a fin de que puedan ser propuestos en la Sesiéon General en mayo de
2006 para su aprobacion. Como acordd el Comité Internacional, los proyectos revisados que se aprueben en la
Asamblea General seran publicados en el cibersitio.

La Comision pasoé revista a la sexta edicion del Manual Terrestre. La primera serie de proyectos de capitulo ha
sido enviada a los Paises Miembros y la segunda seguira pronto el mismo camino. Los autores que todavia no han
enviado un capitulo actualizado recibirdn un recordatorio.

La Comisiéon convino en que los textos relativos a los niveles de confinamiento en los capitulos sobre fiebre
aftosa, enfermedad de Newecastle, gripe aviar y peste porcina clasica deberian ser armonizados. También se
decidi6 anadir un texto sobre el material de proteccion personal en el capitulo sobre influenza aviar. Asimismo, se
afladira al Manual Terrestre un capitulo nuevo sobre las normas para pruebas para primates no humanos. Este
capitulo recogera una referencia al informe de 1998 del grupo de trabajo de FELASAS® sobre sanidad de primates
no humanos. Se sefialé la necesidad de actualizar los procedimientos de prueba recomendados para la
anaplasmosis bovina y la Comision alentara a los fabricantes de diagnosticos para que entreguen sus expedientes
de validacion para que figuren en el Registro de la OIE.

9. Contactos con otros grupos y comisiones
. COMISION DE NORMAS SANITARIAS PARA LOS ANIMALES TERRESTRES
9.1. Capitulo 1.4.5. Transporte internacional y contencion en laboratorio de los agentes patéogenos
La Comision estudi6é las modificaciones realizadas por el grupo ad hoc encargado de la norma sobre
bioseguridad/bioconfinamiento para el capitulo 1.4.5. del Codigo Terrestre. El capitulo corregido sera

enviado a la Comision del Coédigo Sanitario para los Animales Terrestres de la OIE y servira para
completar el capitulo revisado del Manual Terrestre.

6 FELASA: Federaciéon de Asociaciones Europeas de Laboratorios de Ciencias Animales (Federation of European Laboratory
Animal Science Associations)
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10. Asuntos varios

10.1.

10.2.

10.3.

10.4.

OFFLU’

La Dra. Christianne Bruschke, en su calidad de representante de la OIE en el comité rector de la red de la
OIE y la FAO de laboratorios para la influenza aviar, resumi6 brevemente los progresos realizados. Los
principales objetivos de OFFLU consisten en ofrecer a los Paises Miembros conocimientos veterinarios
para ayudarles a luchar contra la gripe aviar, asi como en desarrollar la investigacion sobre la enfermedad y
en colaborar con la red de la Organizacion Mundial de la Salud en asuntos relativos al contacto entre los
animales y los humanos. OFFLU comprende un comité rector, una secretaria, un comité cientifico y un
equipo de colaboradores cientificos.

Las principales actividades de OFFLU en 2005 consistieron en establecer la red, aprobar el mandato,
intercambiar aislados y secuencias y en abrir un cibersitio: http://www.offlu.net. OFFLU también envié dos
misiones a Rusia y Rumania. Los principales obstaculos por superar son la falta de ganas de compartir los
aislados virales y las secuencias de genoma, asi como la falta de tiempo y de dinero.

En 2006, las principales prioridades seran intercambiar los aislados de virus y los datos sobre secuencias
entre los laboratorios de referencia y de diagndstico, intercambiar informaciones cientificas, comunicar con
los paises miembros y las organizaciones internacionales, facilitar consejos, conocimientos y asistencia a
los paises infectados y supervisar los ensayos con vacunas.

Actividades sobre la fiebre aftosa
La Comision tomo nota de los informes siguientes:

e Informe anual de la red de laboratorios de referencia de la OIE y la FAO para la fiebre aftosa:
enero-noviembre de 2005. La Comisién considerd impresionante el trabajo de esta red y elogio la
colaboracion entre ambas organizaciones.

e El informe de David Paton sobre la reunion del grupo investigador del comité técnico permanente
de la Comision Europea para luchar contra la fiebre aftosa (EUFMD).

e FElinforme de Donald King sobre la reuniéon de consultores sobre técnicas moleculares aplicadas al
diagnostico y la vigilancia de la fiebre aftosa, en el OIEA, Viena.

Seminario de biotecnologia de la OIE

El Prof. Edwards relat6 un existoso seminario que tuvo lugar en Montevideo, Uruguay, en noviembre de
2005, como de costumbre, en conjunciéon con el simposio de WAVLDS. Los proximos simposio y
seminario de biotecnologia se celebrardn en Melbourne, Australia (2007). La Comision aprobo el titulo que
se habia propuesto para el seminario: “Aplicaciones de la biotecnologia al estudio de la patogénesis y la
patologia de las enfermedades de los animales”. Se discutieron algunas ideas preliminares para el
programa. Seria importante asegurarse de que los aspectos aplicados y de diagnostico estan en el centro de
mira.

Conferencia de investigacion internacional sobre la brucelosis (Windsor, Reino Unido, noviembre de
2007)

La Comision recomendé que la OIE preste apoyo econémico para que los siguientes expertos participen en
esta conferencia: Dr. A.M. Nicola (Argentina), Dr. K. Nielsen (Canadd) y Dr. M. Banai (Israel).

7 OFFLU: Red de la OIE y la FAO para la influenza aviar
8 WAVLD: Asociacion mundial de diagnosticadores de laboratorios veterinarios (World Association of Veterinary Laboratory
Diagnosticians)
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10.5. Prueba Saiduldin para la brucelosis
La Comision recibié y discutiéo informaciones proporcionadas por el Dr. Gulnaz Igekbayeva, de la
Universidad Nacional Agraria de Kazajistan, sobre una prueba de fijaciéon compleja conglutinante para la
brucelosis. El Dr. Golovko se pondra en contacto con el Instituto para la Brucelosis de Omsk (Rusia) para
obtener mas informacion sobre esta prueba y su utilizacion en la region.

10.6. Fecha de la préxima reunién de la Comision de Normas Biologicas

En principio, la Comision volveria a reunirse del 13 al 15 de septiembre de 2006.

.../Anexos
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Anexo |

REUNION DE LA COMISION DE NORMAS BIOLOGICAS DE LA OIE

Paris, 25-27 de enero de 2006

Temario

1. Laboratorios de referencia de la OIE

2. Normalizacion internacional de las pruebas de diagnostico y las vacunas

3. Lista de pruebas prescritas y de sustitucion

4.  Grupos de expertos, ad hoc y de trabajo

5. Revision de las directrices de la OIE

6. Registro de pruebas de diagnoéstico de la OIE

7.  Fabricacion de una vacuna inactivada contra la fiebre aftosa en células primarias bovinas del epitelio lingual

8. Manual de las Pruebas de Diagnostico y de las Vacunas para los Animales Terrestres de la OIE (mamiferos, aves
y abejas)

9. Contactos con otros grupos y comisiones

10. Asuntos varios
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Anexo 11

REUNION DE LA COMISION DE NORMAS BIOLOGICAS DE LA OIE

MIEMBROS

Paris, 25-27 de enero de 2006

Lista de participantes

Prof. Steven Edwards (Presidente)
VLA Weybridge

New Haw, Addlestone

Surrey KT15 3NB

REINO UNIDO

Tel.: (44-1932) 34.11.11

Fax: (44-1932) 34.70.46
s.edwards@vla.defra.gsi.gov.uk

Dra. Beverly Schmitt
(Vicepresidenta)

National Veterinary Services
Laboratories, Diagnostic Virology
Laboratory, P.O. Box 844, Ames,
1A 50010

ESTADOS UNIDOS

Tel.: (1-515) 663.75.51

Fax: (1-515) 663.73.48
beverly.j.schmitt@aphis.usda.gov

Dr. Anatoly Golovko

(Secretario general)

State Science Control Institute of
Biotechnology and strains of
Microorganisms, 30 Donezkaya St.,
Kiev 03151

UCRANIA

Tel.: (380-44) 243.83.31

Fax: (380-44) 243.70.65
golovko@biocontrol.kiev.ua

OTRO PARTICIPANTE

Dr. Peter Wright
Aquatic Animal Health Diagnostic Laboratory System,

Central and Arctic Region, Fisheries and Oceans Canada,

501 University Crescent Winnipeg, Manitoba R3T 2N6
CANADA

Tel.: (1-204) 983-5067

Fax: (1-204) 984-2404

WrightPe@DFO-MPO.GC.CA

REDACTOR CONSULTOR PARA EL MANUAL

CENTRO COLABORADOR DE LA OIE

Dr. James E. Pearson
4016 Phoenix

Ames, lowa 50014
ESTADOS UNIDOS
jpearson34@aol.com

OFICINA CENTRAL DE LA OIE

Dr. Adama Diallo

FAO/TAEA Centre for ELISA and Molecular Techniques in
Animal Disease Diagnosis International Atomic Energy
Agency Wagramerstrasse 5, P.O. Box 100, A-1400 Viena
AUSTRIA

Tel.: (43-1) 2600.28355

Fax: (43-1) 2600.28222

a.diallo@iaea.org

Dr. Bernard Vallat
Director General

OIE 12 rue de Prony
75017 Paris, FRANCIA
Tel.: (33-1) 44.15.18.88
Fax: (33-1) 42.67.09.87
oie@oie.int

Dr. Alejandro Schudel
Jefe del departamento Cientifico y Técnico
a.schudel@oie.int

Dra. Elisabeth Erlacher-Vindel
Jefa adjunta del departamento Cientifico y Técnico
e.erlacher-vindel @oie.int
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Dra. Christianne Bruschke
Chargé de Mission, departamento Cientifico y Técnico
c.bruschke@oie.int

Sara Linnane
Redactora cientifica, departamento Cientifico y Técnico
s.linnane@oie.int

Francois Diaz

Secretariat for Validation, Certification and Registry of
Diagnostic Assays, departamento Cientifico y Técnico
f.diaz@oie.int
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Anexo 111

DIRECTRICES PARA LOS CANDIDATOS A CENTRO COLABORADOR DE LA OIE

Las solicitudes seran presentadas de conformidad con el articulo 1 del Reglamento interno y mencionaran las
informaciones siguientes:

e  Nombre de la instituciéon candidata.

e  Direccion postal.

e  Nombre del director de la institucion.

e  Nombre del punto de contacto que se propone para el centro colaborador.

e  Direccion electronica y numero de teléfono.

e  Pagina web (si procede).

e  Nombre que se propone para el centro colaborador y su esfera de competencia.

e  Resumen de sus actividades recientes en su esfera de competencia como centro internacional de investigacion,
conocimiento cientifico, normalizacion y difusion de técnicas.

e  Resumen de sus actividades recientes en su esfera de competencia para armonizar la vigilancia internacional y la
lucha contra las enfermedades de los animales.

e  Prestacion reciente de asistencia técnica o formacion cientifica y técnica para la OIE o los Paises Miembros de la
OIE que no sea aquel donde se encuentra el centro candidato.

e  Reuniones cientificas internacionales organizadas recientemente por el centro candidato.

e Lista de los actudios cientificos y técnicos actualmente activos en colaboracion con otros laboratorios u
organizaciones.

e Lista de publicaciones recientes de importancia internacional en la esfera de competencia propuesta.
e Curriculi vitae de los cientificos que trabajaran en el centro candidato.

La candidatura sera tramitada por la OIE de conformidad con los articulos 2, 3 y 4 del Reglamento Interno.
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MANUAL DE LAS PRUEBAS DE DIAGNOSTICO Y DE LAS VACUNAS

PARA LOS ANIMALES TERRESTRES DE LA OIE

(MAMIFEROS, AVES Y ABEJAS)

Propuesta de modificacién de la lista de pruebas prescritas y de sustitucién

Enfermedad Pruebas prescritas Pruebas de
sustitucion
Brucelosis caprina u ovina BBAT, FC Prueba de la
(infeccion por Brucella ovis excluida) brucelina, FPA
Fiebre aftosa ELISA*, NV FC
Fiebre del valle del Rift NV IH, ELISA, [PRN]

Anexo IV

* Consulte el Manual Terrestre para verificar cual es el método prescrito (se refiere a la reinscripcion de
ELISA de bloqueo en fase liquida como prueba prescrita)

BBAT =  Prueba del antigeno tamponado de Brucella (Buffered Brucella antigen test)
FC = Fijacion del complemento

ELISA =  Ensayo inmunoenzimatico (Enzyme-linked immunosorbent assay)

FPA =  Prueba de polarizacion de fluorescencia (Fluorescence polarisation assay)
IH = inhibicioén de la hemoaglutinacion

PRN = neutralizacion por reduccion en placa (Plaque reduction neutralisation)

NV = Neutralizacion viral

Subrayado doble = propuesta nueva.

En letra pequeiia entre corchetes = supresion propuesta.

Comision de Normas Biologicas /Enero de 2006
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Anexo V

Original: inglés
enero de 2006

INFORME DE LA CUARTA REUNION DEL GRUPO AD HOC ENCARGADO
DE EVALUAR LAS PRUEBAS DE PROTEINAS NO ESTRUCTURALES
PARA DIAGNOSTICAR LA FIEBRE AFTOSA
Paris, 23-25 de enero de 2006

El grupo ad hoc de la OIE encargado de evaluar las pruebas de proteinas no estructurales para diagnosticar la fiebre
aftosa celebro su cuarta reunion en la sede de la OIE, en Paris, del 23 al 25 de enero de 2006.

El Dr. Alejandro Schudel, jefe del departamento Cientifico y Técnico, dio la bienvenida a los miembros del grupo en
nombre del Director General de la organizacion, el doctor Bernard Vallat, y les explicé la importancia de que los Paises
Miembros de la OIE apliquen las pruebas NSP (siglas en inglés de “proteinas no estructurales”) para vigilar la fiebre

aftosa.

La reunion fue presidida por el Dr. Peter Wright, que también se encargd de redactar las actas. El temario y la lista de
participantes figuran, respectivamente, en los Anexos [ y II.

1. Reuniones anteriores

1.1.

1.2.

Primera reunion

El grupo se habia reunido por primera vez en la sede de la OIE en Paris, del 2 al 4 de octubre de 2002. En
dicha ocasion, se paso revista a las pruebas inmunoenzimaticas NSP existentes y se examinaron los datos de
validacion disponibles. Las estimaciones de exactitud del diagnostico se basaban en un niimero relativamente
bajo de animales utilizados para experimentos y se consideré que variaban mucho segliin los métodos. La
disparidad de resultados puso de relieve la necesidad de establecer un solo método de prueba como método
indicador plenamente validado. Asi, podria ser utilizado para elaborar y caracterizar los sueros de referencia
que a su vez serian utilizados para calibrar las demas pruebas.

El ELISA indirecto (iELISA) de Panaftosa fue elegido mejor candidato indicador. Este método, junto con la
técnica EITB Western Blot, se describen en el Capitulo relativo a la fiebre aftosa del Manual Terrestre
(edicion de 2000).

Ademas, se decidio que era necesario desarrollar series de sueros bovinos definidos que serian utilizados para
evaluar y comparar los distintos métodos.

Se considerd que lo mas urgente era normalizar y validar un sistema a base de anticuerpos a las proteinas no
estructurales para los bovinos. Después se pasaria a hacer lo mismo para el ganado ovino y el porcino.

Al finalizar su primera reunion, el grupo habia acordado preparar un expediente de validacion para el
mencionado iELISA y empezar a seleccionar y caracterizar los sueros candidatos para elaborar series de
referencia y evaluacion.

Segunda reunion

El Grupo ad hoc volvid a reunirse en la sede de la OIE en Paris, del 17 al 19 de septiembre de 2003. Fue
estudiado un primer borrador del expediente de validacion. También se estudiaron y ordenaron en tablas los
datos sobre las caracteristicas para el analisis y el diagndstico. Los métodos iELISA y EITB fueron revisados,
procurando aportar detalles técnicos e incorporar nuevos reactivos estandar de referencia, asi como procesos
de control interno de calidad. Las descripciones revisadas de ambos métodos fueron afiadidas a la edicion de
2004 del Manual Terrestre.
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1.3.

1.4.

no estructurales para diagnosticar la fiebre aftosa/Enero de 2006

Se examinaron las curvas de las dosis-respuesta de los sueros candidatos y se seleccionaron las distintas
disoluciones para los estandar de referencia para positivo alto y bajo. Quedaba entonces por proceder a la
preparacion final y probar los sueros estandar de referencia positivos y negativos, tanto altos como bajos,
para bovinos.

Se identificaron los primeros sueros candidatos para las series de evaluacion. Los sueros provenian de
estudios experimentales sobre bovinos, tanto no vacunados e infectados como vacunados y dudosos. Estos
sueros tenian que ser caracterizados con la prueba indicadora y almacenados para servir de referencia en
comparaciones futuras. Se buscaban tipos similares de sueros ovinos y porcinos. Se penso en ir afladiendo al
banco sueros de todas las especies a medida que se disponga de ellos.

El Grupo opiné que disponia ya de datos suficientes para empezar a desarrollar estrategias especificas de
aplicacion, muestreo ¢ interpretacion, especialmente para declarar la ausencia de enfermedad.

Tercera reunion

El grupo ad hoc volvid a reunirse por tercera vez, también en la sede de la OIE, en Paris, del 6 al 8 de
septiembre de 2004. El grupo cotejo un expediente de validacion para el método indicador con los requisitos
del nuevo prototipo de validacion y certificacion. Este modelo es ahora la base para el nuevo registro de la
OIE de pruebas de diagnostico y puede obtenerse en www.oie.int — Certificacion de pruebas de diagnostico.
El método indicador, aplicado a los bovinos, demostré cumplir las tres primeras etapas de las cuatro que
comprende la validacion, que incluyen los parametros analiticos, de diagndstico y de repetibilidad en el
modelo.

Se estudiaron fichas de cada uno de los candidatos a suero de referencia estandar (bovinos) negativo, positivo
débil y positivo fuerte, que habia preparado Panaftosa. Fueron remitidas a la Comision de Normas Biologicas
de la OIE con la recomendacion de que fuesen aprobadas. Se pasé revista al proceso de formacion de las
series a evaluar para bovinos. Varios sueros candidatos provenientes de Pirbright y Panaftosa habian sido
identificados y estaban circulando entre los laboratorios de referencia para ser tipificados con las distintas
pruebas NSP.

Los datos preliminares derivados del taller ELISA NSP que se celebro en Brescia, Italia, del 3 al 15 de mayo
de 2004, fueron presentados al grupo. Se sometid suero de tres especies: bovinos (2415), ovinos (693) y
porcinos (721) a pruebas con los seis métodos NSP. Aunque todavia no habia concluido el analisis de los
datos en el momento de redactar el tercer informe, los datos sobre la especifidad y la sensibilidad en los
bovinos del iELISA indicador confirman su seleccion como método indicador para la OIE.

Hubo un debate bastante largo sobre la aplicacion de las pruebas a base de proteinas estructurales y no
estructurales a las poblaciones vacunadas o no. Partiendo de los datos de especifidad y sensibilidad de
diagnéstico, se considerd que iELISA indicador seria un método de criba apropiado si se combina con
pruebas de confirmacion, como EITB. Con estrategias de muestreo apropiadas, estas pruebas servirian para:
a) declarar la ausencia de enfermedad en la poblacion, b) los programas de vigilancia, c) las encuestas de
prevalencia y d) gestion de focos, especialmente la recuperacion.

Cuarta reunion

La cuarta reunion del grupo ad hoc tuvo lugar recientemente. El proposito de esta reunidon era: a) pasar
revista a las pruebas NSP para ovinos y porcinos, b) revisar los resultados obtenidos por los estudios
comparativos que se habian realizado mediante acciones concertadas y c¢) estudiar los datos de validacion
para ovinos y porcinos siguiendo los criterios de validacion de la OIE. El Dr. Kris De Clercq, en nombre de
la Dra. Emiliana Brocchi, present6 el andlisis de los datos obtenidos en el taller NSP de Brescia para los
ovinos y porcinos y el Dr. David Paton presentd los resultados de un estudio sobre porcinos de Hong Kong
vacunados o infectados, asi como el panel de sensibilidad NSP que se ha desarrollado en Pirbright. La Dra.
Ingrid Bergmann, por su parte, presento los expedientes de validacion basados en el modelo OIE para los
ovinos y los porcinos, asi como los datos de un panel de evaluacion preparado por Panaftosa para las pruebas
NSP para bovinos. Ademas, invitados provenientes de Tailandia y Taipei China expusieron su experiencia
con la aplicacion de distintas pruebas NSP en condiciones de campo.
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2.

Las pruebas NSP para ovinos y porcinos

2.1.

2.2.

2.3.

2.4.

Resultados de Tailandia

La Dra. Wilai Linchongsubongkoch, de Tailandia, present6 los resultados de un proyecto coordinado de
investigacion de la FAO y OIEA! en su pais. Se compararon los resultados obtenidos con varios kits NSP,
tanto de origen comercial (es decir, CEDI, Bommeli/Intervet y UBI) como de los laboratorios de referencia
nacionales (a saber, Pirbright, Isla Plum y Japoén) analizando el suero de ~3900 bovinos, bufalos y porcinos.
La especifidad de diagnostico se compard en bovinos y porcinos que no habian sido vacunados nunca o
solamente una vez. Se hizo una comparacion similar en bovinos y btifalos que habian sido vacunados mas de
cinco veces. Se hizo también una comparacion de la sensibilidad de diagnéstico en bovinos de campo
vacunados una sola vez, uno o dos meses después de la infeccion, y de porcinos infectados y no vacunados.
Asimismo, se presentaron los datos sobre un programa de vigilancia que abarca la circulacion de bovinos y
bufalos entre las estaciones de cuarentena establecidas en una zona tapon entre Malasia, Tailandia y
Mianmar. El grupo ad hoc agradecié a la Dra. Linchongsubongkoch que hubiera asistido a la reunién y
comunicado sus datos. Los comentarios sobre estos datos figuran en el resumen del grupo, mas adelante.

Resultados de Taipei China

El Dr. Ping-Cheng Yang, de Taipei China, presento los resultados obtenidos tras varios afios de utilizacion de
las pruebas NSP. En 1997 hubo en Taiwan un foco de fiebre aftosa con una cepa de tipo O adaptada a los
porcinos. Taiwan ha sido declarado libre de fiebre aftosa con vacunaciéon en mayo de 2003. Fueron
presentados los datos sobre la evaluacion analitica y la eficacia de diagndstico de tres kits NSP comerciales
de UBI, CEDI y IDEXX. Estos kits fueron evaluados con estudios definidos sobre porcinos no infectados,
vacunados ¢ infectados por via natural e inducida. Se estudié la cinética de las respuestas imunitarias a las
proteinas no estructurales en muestras secuenciales tomadas de animales infectados por via natural durante el
foco o inducida. Basandose en los andlisis de las caracterisiticas analiticas y de diagndstico de estas pruebas,
se ha concebido y aplicado un programa de vigilancia que utiliza el kit UBI como prueba de criba y el kit
CEDI para la confirmacion. Esta estrategia es la que se esta aplicando desde 2002 para detectar la circulacion
del virus en los porcinos que se ponen a la venta en los mercados. Este programa ha supuesto analizar
anualmente entre 60 000 y 70 000 animales, vacunados dos veces antes de llegar al mercado. El grupo ad hoc
agradecio al Dr. Yang y sus colegas que hubieran asistido a la reuniéon y comunicado sus datos. Los
comentarios sobre estos datos figuran en el resumen del grupo, mas adelante.

Resultados de Hong Kong

En Hong Kong, donde se sabe que las piaras son peridodicamente infectadas por el serotipo O y se practica la
vacunacion preventiva frecuentemente, se investigd el diagndstico seroldgico de la fiebre aftosa. El objetivo
del estudio consistia en identificar las piaras con animales vacunados o vacunados e infectados y en recoger
muestras de sangre para evaluar la especifidad y sensibilidad de las pruebas que detectan los anticuerpos a las
proteinas no estructurales, designadas para identificar a los animales infectados dentro de una poblacion
vacunada. Se recogieron y analizaron muestras en 405 animales, que fueron clasificados en infectados y no
infectados partiendo de su historia clinica, la presencia de lesiones en las pezuiias en el momento de sacar la
muestra y los resultados de pruebas serologicas cléasicas de anticuerpos a las proteinas estructurales virales.
Las tres pruebas NSP que se compararon detectaron la infeccion en todos los grupos de cerdos con sintomas
de fiebre aftosa, pero con un nivel de especifidad y sensibilidad variable. Hay que seguir trabajando para
determinar con qué frecuencia los porcinos vacunados llegan a estar infectados sublinicamente y para
determinar con qué rapidez pueden ser detectados por la serologia.

Datos de Panaftosa sobre ovinos y porcinos

La Dra. Ingrid Bergmann, de Panaftosa, presentd los expedientes de validacion para ovinos y porcinos que se
basan en el modelo de impreso de la OIE.

1

FAO: Organizacion de las Naciones Unidas para la Agricultura y la Alimentacion
OIEA: Organismo Internacional para la Energia Atomica
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no estructurales para diagnosticar la fiebre aftosa/Enero de 2006

Para la prueba con ovinos, fueron modificados los sueros de control y el conjugado antiglobulina en la prueba
indicadora para que reflejasen las especies diana. Los reactivos ovinos fueron normalizados siguiendo los
mismos parametros que se habian aplicado en la prueba con bovinos. Las caracteristicas analiticas del
método NSP indicador aplicado a los sueros positivos y negativos eran comparables a las que se habian
observado en los sueros de bovino. La repetibilidad de los datos también fue similar.

Los calculos de especifidad de diagndstico en ovinos sudamericanos (1737) y europeos (404), tanto no
vacunados como inmunoldgicamente desprotegidos, fueron del >98%. La especifidad se elevaba al 99,7% en
las muestras sudamericanas si se aplicaba la prueba EITB para la confirmaciéon. Habida cuenta de la
limitacion del nimero de animales disponibles, el calculo de especifidad en los ovinos vacunados una vez de
Sudamérica (102) y Europa (12) fue del 100% y en los ovinos vacunados varias veces (91) de Sudamérica,
fue del 99,7%. La sensibilidad de diagndstico para ovinos infectados por via natural o inducida, no
vacunados, se calcula en un 100%, tanto cuando se recogieron las muestras en los animales (24 y 7,
respectivamente) a los <28 dias como a >28 dias.

Para la prueba con porcinos, tanto los sueros de control como el conjugado antiglobulina fueron modificados
en la prueba indicadora para reflejar la especie diana. Los reactivos porcinos fueron normalizados siguiendo
los mismos parametros que se habian aplicado en la prueba con bovinos. Las caracteristicas analiticas del
método NSP indicador aplicado a los sueros positivos y negativos eran comparables a las que se habian
observado en los sueros de bovino. La repetibilidad de los datos también fue similar.

La especifidad de diagnoéstico para los porcinos, tanto no vacunados como inmunolégicamente desprotegidos,
sudamericanos (896) y europeos (119) se calculdé en un >99% y alcanzaba el 100% en las muestras
sudamericanas aplicando EITB como prueba de confirmacion. Habida cuenta de la limitacion del numero de
animales disponibles, el célculo de especifidad en los porcinos vacunados una vez de Sudamérica (30) y
Europa (51) fue del 100% y del 98% respectivamente. La sensibilidad de diagndstico para porcinos
infectados por via natural o inducida, no vacunados, se calcula en un 100%, tanto cuando se recogieron las
muestras en los animales (11 y 8, respectivamente) a los <28 dias como a >28 dias.

En el Anexo III figura la lista comparativa de las distintas etapas de validacion para bovinos, ovinos y
porcinos.

Taller NSP ELISA, Brescia, Italia, 3-15 de mayo de 2004

Como ya se menciond, un taller fue organizado en Brescia, Italia, del 3 al 15 de mayo de 2004, bajo los
auspicios de FAO-EUFMD, EC, FP6-FMD-ImproCon y Panaftosa. Su objetivo consistia en comparar las
caracteristicas de diagnostico de los inmunoensayos existentes para detectar los anticuerpos contra las
proteinas no estructurales con las del método indicador de la OIE.

En la comparacién, se incluyeron los métodos ELISA siguientes: 1) Ceditest® FMDV-NS, de Cedi
Diagnostics, 2) CHEKIT-FMD-3ABC ELISA, de Bommeli Diagnostics, 3) UBI® FMD NS ELISA, de
United Biomedical, 4) SVANOVIR™ FMDV 3ABC-Ab ELISA, de Svanova, 5) in-house 3ABC trapping-
ELISA, de IZS-Brescia y 6) NCPanaftosa-screening ELISA, de Panaftosa (prueba indicadora de la OIE), asi
como el EITB de confirmacion de Panaftosa para analizar sueros de animales no infectados que reaccionan al
ELISA de criba NCPanaftosa, aunque los valores obtenidos no fueron comunicados.

Los resultados del taller han sido presentados para su publicacion y la siguiente referencia ha sido afiadida al
capitulo del Manual Terrestre relativo a la fiebre aftosa:

Brocchi E., Bergmann LE., Dekker A., Paton D.J., Sammin D.J., Greiner M., Grazioli S., De Simone F.,
Yadin H., Haas B., Bulut N., Malirat V., Neitzert E., Goris N., Parida S., Sorensen K. & De Clercq K.
(2006). Comparative evaluation of six ELISAs for the detection of antibodies to the non-structural proteins of
foot-and-mouth disease virus. Vaccine (submitted).

El Dr. Kris De Clerq (en nombre de la Dra. Emilianna Brocchi) resumi6 las conclusiones del taller para el
grupo ad hoc: fueron analizados sueros de tres especies: bovinos (2579), ovinos (703) y porcinos (269). Con
el alto numero y variedad de sueros de bovino analizados, se sacaron varias conclusiones. Aunque los seis
métodos mostraron un alto grado de correlacion al analizar a los bovinos infectados, las caracteristicas de
diagnostico del Cedi comercial y del in-house 1ZS-Brescia fueron las mas similares a las del ELISA de criba
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2.6.

NCPanaftosa (método indicador de la OIE). Estos tres métodos arrojaron la mayor sensibilidad y especifidad,
tanto en los sueros experimentales como de campo. Partiendo del limitado niimero y diversidad de los sueros
de ovino y porcino analizados, no se pueden sacar conclusiones definitivas. Sin embargo, los datos recogidos
hasta la fecha con los sueros experimentales y de campo, sugieren que las caracteristicas de estas pruebas en
los ovinos y porcinos seran probablemente similares a las obtenidas en los bovinos.

Habida cuenta de lo anterior, se ha afiadido la siguiente declaracion al capitulo del Manual Terrestre
relativo a la fiebre aftosa:

Otros métodos ELISA indirectos y de competicion que detectan los anticuerpos bovinos a 3ABC han
mostrado caracteristicas de diagnostico equivalentes (Brocchi et al., presentado). Este mismo estudio
corrobora los datos preliminares de Panaftosa que sugieren que las caracteristicas de diagnostico de
estas pruebas son similares en los bovinos, los ovinos y los porcinos.

Resumen

A continuacién se resumen las informaciones sobre los resultados relativos obtenidos por los distintos
métodos que se presentaron para los ovinos en el taller de Brescia y para los porcinos por parte de Taipei
China, Tailandia, Hong Kong y en el taller de Brescia, asi como los datos de validacion para ovinos y
porcinos del sistema de pruebas (criba y confirmacion) NCPanaftosa. Los datos de Taipei informan sobre la
sensibilidad y especifidad de tres ELISA NSP comerciales que usan suero de porcinos experimentales y de
campo, tanto vacunados como vacunados ¢ infectados. Se ha adoptado un sistema que comprende series de
analisis de los positivos con dos ELISA NSP comerciales, para ayudar a demostrar la ausencia de la infeccion
después de la vacunacion. El estudio de Hong Kong facilité datos comparables de especifidad para porcinos
de campo vacunados empleando los mismos kits comerciales que se habian evaluado en Taiwan. Los datos
de sensibilidad relativa también se presentaron, basados en muestras de campo de porcinos de Hong Kong
que habian sido vacunados e infectados. Para el grupo, se observd una buena correlacion entre los signos
clinicos y los anticuerpos contra las proteinas no-estructurales. Queda por determinar si los porcinos
vacunados pueden llegar a estar infectados subclinicamente y, de ser asi, si estos animales producirian
anticuerpos contra las proteinas no-estructurales. Los datos tailandeses dan informacion sobre la sensibilidad
relativa de varias pruebas, algunas todavia en curso, en especies diferentes. La validacion de Panaftosa para
ovinos y porcinos facilité datos (resumidos en el Anexo III) de los que se desprende que para ambas especies
la validacion ya ha franqueado la etapa II y ha pasado actualmente a las etapas III y IV. Los datos son
suficientes para concluir que la especifidad del método Panaftosa, la de ISZ-Brescia y la de Cedi usados para
ovinos no vacunados y para porcinos vacunados o no, es similar a la de que se obtiene en bovinos. Los datos
son también suficientes para concluir que la eficacia analitica de las pruebas es similar. Se llego a la
conclusion de que faltan datos sobre los ovinos vacunados e infectados (portadores incluidos) y sobre los
porcinos vacunados e infectados experimentalmente.

Los participantes de Taipei China se ofrecieron a colaborar en estudios de validacion que apliquen los
métodos ELISA de criba-NCPanaftosa y EITB a los porcinos.

3. Progresos desde la ultima reunion del grupo ad hoc

3.1.

3.2

Vacunas clasicas frente a las vacunas muy potentes

Casi todos los datos disponibles sobre la induccion del estado portador y la seroconversion se basan en
pruebas realizadas con vacunas de potencia variable. Las vacunas muy potentes o las vacunaciones multiples,
0 ambas, podrian reducir la replicacion viral, la frecuencia de portadores y la seroconversion NSP. Esto es
algo que todavia no se ha estudiado con detalle.

Sueros estandar de referencia

El Comité Internacional de la OIE aprob6 en su Sesion General de mayo de 2005 tres sueros de referencia
para bovinos (dos positivos y uno negativo), producidos por Panaftosa.

Los sueros de referencia de la OIE (SP, WP1, WP2) para las pruebas de proteina estructural del virus de tipo
O de la fiebre aftosa también podrian usarse para pruebas de las proteinas no estructurales. Los datos
disponibles, procedentes de la fase 18 del estudio FAO EUFMD, seran sometidos a la OIE para que complete
el expediente sobre estos sueros.
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En cuanto a los ovinos y los porcinos, el laboratorio de referencia de Pirbright ha producido candidatos a
suero de referencia. Los sueros fueron extraidos de dos ovejas infectadas y de dos cerdos infectados que no
habian sido vacunados. Se dispone de los resultados de la prueba Cedi. La tipificacion se completara con los
resultados del ISZ-Brescia y Panaftosa. Panaftosa dispone de otros candidatos a suero de referencia para
ovinos.

En 2006 se obtendran candidatos a suero de referencia para porcinos vacunados ¢ infectados. Los datos seran
presentados en la proxima reunion.

El grupo ad hoc recomienda que la Comision de Normas Biologicas considere lo siguiente:

Cuando los sueros de referencia tengan que servir para diferentes pruebas y propositos, podria ser
conveniente mantener y distribuir un unico suero de referencia positivo fuerte y un unico negativo.
Podrian adjuntarse instrucciones que describan como preparar las referencias positivas con la
actividad de anticuerpos apropiada (es decir, diluyendo el suero positivo fuerte con el suero de
referencia negativo) para las diferentes pruebas y propositos. Si un suero positivo fuerte y uno
negativo fueran los unicos disponibles, sus fichas de datos deberian incluir las curvas dosis-
respuesta.

Paneles de evaluacion (sensibilidad)

Los laboratorios de referencia de Pirbright y Panaftosa han desarrollado dos paneles de sueros de bovino que
podrian utilizarse para los distintos tipos de evaluacion, primordialmente para evaluar los nuevos
diagnosticos NSP en los laboratorios de referencia de la OIE. Como estos sueros bien tipificados son muy
dificiles de adquirir y se dispone de cantidades limitadas, solamente estaran disponibles en los laboratorios de
referencia de la OIE.

4. Futuras actividades

4.1.

4.2.

4.3.

44.

24

Datos de validacion para ovinos y porcinos

Aunque se dispone de datos suficientes para calcular la especifidad de diagnodstico en ovinos y porcinos
inmunoloégicamente desprotegidos y, en menor medida, en los animales no vacunados e infectados, se llegé a
la conclusion de que faltan datos para ovinos vacunados e infectados (portadores incluidos) y para porcinos
vacunados e infectados experimentalmente. Queda por determinar si los porcinos no vacunados pueden llegar
a estar infectados subclinicamente y, de ser asi, si producirian anticuerpos contra las proteinas no
estructurales. Habra que seguir trabajando para colmar estas lagunas.

Paneles de evaluacion

Como para los paneles de suero de bovinos, habria que recolectar y tipificar suero de ovinos y porcinos.
Aptitud para una finalidad definida

El grupo ad hoc recomienda que las pruebas NSP sean aptas para las solicitudes que incluyan: a) declaracion
de ausencia de la enfermedad en una poblacion, b) programas de vigilancia, c) encuestas de prevalencia y d)
gestion de focos, especialmente la recuperacion. Habra que preparar directrices que incluyan la combinacion
apropiada y la interpretacion de las pruebas para cada uno de estos casos.

Proxima reunion

Se propone que el grupo ad hoc vuelva a reunirse dentro de un afio para pasar revista a sus progresos y a los
nuevos datos y para redactar las directrices para las solicitudes.

.../Anexos
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Anexo 1

CUARTA REUNION DEL GRUPO AD HOC DE LA OIE
ENCARGADO DE EVALUAR LAS PRUEBAS DE PROTEINAS NO ESTRUCTURALES
PARA DIAGNOSTICAR LA FIEBRE AFTOSA
Paris, 23-25 de enero de 2006

Temario

1. Avance de las pruebas NSP desde la reunion anterior
2. Pruebas NSP para ovinos y porcinos:
2.1.  Resultados de Tailandia
2.2.  Resultados obtenidos tras varios afios de aplicacion de esta tecnologia en Taipei China
2.3. Datos de Panaftosa sobre ovinos
2.4. Estudio de los datos del taller NSP de Brescia sobre ovinos y porcinos
2.5.  Resultados de un estudio de Hong Kong sobre porcinos vacunados e infectados
2.6. Panel de sensibilidad NSP que se esta desarrollando en Pirbright
3. Revisar los resultados de los estudios comparativos realizados en accion concertada

4.  Validar los resultados obtenidos para las especies ovinas y porcinas siguiendo el procedimiento de validacion de la
OIE

5. Caracteristicas del panel de evaluacion preparado por Panaftosa

6.  Plan de actividades
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Anexo 11

CUARTA REUNION DEL GRUPO AD HOC DE LA OIE
ENCARGADO DE EVALUAR LAS PRUEBAS DE PROTEINAS NO ESTRUCTURALES
PARA DIAGNOSTICAR LA FIEBRE AFTOSA

MIEMBROS

Dr. Peter Wright

Fisheries and Oceans Canada,
Freshwater Institute, 501 University
Crescent, Winnipeg, Manitoba R3T 2N6
CANADA

Tel.: (1-204) 983.50.67

Fax: (1-204) 984.24.04

E-mail: WrightPe@DFO-MPO.GC.CA

Dra. Emiliana Brocchi

Istituto Zooprofilattico Sperimentale della
Lombardia e dell’Emilia Romagna

‘B. Ubertini’, Via A. Bianchi n° 9

25124 Brescia

ITALIA

Tel.: (390-30) 229.03.10

Fax: (390-30) 229.03.77

E-mail: ebrocchi@bs.izs.it

Dr. David Paton

Institute for Animal Health, Ash Road,
Pirbright, Woking, Surrey GU24 ONF
REINO UNIDO

Tel: (44.1483) 23.24.41

Fax: (44.1483) 23.24.48

E-mail: david.paton@bbsrc.ac.uk

OTROS PARTICIPANTES

Dr. Ping-Cheng Yang

Deputy Director, Animal Technology
Institute Taiwan

TAIPEI CHINA

Tel.: (886-37) 58.57.77

Fax: (886-37) 58.58.50

E-mail: pcy01@mail.atit.org.tw
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Lista de Participantes

Dr. Kris De Clercq

Department of Virology, Section
Epizootic Diseases, CODA-CERVA-
VAR Groeselenberg 99, B-1180 Ukkel
BELGICA

Tel.: (32-2) 37.90.512

Fax: (32-2) 37.90.666

E-mail: kris.de.clercq@var.fgov.be

Dr. Adama Diallo

FAO/IAEA Centre for ELISA and
Molecular Techniques in Animal
Disease Diagnosis, International
Atomic Energy Agency,
Wagramerstrasse 5, P.O. Box 100, A-
1400 Vienna

AUSTRIA

Tel.: (43-1) 2600.28355

Fax: (43-1) 2600.28222

E-mail: a.diallo@iaea.org

Dr. Matthias Greiner

Federal Institute for Risk Assessment
(BfR), Scientific Services, Unit 33 -
Epidemiology, Biostatistics and
Mathematical Modelling, Alt-
Marienfelde 17-21, D-12277 Berlin
ALEMANIA

Tel.: (49-188) 8412-1958

Fax: (49-188) 8412-2961

E-mail: m.greiner@bfr.bund.de

Dra. Wilai Linchongsubongkoch
Regional Reference Laboratory for
FMD in South-East Asia, Department of
Livestock Development, Pakchong,
Nakhonratchasima 30130

TAILANDIA

Tel.: (66-44) 27.91.12

Fax: (66-44) 31.48.89

E-mail: wilaifmd@loxinfo.co.th

Dr. Richard Jacobson

27801 Skyridge Drive, Eugene,
Oregon 97405

ESTADOS UNIDOS

E-mail: rhjl@cornell.edu

Dra. Ingrid Bergmann

Centro Panamericano de Fiebre Aftosa,
OPS/OMS, Av. Presidente Kennedy
7778, Sao Bento, Duque de Caxias

ZC 20054-40, Rio de Janiero

BRASIL

Tel.: (55-21) 36.61.90.56

Fax: (55.21) 36.61.90.01

E-mail: ibergman@panaftosa.ops-
oms.org
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OFICINA CENTRAL DE LA OIE

Dr. Bernard Vallat Dr. Alejandro Schudel

Director General Jefe del departamento Cientifico y
12 rue de Prony, 75017 Paris Técnico

FRANCIA E-mail: a.schudel@oie.int

Tel: 33 - (0)1 44 15 18 88
Fax: 33 - (0)1 42 67 09 87
E-mail: oie@oie.int

Sara Linnane

Redactora cientifica

departamento Cientifico y Técnico
E-mail: s.linnane@oie.int
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Jefa adjunta del departamento Cientifico y
Técnico
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Anexo 111
Lista para controlar la validacién - NCPanaftosa-screening ELISA
ELEMENTO Bovinos Ovinos Porcinos
1 Datos generales
1.1 Método de prueba Concluido Concluido Concluido
1.2 Propdsito de la prueba Concluido Concluido Concluido
1.3 Solicitante Concluido Concluido Concluido
1.4 Contacto cientifico Concluido Concluido Concluido
1.5 Laboratorio certificado o acreditado Concluido Concluido Concluido
1.6 Propiedad intelectual Concluido Concluido Concluido
2 Método de prueba ‘
2.1 Protocolo Concluido Concluido Concluido
2.2 Configuracion del kit (si es comercial) Concluido Concluido Concluido
3 Validacion - etapa | | |
31 Calibrado Concluido Concluido Concluido
3.2 Repetibilidad Concluido Concluido Concluido
33 Especifidad analitica Concluido Concluido Concluido
34 Sensibilidad analitica Concluido Concluido Concluido
4 Validacién - etapa Il ‘ ‘
4.1 Animales de referencia
411 Animales de referencia negativos Concluido Concluido Concluido
412 Animales de referencia positivos Concluido Parcialmente Parcialmente
concluido (faltan concluido (faltan
vacunados+ vacunados+
portadores) infectados)
413 Animales experimentales Concluido Parcialmente Parcialmente
concluido (faltan concluido (faltan
vacunados + vacunados +
portadores) infectados)
42 Determinacion del umbral Concluido Concluido Concluido
43 Célculo de las caracteristicas
431 Célculo Dx Se y Sp - con animales de referencia Concluido Concluido Concluido
definidos
432 Célculo Dx Se y Sp — sin animales de referencia No se aplica No se aplica No se aplica
definidos
433 Coincidencia entre pruebas Concluido Concluido Concluido
5 Validacion - etapa Il |
5.1 Seleccion laboratorio Concluido Pendiente Pendiente
5.2 Panel evaluacion Concluido Pendiente Pendiente
53 Repetibilidad Concluido Pendiente Pendiente
6 Validacion - etapa IV | |
6.1 Laboratorios Concluido Concluido Concluido
6.2 Solicitud pruebas Concluido Concluido Concluido
6.3 Reactivos de referencia internacionales Concluido Pendiente Pendiente
6.4 Programas de prueba inter-laboratorios Concluido Ninguno Ninguno
6.5 Reconocimiento internacional Concluido Pendiente Pendiente
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Anexo VI

Original: inglés
enero de 2006

REUNION DEL GRUPO AD HOC DE LA OIE ENCARGADO DE
LAS PRUEBAS PARA LA ENCEFALOPATIA ESPONGIFORME BOVINA
Paris, 9-11 de enero de 2006

El grupo ad hoc de la OIE encargado de las pruebas de la encefalopatia espongiforme bovina (EEB) se reunio6 del 9 al
11 de enero de 2006 en la sede la OIE.

Su mandato y la lista de participantes se adjuntan en Anexo [ y II.
El Dr. Bernard Vallat, Director General de la OIE, dio la bienvenida a los expertos y les agradecid su participacion.
El mandato fue aprobado y se encargd al Dr. Danny Matthews que redactase las actas de la reunion.

El Dr. Matthews explico el contexto del mandato y el proposito de la reunion. Toda vez que se tenia la impresion de
que no existen pruebas para la EEB en animales vivos que estén tan cerca de la validacion como para iniciar el proceso
de aprobacion en la OIE, se decidi6 excluirlas del mandato.

El grupo convino en que los procedimientos de aprobacion para las pruebas postmortem del prurigo lumbar en los
rumiantes pequefios serian debatidos si quedase tiempo.

Encefalopatia espongiforme bovina

Se debati6 sobre la base juridica de la OIE y el procedimiento ordinario de actuacion para la validacion y también se
aclaré el cronograma de actuaciones. Quedd claro que los plazos deberan ser flexibles para adaptarse a la
disponibilidad de los examinadores y a la demora que puedan tener las empresas para comunicar los datos.

El grupo aceptd que el proceso de validacion incluya directrices para la aprobacion de modificaciones de las pruebas
aprobadas, asi como para el suministro en lotes de los kits de prueba.

Hubo varias presentaciones para exponer los procedimientos de aprobacion en la Union Europea (UE), EEUU, Canada
y Japon. Los procedimientos de la UE claramente sirven de base para aprobar pruebas de EEB en otros paises, en todo
caso cuando se trata de pruebas importadas. En Japon, donde se ha solicitado la aprobacion de kits de fabricacion
nacional, la disponibilidad de material de prueba positivo procedente del Reino Unido es un factor restrictivo, pero el
objetivo de las evaluaciones consistia en verificar que las pruebas nuevas no son peores que las pruebas ya aprobadas
en Japon.

Los procedimientos en cada uno de los paises que no son miembros de la UE, aparte de evaluar la aptitud para detectar
la EEB, buscan en general la aprobacion de los elementos bioldgicos, centrandose esencialmente en aspectos que tienen
que ver con garantizar la calidad.

El grupo convino en que todas las aprobaciones de pruebas por la OIE tendrian que basarse en la demostracion de “no
inferioridad” por comparacion con las pruebas ya aprobadas (en la UE o en otro lugar). Dado que existen pruebas que
han demostrado tener una sensibilidad y una especifidad que giran en torno al 100% (por ejemplo, Dictamen del
organismo europeo de seguridad alimentaria [EFSA: European Food Safety Authority] de noviembre de 2004,
sensibilidad del 99.5-100% [95% limite de intervalo de confianza (IC), one sided poisson 97.7-100%] y especifidad
del 99.99-100% [95% IC limite, one sided poisson 99.95-100%]), no se justifica actualmente aceptar niveles inferiores.
Es necesario decir claramente a los usuarios finales que las alegaciones del 100% de sensibilidad y especifidad no son
absolutas y que se derivan de las pruebas realizadas sobre sospechosos de ser positivos a la EEB clinicamente afectados
y sobre bovinos no expuestos negativos a la EEB y de edad aproximadamente igual. Esto significa que tales
alegaciones de sensibilidad y especifidad no podrian aplicarse a bovinos de todas las edades y etapas de incubacion.
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El principio de no inferioridad tendria que aplicarse a todas las pruebas, aunque ya hayan sido aprobadas en otros
procesos o vayan a ser desarrolladas y presentadas en el futuro. Se decidi6 que el dictamen de EFSA de abril de 2004,
basado en un dictamen del Comité cientifico director de la UE aprobado en febrero de 2002, constituye una base para
comparar las prestaciones de los métodos de prueba, tomando en cuenta la prevalencia esperada y la disponibilidad de
las muestras. Ahora bien, se convino en que para el futuro inmediato, si se presenta una prueba habra que facilitar los
datos sobre el mismo numero de muestras que en las etapas de los ensayos de campo de la UE (200 muestras positivas,
10 000 negativas y 200 negativas de mala calidad).

Al discutir los seis conceptos de “aptitud para una finalidad definida” (seccion 1.1 del procedimiento de la OIE), el
grupo no entendio si se permite a las empresas que aleguen aptitud para cualquiera de los seis o si el grupo, y la OIE,
deberia definir las categorias para las que consideran que sirven las pruebas. Lo que si estaba claro es que existen
muchos patogenos y muchas EET', a las que no se aplican las seis categorias y, en particular, el uso del término
“demostrar” es inapropiado sin mds precisiones. Por ejemplo los analisis postmortem suelen hacerse para apoyar otras
decisiones y evaluaciones de riesgo y no pueden por si solos demostrar la ausencia el agente de la EEB.

La sensibilidad del diagndstico variara a lo largo del periodo de incubacion de la EEB, que puede ser de 5 afios o mas,
pero esto refleja el impacto de la patogénesis y no es una critica de la sensibilidad de la prueba en si. Dicho de otra
manera, las pruebas aplicadas al cerebro solamente detectan a los animales positivos una vez que la infectividad ha
entrado en el cerebro, lo que ocurre en una etapa tardia de la incubacion. Por consiguiente, el grupo recomienda que la
OIE considere la posibilidad de reducir las seis categorias de “aptitud para una finalidad definida” a tres para la
aprobacién de las pruebas postmortem. Estas categorias tendrian que ser explicadas a los fabricantes de métodos de
prueba antes de que envien el expediente y deberian figurar en las directrices para los evaluadores. Si se permite que los
fabricantes aleguen la aptitud para cualquiera de las seis categorias, la responsabilidad recae integramente sobre los
equipos de examinadores, que estdn compuestos por tres individuos, para que haya continuidad de interpretacion y
aprobacion.

Concretamente, se proponen las tres categorias siguientes:

e  Valorar la prevalencia de la infeccion para facilitar el analisis de riesgos (encuestas, aplicacion de medidas de
control sanitario) y ayudar a demostrar la eficacia de las campaiias de erradicacion;

e  Confirmar el diagnoéstico de los casos clinicos;

e  Confirmar un resultado no negativo obtenido con ocasion de la vigilancia activa con un tipo de prueba
diferente.

Los indicios cientificos sugieren actualmente que los métodos aprobados detectan a animales infectados con la EEB
que estan justo al principio de la enfermedad clinica. Han podido detectar con éxito a estos animales en la cadena
alimentaria humana, pero en muchos casos las investigaciones retrospectivas han indicado que tales animales
presentaban algunos sintomas de EEB. Como las pruebas solamente son eficaces en las ultimas fases de incubacion, no
pueden descartar por completo la presencia de la infeccion en animales que dan negativo al analisis. Por lo tanto, esto
limita su utilizacion para certificar la ausencia de la infeccion en los productos. Un resultado positivo confirma la
presencia de la infeccion, pero un resultado negativo por si s6lo no confirma la ausencia de la infeccion.

En principio, el grupo aceptd que las pruebas rapidas aprobadas por la Comision Europea, y que probablemente seran
presentadas a la OIE para que las apruebe, son apropiadas para confirmar el diagnostico de EEB, tanto en animales
clinicamente afectados como después de un resultado positivo en prueba de criba en los programas de vigilancia activa.
Sea como fuere, habra que emplear estas pruebas en combinaciones de las que se esté seguros que su resultado no
genera dos falsos positivos. Si no se recurre a IHC o0 al SAF’ Immunoblot actualmente aprobado para la confirmacion,
se recomienda que se hagan pruebas gemelas con métodos rapidos con dos formatos, por ejemplo, ELISA’ con WB’. La
técnica de western blot, en particular, facilita datos cualitativos adicionales que no se obtendrian contando con duplicar

EET: encefalopatias espongiformes transmisibles

IHC: inmunohistoquimica (immunohistochemistry)

SAF: fibrilacion asociada con el prarigo (scrapie-associated fibrils)
ELISA: Ensayo inmunoenzimatico (Enzyme-linked immunosorbent assay)
WB: Western blot

[V USSR
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los resultados de ELISA. Habra que orientar a los LRN’ sobre las combinaciones apropiadas de métodos rapidos a los
que se puede recurrir sin poner la interpretacion en entredicho. Lo ideal seria que las pruebas de confirmacion se
realicen en dichos laboratorios pero que, si no tienen capacidad para la prueba secundaria seleccionada, se efectiien las
pruebas en un laboratorio de referencia de la OIE, un LRN cercano o en un laboratorio de pruebas nacional que
supervise el LRN.

Todo esto no es Obice para que se siga empleando IHC para confirmar (o SAF Immunoblof), pero la calidad de los
analisis por IHC tendria que asegurarse haciendo que otro laboratorio también efectiie las pruebas (por ejemplo, un
laboratorio de referencia de la OIE) o bien participando en las pruebas de aptitud que organizan los laboratorios de
referencia de la OIE. Datos no publicados provenientes del laboratorio de referencia de la OIE en el Reino Unido
confirman que un IHC optimizado completamente tiene una sensibilidad de diagndstico igual o superior a la de pruebas
moleculares muy sensibles para detectar tejidos cerebrales positivos en las primeras etapas de entrada en el cerebro.
Esto se debe a su capacidad para detectar depositos limitados y focalizados de PrP anormal que a veces solamente
afectan a unas pocas neuronas.

A reserva de que la Comision de Normas Biologicas y la OIE acepten estos principios, el capitulo relativo al
diagnostico de la EEB en el Manual de las Pruebas de Diagnostico y de las Vacunas para los Animales Terrestres
(Manual Terrestre) tendria que ser corregido para afadir directrices y para reconocer plenamente el papel que
desempeiian los métodos rapidos modernos para asegurar una vigilancia eficaz de la enfermedad.

La aprobacion de los métodos por la OIE probablemente constituira la base de los sistemas de aprobacion nacionales o
regionales en el futuro, concretamente mediante la produccion de datos de eficacia para la deteccion de la EEB. Sera
menester, no obstante, que los procedimientos nacionales o regionales para aprobar los productos bioldgicos
veterinarios sigan existiendo alli donde los haya.

Habiendo decidido que los métodos aprobados con fines de vigilancia también podrian usarse para confirmar los
resultados no negativos iniciales, en determinadas condiciones, se considerd la cuestion de si era probable que las
empresas soliciten la aprobacion de un método solamente destinado a la confirmacion. ;Habria que someter tales
pruebas al mismo proceso de aprobacion? Sus posibilidades comerciales son limitadas pero si que seria ventajoso
introducir métodos de confirmacion estandar, y habria que facilitar un proceso de aprobacion.

El laboratorio de referencia de la OIE en el Reino Unido habia presentado previamente una propuesta a la OIE para que
se evaluasen estos métodos de confirmacion, utilizando muestras derivadas de animales sacrificados por ser
sospechosos de estar enfermos de EEB, de las cuales 200 dieron positivo y 400 negativo. Todas las muestras habian
sido después homogeneizadas para volver a ser analizadas con Biorad TeSeE y Prionics Check WB. Este panel podria
ser utilizado para evaluar un método de confirmaciéon comercial. El grupo convino en que esta propuesta seria
modificada y de nuevo enviada a los miembros del grupo a fin de ser presentada a la OIE como base para aprobar los
métodos comerciales de confirmacion. Sin embargo, quedo claro que la evaluacion tendria que incluir un calculo de la
sensibilidad analitica y demostrar que es igual a, o mejor que, uno o mas de los métodos de criba aprobados, para los
que la sensibilidad analitica ya ha mostrado ser elevada.

De esta manera, habria menos peligro de que las pruebas de criba demuestren ser mas sensibles que las pruebas
comerciales aprobadas solamente con fines de confirmacion y se reducirian la probabilidades de no resolver los
resultados inicialmente positivos. La exigencia de que la sensibilidad analitica sea por lo menos igual al método de
criba mas sensible podria parecer que se enfrenta a la autorizacion de utilizar cualquier prueba de criba para confirmar,
cuando la sensibilidad analitica no fue el primer criterio que se cumplia antes de la aprobacién. Se reconoce, no
obstante, que trabajando asi ese objetivo reemplaza al nimero reducido de muestras que habria que analizar antes de la
aprobacion.

Se debati6 sobre el modelo que la OIE facilita para presentar las solicitudes y se identificaron varios puntos sobre los
que habra que dar mas indicaciones a los solicitantes para que puedan contestar de modo adecuado. Del mismo modo,
algunos requisitos tenian que ser aclarados para los examinadores de modo que la interpretacion de los distintos
expedientes sea uniforme. El grupo decidid cudles eran los principales aspectos que requerian una aclaracion y convino
en preparar dos versiones del modelo, afiadiendo los comentarios, para que sirvan de guia a los solicitantes y los
examinadores respectivamente.

6 LRN: laboratorios de referencia nacionales
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Habra que revisar el capitulo relativo al diagnostico de la EEB en el Manual Terrestre para integrar el importante
papel de las pruebas moleculares (“rapidas™) en la vigilancia de la enfermedad y para reconocer el proceso de
aprobacion de la OIE. En particular, dicho capitulo tendria que definir las combinaciones compatibles de pruebas de
criba y de confirmacion que reducirian al minimo las posibilidades de duplicar los falsos positivos.

Los paneles de evaluacion tendran que tomar en cuenta la disponibilidad de los expertos y su experiencia en materia
de evaluar las pruebas que tienen que ver con las EET, también podrian incluir a expertos que no fueron miembros
del grupo ad hoc. Habra que preparar y comunicar a la OIE una lista de expertos que estén dispuestos a participar
en las evaluaciones. En interés de la continuidad, se decidi6 que la Dra. Kath Webster, del laboratorio de referencia
de la OIE en el Reino Unido, presidira los paneles de evaluacion cuando sea posible. Sin embargo, también es
necesario asegurarse de que al menos uno de los examinadores seleccionados no haya participado en la primera
evaluacion de la prueba en otra organizacion (como EFSA o una administracion estatal).

El dictamen de EFSA del 16 de noviembre de 2004 servira de base para las evaluaciones que se realicen
proximamente, especialmente por lo que hace a la necesidad de hacer una prueba de campo con 200 muestras
positivas, 10 000 negativas y 200 negativas de mala calidad. En aras de la claridad, se incluirdn extractos de este
dictamen en las directrices de la OIE para las empresas y los examinadores.

Ademas, el dictamen de EFSA de abril de 2004 (basado en un dictamen del Comité Cientifico Director de la UE
aprobado en febrero de 2002) constituye una base satisfactoria para desarrollar en el futuro un proceso de
evaluacion que tomara en cuenta la merma de existencias de material de referencia, asi como la disminucién de la
prevalencia de la infeccion en las poblaciones objetivo. Ello requerird convocar otro grupo ad hoc con algunos
expertos en epidemiologia.

Se aprobara especificamente el protocolo presentado. Ademas, la OIE considerara cudl es el numero minimo de
criterios especificos que deberian establecerse en una aprobacion. De ser posible, se haria tomando en cuenta los
criterios nacionales adicionales que podrian impedir que una prueba fuera introducida pese a la aprobacion de la
OIE. El proceso de aprobacion también deberia informar explicitamente a los solicitantes de los requisitos
suplementarios que se les puedan exigir después de otorgar la aprobacion, especialmente que se requerird una
aprobacidn para poder hacer modificaciones. Entre los miembros del grupo circulard un proyecto de descripcion de
las modificaciones que pueden requerir o no una nueva evaluaciéon completa. En el futuro se estudiara la necesidad
de introducir controles para la distribucion en lotes.

Los tejidos cerebrales de referencia para evaluar los métodos y hacer pruebas de aptitud son un recurso finito y, por
lo tanto, deben ser usados con prudencia para que sus existencias no se agoten prematuramente. Por consiguiente,
no podran utilizarse laminas de tejido original con tal propdsito. Ademas, el uso de laminas de tejido cerebral
impide que se puedan hacer comparaciones directas de la eficacia de la prueba con el mismo material inicial porque
la distribucion de proteinas pridnicas anormales en el tejido cerebral no es uniforme. Se pedird a todos los
candidatos, por lo tanto, que se aseguren de que el formato de la prueba puede adaptarse y garantizar un resultado
satisfactorio con muestras que habran sido preparadas a partir de los analisis para evaluar los métodos y probar su
aptitud (por ejemplo, homogeneizados). Ello requerira consultar a los laboratorios de referencia de la OIE que
puedan suministrar las muestras.

Se estudiara mejor la necesidad de producir material de referencia adicional, en su caso ofreciendo la evaluacion de
métodos de prueba comercialmente para financiar la produccion, pero también evitando los conflictos de interés.

Se establecera un proceso de aprobacion para pruebas comerciales designado como “solamente para confirmar”
partiendo de criterios que seran determinados por correo. Una primera propuesta serd enviada por el laboratorio de
referencia de la OIE en el Reino Unido.

En los paises cuyos laboratorios nacionales de referencia no usen métodos comerciales para confirmar la infeccion
por EEB, la eficacia del método adoptado sera confirmada participando en un examen de la aptitud que organizaran
los laboratorios de referencia de la OIE.

Las categorias de “aptitud para una finalidad definida” que se aplicaran a la evaluacion de las pruebas de EEB se
limitaran a tres, como se explica anteriormente.

Si se presenta una prueba que no se basa en sistemas de deteccion de PrP, habra que definir una estrategia
alternativa de aprobacion especificamente para el tejido que se utilice y analice.
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e Los cambios de las pruebas, no necesariamente para EET, pueden ser algo bastante complejo de llevar con el paso
del tiempo y el grupo recomienda que la OIE cree una base de datos para facilitar el rastreo de los cambios que se
hagan en las aprobaciones y los protocolos.

e El grupo recomienda que los requisitos que figuran en el impreso de solicitud sean interpretados con flexibilidad, ya
que se parte del principio de que las pruebas candidatas estdn siendo fabricadas y evaluadas. Si las pruebas
candidatas ya han demostrado con un elevado volumen de analisis realizados en varios paises y mediante evaluacién
independiente, que son aptas para la finalidad definida, el hecho de no poder cumplimentar todas las partes del
impreso de la OIE no deberia acarrear su rechazo, a menos que sea evidente que no se podran obtener datos
importantes para la evaluacion. Por ejemplo, para las EET, la mayoria de las pruebas a gran escala de las muestras
negativas se realizan en laboratorios privados bajo supervision de un LRN. Por lo tanto, puede que no sea posible
demostrar que la transferencia a numerosos laboratorios oficiales es posible en tales casos.

Prurigo lumbar

El grupo paso revista a los mecanismos de aprobacion que ya se emplean en sus respectivos paises. Una prueba ya esta
autorizada en EEUU, mientras que en Japon, se ha efectuado una evaluacion limitada de pruebas rapidas que han sido
desarrolladas para la EEB de los bovinos. La evaluacion realizada por EFSA para la Comision Europea en 2005 utilizo
una amplia gama de tejidos cerebrales y linfaticos recogidos en varios paises, pero es incompleta en lo relativo a los
genotipos y los tipos de agentes representados.

En el transcurso de las evaluaciones de EFSA y a la luz de los resultados que se desprendian del programa de vigilancia
de la UE, el proceso de evaluacion fue modificado para poder hacer una evaluacion limitada de la eficacia de cada
prueba para detectar el prarigo lumbar “atipico” y “EEB en los ovinos”. Quedé claro que la evaluacion de EFSA, a
pesar de su envergadura y de la gama de paises de origen de las muestras, no puede pretender ser representativa de
todas las cepas de prurigo lumbar que habria que poder detectar en todo el mundo. Por afadidura, la disponibilidad de
las muestras limitd el campo de evaluaciones separados por especies: ovejas y cabras.

Por consiguiente, aunque la evaluacion de EFSA puede no ser ideal desde el punto de vista mundial de la OIE, si que es
la mas general de que se disponga y si que constituye una base satisfactoria para establecer el procedimiento de
aprobacion de la OIE. Quedd claro, sin embargo, que para las futuras evaluaciones de la OIE de las pruebas que todavia
no hayan sido evaluadas y aprobadas oficialmente, sera necesario constituir bancos de materiales de referencia. Los
laboratorios de referencia de la OIE tendran que procurar constituirlos, partiendo de material que sea representativo de
todas las regiones, en lugar de recurrir inicamente a fuentes europeas. Mientras no se disponga de dicho banco, es de
prever que después de que la OIE apruebe un método basandose en los datos que se deriven de la evaluacion de EFSA,
algunos de los paises donde se necesiten las pruebas también hagan otra evaluacion, por ejemplo los paises
norteamericanos esperaran que se les demuestre la eficacia para detectar el prurigo lumbar autdctono. Por afiadidura, si
las empresas presentan expedientes con datos sobre muestras que hayan adquirido ellas mismas, esas muestras tendran
que provenir de numerosas fuentes (regiones, paises y razas) para que sean consideradas como suficientemente
representativas de las cepas que se supone que existen en las poblaciones objetivo mundiales. Ademads, habra que
demostrar que la prueba puede transferirse entre laboratorios.

El grupo convino en que las pruebas serian aprobadas tinicamente si demuestran ser capaces de detectar el prarigo
lumbar clasico y atipico, asi como la EEB en los ovinos (o caprinos). Sera necesario enmendar el capitulo del Codigo
Sanitario para los Animales Terrestres de la OIE relativo al prarigo lumbar, asi como el capitulo del Manual Terrestre,
para incorporar los significativos cambios que ha habido en la ciencia sobre las enfermedades por priones en los
pequefios rumiantes y que se desprenden del programa de vigilancia activa europeo. El “prarigo lumbar atipico”, que se
conoce sobre todo en los ovinos, pero también en los caprinos, estd empezando a ser descrito y no representa un solo
fenotipo actualmente. Sin embargo, un dictamen de EFSA de noviembre de 2005, que explicaba como clasificar las
“enfermedades por prion de los pequefios rumiantes”, debera ser tomado en cuenta para corregir los textos de la OIE.

A falta de programas estructurados de vigilancia basados en las directrices de la OIE, no es posible de momento
recomendar las categorias apropiadas de aptitud para una finalidad definida para las pruebas sobre enfermedades por
prion de los pequefios rumiantes. Como en el caso de la EEB, es obvio que los resultados positivos pueden usarse en
toda confianza, pero los negativos son mas inciertos aisladamente para certificar la ausencia de infeccion.

Los principios generales que se aplicaran a la aprobacion de las pruebas para la EEB, por ejemplo en lo relativo a las
modificaciones de las pruebas, se aplicaran también a las pruebas de prurigo lumbar.

.../Anexos
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REUNION DEL GRUPO AD HOC DE LA OIE ENCARGADO DE
LAS PRUEBAS PARA LA ENCEFALOPATIA ESPONGIFORME BOVINA
Paris, 9-11 de enero de 2006

Mandato

1. Pasar revista a las medidas de aprobacion de métodos de prueba que existen en la Uniéon Europea, Estados Unidos,
Canada, Suiza, Japon y otros lugares con miras a comparar los procesos con el modelo de la OIE para validar
pruebas.

2. Estudiar los procedimientos de validacion de pruebas de la OIE a la luz del debate sobre el primer punto, para:

a) las pruebas que ya han sido aprobadas por los paises mencionados;

b) las pruebas que se presenten sin que hayan sido aprobadas en los paises donde el proceso se considera como
compatible con el que ha acordado la OIE.

3. Considerar si los procedimientos de validacion de pruebas para la EEB deberian ser especificos para:
a) lavigilancia;
b) la confirmacion;
c) ysies aceptable para b) cual seria la condicion de los métodos de confirmacion actuales.

4.  Mas adelante, habria que deliberar sobre:

a) La posibilidad de que los paises que actualmente exigen que los métodos sean aprobados impongan
procedimientos adicionales después de la aprobacion de la OIE;

b) Silas aprobaciones deberian limitarse a las pruebas que se pueden utilizar para detectar las enfermedades por
prion en los bovinos y los pequefios rumiantes, asi como en los cérvidos salvajes. La publicacion de la
aptitud para una finalidad definida parece sugerir que no y que corresponderia a las fuerzas del mercado
determinar si las autoridades nacionales deben adoptar formatos de prueba simples o multiples.

5. Elevar recomendaciones al presidente de la Comisiéon de Normas Biologicas de la OIE y al director general de la
OIE sobre el procedimiento técnico definitivo que se aplicara a la validacion de las pruebas para la EEB.
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Anexo 11

REUNION DEL GRUPO AD HOC DE LA OIE ENCARGADO DE
LAS PRUEBAS PARA LA ENCEFALOPATIA ESPONGIFORME BOVINA
Paris, 9-11 de enero de 2006
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Canada
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INFORME DEL GRUPO AD HOC DE LA OIE ENCARGADO DE LA RESISTENCIA ANTIMICROBIANA

Paris, 6-8 de febrero de 2006

El grupo ad hoc de la OIE encargado de la resistencia antimicrobiana se reuni6 en la sede de la OIE en Paris, del 6 al 8
de febrero de 2006. La reuniéon fue presidida por el Dr. Herbert Schneider y Christopher Teale, del laboratorio de
referencia de la OIE para la resistencia antimicrobiana, se encargd de redactar las actas. El temario y la lista de
participantes figuran, respectivamente, en los Anexos [ y II.

1. Introduccién

El Dr. Bernard Vallat, director general de la OIE, dio la bienvenida a los participantes en la reunion y agradeci6 al
grupo ad hoc su trabajo sobre la resistencia antimicrobiana. Las enfermedades zoondticas, dijo, asi como mejorar a
escala mundial la sanidad y el bienestar de los animales, sin olvidar la normalizaciéon internacional de las
cuestiones relativas a los antimicrobianos, son cuestiones importantes para la organizacion. En parte, el papel de
este grupo ad hoc consiste en ayudar a coordinar la posicion de la OIE sobre los antimicrobianos con otras
organizaciones internacionales, como la FAQ! y la OMSZ. La OIE y la OMS se han esforzado en elaborar listas de
antimicrobianos de importancia critica y el resultado de sus estudios interesa a muchos. La lista elaborada por el
grupo ad hoc, basada en los datos facilitados por los Paises Miembros de la OIE, sera presentada al Comité
Internacional de la OIE en la Sesion General de mayo de 2006. El grupo tendra que interesarse también por el uso
de los antimicrobianos para los animales acuaticos. Por iniciativa de la OMS, se esta organizando una consulta
conjunta entre la FAO, la OIE y la OMS sobre el uso de los antimicrobianos y la resistencia antimicrobiana en la
acuicultura. Por ultimo, el Dr. Vallat deseo éxito al grupo en su trabajo.

2. Anadlisis del cuestionario sobre antimicrobianos veterinarios de importancia critica

Como consecuencia de los dos talleres de expertos en utilizacion no humana de los antimicrobianos, que habian
organizado la FAO, la OIE y la OMS, se recomend6 que sendos conceptos de clases de antimicrobianos de
“importancia critica” para humanos y animales fuesen desarrollados respectivamente por la OMS y la OIE. La
lista de agentes antibacterianos de importancia critica para la medicina humana fue propuesta en febrero de 2005
en una reunioén de consulta del grupo de trabajo de la OMS, que se celebrd en Canberra, Australia. En enero de
2005, el grupo ad hoc de la OIE propuso definir y designar los VCIA (siglas en inglés de “antimicrobianos
veterinarios de importancia critica”). Este concepto fue ratificado por la Comisiéon de Normas Bioldgicas de la
OIE y aprobado por el Comité Internacional en la 73" Sesion General, en mayo de 2005. La OIE confi6 al grupo
ad hoc encargado de la resistencia antimicrobiana la tarea de establecer dicha lista. El grupo, a su vez, prepar6 un
cuestionario para recoger las propuestas de VCIA y los comentarios relativos a la definicion y objetivo de la lista.
El cuestionario fue enviado a los 167 Paises Miembros de la OIE y a las organizaciones internacionales que han
firmado un acuerdo de cooperacion con la OIE para establecer la lista. También se pedia informaciones que
justifiquen la inclusion de los antimicrobianos. Las respuestas fueron recopiladas por el centro colaborador de la
OIE para los productos de medicina veterinaria y fueron presentados al grupo ad hoc por el Dr. Gérard Moulin. El
resumen de los resultados recogidos por el centro colaborador figura en el Anexo III.

FAO: Organizacion de las Naciones Unidas para la Agricultura y la Alimentacion
OMS: Organizacion Mundial de la Salud

N —
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Preparacion de la lista de antimicrobianos de importancia critica para la medicina veterinaria

El grupo revis6 los datos provenientes del analisis que figura en el Anexo III y, partiendo de la informacion
comunicada por los Paises Miembros, se elabord un proyecto de lista de VCIA y una resefia. Todo ello figura en el
Anexo IV. El informe sera debatido en la Comision de Normas Bioldgicas y sera presentado para su adopcion por
el Comité Internacional de la OIE en la Sesion General de mayo de 2006.

Otras cuestiones

El presidente agradeci6 al profesor Jacques Acar que hubiese representado a la OIE en la reunion de consulta del
grupo de trabajo de la OMS donde se hablo de los agentes antibacterianos de importancia critica para la medicina
humana, que se habia celebrado en Canberra en febrero de 2005.

El grupo ad hoc fue informado de una conferencia que organizaba la OMS sobre los antimicrobianos en la
acuicultura. El grupo propuso nombres de expertos que podrian asistir a la conferencia y solicitd que la Comision
de Normas Sanitarias para los Animales Acuaticos apuntase también otros nombres de expertos.

Fecha de la préxima reunién

La préxima reunion del grupo tendra lugar en septiembre de 2006 o justo después, en la sede de la OIE, en Paris.

.../Anexos
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Anexo 1

REUNION DEL GRUPO AD HOC DE LA OIE
ENCARGADO DE LA RESISTENCIA ANTIMICROBIANA

Paris, 6—8 de febrero de 2006

Temario

1. Introduccion

2. Analisis del cuestionario sobre antimicrobianos veterinarios de importancia critica

3. Preparacion de la lista de antimicrobianos de importancia critica para la medicina veterinaria
4.  Otras cuestiones

5. Fecha de la proxima reunion
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Anexo 11

REUNION DEL GRUPO AD HOC DE LA OIE
ENCARGADO DE LA RESISTENCIA ANTIMICROBIANA

MIEMBROS

Dr. Herbert Schneider

(Presidente)

AGRIVET International Consultants,
PO Box 178, Windhoek

NAMIBIA

Tel:(264-61) 22 89 09

Fax: (264-61) 23 06 19

E-mail: agrivet@mweb.com.na

Dr. Tetsuo Asai

Senior Researcher

National Veterinary Assay Laboratory,
Ministry of Agriculture, Forestry and
Fisheries, 1-15-1, Tokura, Kokubunji
Tokyo 185-8511

JAPON

Tel: (81-42) 321-18.41

Fax: (81-42) 321-17.69

E-mail: asai-t@nval.go.jp

Dr. Christopher Teale

VLA Weybridge

New Haw, Addlestone

Surrey KT15 3NB

REINO UNIDO

Tel: (44-1932) 34.11.11

Fax: (44-1932) 34.70.46

E-mail: c.teale@vla.defra.gsi.gov.uk

Dr. Jorge Errecalde

Department of Pharmacology and
Toxicology, Faculty of Veterinary
Science, National University

of La Plata,

ARGENTINA

Tel: (54-221) 424.78.13

Fax: (54-221) 424.78.13

E-mail: jerrecal@fcv.unlp.edu.ar

Dr. Gun-Jo Woo

Director, Center for Food Safety
Evaluation Coordination, National
Antimicrobial Resistance Management
Program, 5 Nokbun-dong, Eupyung-gu,
Seoul,122-704

COREA

Tel: (82-2) 380.16.85

Fax: (82-2) 380.16.15

E-mail: gjwoo@kfda.go.kr
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Lista de Participantes

Dr. Jacques Acar

Service de Microbiologie Médicale
Université Pierre & Marie Curie
Fondation Hopital Saint-Joseph
185 rue Raymond Losserand
75674 Paris Cedex 14

FRANCIA

Tel: 33-(0)1 40 59 42 41

Fax: 33-(0)1 44 12 34 93

E-mail: jfacar7@wanadoo.fr

Dr. Awa Aidara-Kane

Department of Food Safety, Zoonoses
and Foodborne Diseases,

World Health Organization,

20, Avenue Appia

CH-1211 Ginebra 27

SUIZA

Tel: (41-22) 791 34 45

Fax: (41-22) 791 48 07

E-mail: aidarakanea@who.int

Dr. Patrick Dehaumont

(estaba invitado pero no pudo ir)
AFSSA Fougeres, Directeur, Agence
nationale du médicament vétérinaire
B.P. 90203, La Haute Marche, Javené,
35302 Fougeres Cedex

FRANCIA

Tel: (33 (0)2) 99.94.78.78 / 78.71

Fax: (33 (0)2) 99.94.78.99

E-mail: p.dehaumont@anmv.afssa.fr

Dra. Liisa Kaartinen

Committee for Veterinary Medicinal
Products, EMEA, 7 Westferry Circus,
Canary Wharf, London E14 4HB
REINO UNIDO

Tel: (44.171) 418.84.00

Fax: (44.171) 418.84.16

E-mail: liisa.kaartinen@nam.fi

Dra. Julia Punderson

Senior Staff Veterinarian, Regionalization
Evaluation Services, National Center for
Import and Export, Veterinary Services
APHIS, 4700 River Road, Unit 38
Riverdale, Maryland 20737

ESTADOS UNIDOS

Tel: (1-301) 734-07.57

Fax: (1-301) 734-32.22

E-mail: Julia.Punderson@aphis.usda.gov

Dr. Carlos Eddi

Animal Production and Health Division,
FAO, Viale delle Terme di Caracalla, I-
00100 Roma

ITALIA

Tel: (39-06) 570 54.41.59

Fax: (39-06) 570 54.74.49

E-mail: carlos.eddi@fao.org

Dr. Gérard Moulin

AFSSA Fougeres, Agence nationale du
médicament vétérinaire

B.P. 90203, La Haute Marche, Javené,
35302 Fougeres Cedex

FRANCIA

Tel: (33 (0)2) 99.94.78.78 / 78.71

Fax: (33 (0)2) 99.94.78.99

E-mail: g.moulin@anmv.afssa.fr

Dr. Lyle Vogel

American Veterinary Medicine Association
(AVMA), 1931 North Meacham Road, Suite
100, Schaumburg, Illinois

ESTADOS UNIDOS

Tel: (1-847) 925.80.70 ext. 6685

Fax: (1-847) 925.13.29

E-mail: lvogel@avma.org
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INVITADOS

Dr. Peter Jones Dr. Olivier Espeisse

Director IFAH (International Federation for
IFAH (International Federation for Animal Health), 1 rue Defacqz, B-1000
Animal Health), 1 rue Defacqz, B-1000  Brussels

Brussels BELGICA

BELGICA Tel: (32-2) 541 01 11

Tel: (32-2) 541 01 11 Fax: (32-2) 541 01 19

Fax: (32-2) 541 01 19 E-mail: ifah@ifahsec.org

E-mail: p.jones@ifahsec.org

OFICINA CENTRAL DE LA OIE

Dr. Bernard Vallat Dr. Alejandro Schudel

Director General Jefe del departamento Cientifico y
12 rue de Prony, 75017 Paris Técnico

FRANCIA E-mail: a.schudel@oie.int

Tel: 33 -(0)1 44 15 18 88
Fax: 33 - (0)1 42 67 09 87
E-mail: oie@oie.int

Dr. Antonio Petrini Sara Linnane

Chargé de Mission Redactora cientifica

Departamento de Comercio Departamento Cientifico y Técnico
Internacional E-mail: s.linnane@oie.int

E-mail: a.petrini@oie.int

Comision de Normas Biologicas /Enero de 2006

Anexo VII (cont.)

Dr. Papa S. Seck

pasante
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Anexo 11

VETERINARY CRITICALLY IMPORTANT ANTIMICROBIALS DEFINED BY
OIE MEMBER COUNTRIES AND
INTERNATIONAL ORGANISATIONS HAVING SIGNED A CO-OPERATION AGREEMENT
WITH THE WORLD ORGANISATION FOR ANIMAL HEALTH (OIE):

FULL REPORT
Compiled by:

OIE Collaborating Centre forVeterinary Medicinal products:
Valarcher, J.F (Consultant IVI - Animal Health), Chevance A., Bourcier C., Dehaumont P. and Moulin G.
OIE Central Bureau: Seck P.S., Petrini A., Vallat B., Schudel A., Linnane S.
Members of the OIE Ad hoc Group on Antimicrobial Resistance:
Schneider H., Acar J., Aidara-Kane A., Asai T., Carlos E., Errecalde J., Kaartinen L., Moulin G., Punderson J.,
Teale C., Woo G.J., Vogel L.
Invited participants: Jones P., Espeisse O.

1. Introduction

Antimicrobial agents are essential drugs for human and animal health and welfare. Antimicrobial resistance is
a global public and animal health concern that is influenced by both human and non-human antimicrobial
usage. The human, animal and plant sectors have a shared responsibility to prevent or minimize antimicrobial
resistance selection pressures on both human and non-human pathogens.

The first Joint Expert Workshop on Non-Human Antimicrobial Usage conducted a preliminary scientific
assessment in December 2003, in Geneva. The second workshop on management options was held in March
2004 in Oslo and recommended that the concept of “critically important” classes of antimicrobials for human
usage should be developed by WHO. A similar list of critically important classes of antimicrobials for animal
usage should be pursued by the OIE.

The list of Critically Important Antibacterial Agents for Human Medicine was established in February 2005,
in a working group meeting in Canberra.

The concept and definition of VCIA were adopted by the OIE Ad hoc Group in January 2005 and then
endorsed by the Biological Standards Commission of the OIE.

Aim of the list of VCIA as defined by the OIE Ad hoc Group:

The list could help veterinarians in their therapeutic choice.

The list could complement the OIE Guidelines for the responsible and prudent use of antimicrobial agents in
veterinary medicine (OIE Terrestrial Animal Health Code Appendix 3.9.3).

The list could be useful for the risk assessment of antimicrobial resistance in accordance with OIE Terrestrial Code
Appendix 3.9.4. In this context, lists of CIA for humans and for animals are elements that could be taken into
account in a risk assessment process.

Definition of VCIA as defined by the OIE Ad hoc Group

Criteria for identification of antimicrobials of critical importance in animals were established and listed by OIE.
Veterinary Critically Important Antimicrobials are antimicrobials used for the treatment, prevention and control of
serious animal infections that may have important consequences on animal health and welfare, public health or
important economic consequences and where there are few or no alternatives. These antimicrobials should be
available in adequate amount and appropriate pharmaceutical form, with assured quality, and should be
economically accessible.

The OIE Ad hoc Group prepared a questionnaire to collect proposals of VCIA as well as comments on the
definition and aim of this lists.
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The questionnaire was sent to 167 OIE Member Countries and to International Organisations having signed a co-
operation agreement with OIE to establish a list of VCIA. Information to justify the inclusions of these
antimicrobials was also requested. The list of VCIA and the justifications based on answers to this questionnaire
are presented in this paper.

The OIE VCIA list is also necessary for a joint Expert Group of WHO, FAO and OIE to give recommendations on
the appropriate balance between animal health needs and public health consideration.

2. Material and methods
2.1. Covering letter and questionnaire

The questionnaire translated in three languages (English, French and Spanish) was introduced by a
covering letter from Dr Bernard Vallat, General Director of OIE, and by a description of the project in
which were described:

i)  the background,
ii)  the aim of the VCIA list,

iii) the definition of VCIA according to different criteria,

iv) the responsibilities for the establishment and the maintenance of the list.
The questionnaire contained four questions (Appendix 1).
The first question was divided in two parts. In the first part the participants were asked:

i)  to list antimicrobial substances considered as VCIA in the country,
ii)  to specify against which pathogen, responsible of which disease, they are used,

iii) to specify in which animal species they are administrated.

In the second part, the members were asked to justify, for each disease, why these substances were
considered as VCIA.

The second and third questions considered suggestions on the aim of the VCIA list and on the criteria
that have been used to define this list, respectively. The fourth question asked for details on the
regulations in place in the country, for the authorisations and the usage of antimicrobials.

2.2. Countries and Animal Health Stakeholder Organisations interrogated and period of information
collect

This questionnaire was sent to the 167 OIE Member Countries and to four International Organisations
having signed a co-operation agreement with OIE on 1 August 2005. Initially it was supposed to be
returned before 28 October 2005 but then this deadline was extended to the 31* of December 2005.
Sixty-two OIE Member Countries and the following 4 organisations replied - European Community,
Federation of Veterinarians in Europe (FVE) International Dairy Federation (IDF) and the International
Federation for Animal Health (IFAH)-for a total of 66 respondents.

2.3. Database and data entry

Replies to question 1 (Parts 1 and 2) were compiled at OIE in a database. Information given in the
covering letter and replies to questions 2, 3 and 4 were summarised, and are presented in section 3.4.

To facilitate the interpretation of the data, a classification of antimicrobial substances was established
according to their family and subfamily (Appendix 2) and the different diseases were re-grouped
according to the affected organ or system (Appendix 4). Diseases in which several organs are
simultaneously affected were either classified in the category “Septicemia, sepsis, abscess, toxaemia and
endotoxemia” or in the category relevant to the organ that is dominantly affected. Some diseases are
found in different categories because clinical signs and the pathogenesis can differ between the different
animal species or individuals.
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Some replies to the questionnaire could not be interpreted. The submitted data from 60 OIE Member
Countries and 2 organisations were entered and stored in a database.

The information collected was entered for each country and each antimicrobial considered as belonging
to the VCIA list.

2.4. Inclusion and exclusion criteria

In this study, inclusion and exclusion criteria were applied before using the information compiled in the
database.

2.4.1. Inclusion criteria
- All information given in response to question 1 was included in the database.

- Some countries supplied only a list of antibiotics without further information. This information was
nevertheless also included.

- For OIE Member Countries belonging to the European Community responses to the questionnaire
were provided both individually and through EC organisations. Care was taken to not enter

information that was duplicative.

- Some OIE Member Countries provided a ranking strategy in the use of antimicrobials. This
information was also integrated in the database.

2.4.2. Exclusion criteria

- All information concerning any medicine that did not have an antimicrobial property and any
pathogen that is not treated with an antimicrobial agent was excluded.

3. Analysis of the results
3.1. OIE Member Countries that replied to the questionnaires

66 respondents replied to the questionnaire. The response rate highlights the importance given by OIE
Member Countries from all regions to the VCIA list.

Map 1: OIE Member Countries that replied to the VCIA questionnaire.

[] Countries that did not reply

I Countries that replied
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Respondents:

Africa: Algeria, Benin, Botswana, Burkina Faso, Central African Rep, Congo (Dem. Rep.), Guinea Bissau, Ivory
Coast, Lesotho, Madagascar, Mauritius, Nigeria, Senegal, Sudan, Swaziland, Zambia.

Americas: Argentina, Bolivia, Brazil, Colombia, Cuba, El Salvador, Haiti, Honduras, Panama, Peru, United States
of America, Uruguay.

Asia, the Far East and Oceania: Australia, Bangladesh, China (Peoples Rep. of), India, Japan, Malaysia, New
Caledonia, New Zealand, Philippines, Singapore, Taipei China, Thailand.

Europe: Armenia, Belarus, Croatia, Czech Republic, Denmark, Finland, France, Georgia, Italy, Kyrgyzstan,
Latvia, Lithuania, Luxemburg, Moldova, Netherlands, Portugal, Slovakia, Spain, Switzerland, Turkey, Ukraine.

Middle East: Saudi Arabia
International Organisations Having a Co-operation Agreement with OIE: European Community (EC),

Federation of Veterinarians in Europe (FVE), International Dairy Federation (IDF) and the International Federation
for Animal Health (IFAH).

The answers collected give a world wide picture of the situation and indicate a solid basis for the interpretation of
data.

3.2. List and Pattern of antimicrobials used around the world

Respondents cited a number of antimicrobials considered as VCIA (Table 1). 122 antimicrobials from 25
antimicrobial families were cited.

Graphic 1: Families of antibiotics
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The percent of respondents is calculated on the basis of the 53 respondents included in the analysis.
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After applying inclusion and exclusion criteria, the database contained results from 51 countries and 2
organisations. 24 antimicrobial families are quoted by the 53 countries and organisations.

TABLE 1: List of VCIAs defined by respondents by end of January 2006. Antimicrobials are
classified according the family and subfamily that they belong to. Animal species in which these
antimicrobials are used are abbreviated as follows: AVI: avian, API: bee, BOV: bovine, CAN: canine,
CAP: caprine, CAM: camel, EQU: equine, FEL: feline, LEP: rabbit, OVI: ovine, PIS: fish, SUI: swine.

ANTIMICROBIAL FAMILY ANTIMICROBIAL SUBFAMILY ANTIMICROBIAL SUBSTANCE SPECIES
AMINOGLYCOSIDES AMINOCYCLITOL SPECTINOMYCIN AVI, BOV, CAN, CAP, EQU, FEL, LEP, OV,
PIS, SUI
AMINOGLYCOSIDES STREPTOMYCIN API, AVI, BOV, CAN, CAP, EQU, FEL, LEP,
OV, PIS, SUl
AMIKACIN CAN, EQU
DIHYDROSTREPTOMYCIN AVI,BOV,CAP, EQU, LEP, OVI, SUI
APRAMYCIN AVI, BOV, LEP, OVI, SUI
FRAMYCETIN BOV, CAN, CAP, FEL, OVI
GENTAMICIN AVI, BOV, CAM, CAN, CAP, EQU,FEL,
LEP,0VI, SUI
KANAMYCIN AVI, BOV, EQU, PIS, SUI
NEOMYCIN API, AVI, BOV, CAN, CAP, EQU, FEL, LEP,
OV, SUl
PAROMOMYCIN CAP, OVI, LEP
TOBRAMYCIN EQU
ANSAMYCINS RIFAMYCINS RIFAMPICIN EQU
RIFAMYCIN BOV
RIFAXIMIN BOV, CAP, EQU, LEP, OVI, SUI
BICYCLOMYCIN BICOZAMYCIN BOV, PIS
CEPHALOSPORINS CEPHALOSPORINS 1G CEFACETRILE BOV
CEFALEXIN BOV, CAN, CAP, EQU, FEL, OVI, SUI
CEFALOTIN EQU
CEFAPYRIN BOV
CEFAZOLIN BOV, CAP, OVI
CEFALONIUM BOV, CAP, OVI
CEPHALOSPORINS 2G CEFUROXIME BOV
CEPHALOSPORINS 3G CEFOPERAZONE BOV, CAP, OVI
CEFTIOFUR AVI, BOV, CAP, EQU, LEP, OVI, SUI
CEFTRIAXONE AVI, BOV, CAN, OVI, SUI
CEPHALOSPORINS 4G CEFQUINOME BOV, CAP, EQU, LEP, OVI, SUI
DIAMINOPYRIMIDINES DIAMINOPYRIMIDINES BAQUILOPRIM Sul
TRIMETHOPRIM AVI, BOV, CAN, CAP, EQU, FEL, LEP, OVI,
SuUl
FOSFOMYCIN FOSFOMYCIN FOSFOMYCIN AVI, BOV, PIS, SUI
FUSIDIC ACID FUSIDIC ACID FUSIDIC ACID BOV, CAN, EQU, FEL
GLYCOPEPTIDES GLYCOPEPTIDES AVOPARCINE AVI, BOV
VANCOMYCIN API
IMIDAZOLES NITROIMIDAZOLES DIMETRIDAZOLE BOV
METRONIDAZOLE BOV, SUI, CAN, CAP, EQU, FEL, OVI
IONOPHORES IONOPHORES LASALOCID AVI, BOV, LEP, OVI
MADURAMYCIN AVI
MONENSIN API, AVI, BOV,CAP
NARASIN AVI
SALINOMYCIN AVI, LEP
SEMDURAMICIN AVI
PEPTIDE_IONOPHORES BAMBERMYCIN AVI, BOV, LEP, SUI
FLAVOPHOSPHOLIPOL BOV
LINCOSAMIDES LINCOSAMIDES CLINDAMYCIN CAN, FEL
LINCOMYCIN API, AVI, BOV, CAN, CAP, FEL, OVI, PIS, SUI
PIRLIMYCIN BOV
MACROLIDES AZALIDE TULATHROMYCIN BOV, CAP, LEP, OVI, SUI
MACROLIDES C14 ERYTHROMYCIN API, AVI, BOV,CAP, EQU, LEP, OV, PIS, SUI
MACROLIDES C16 JOSAMYCIN AV, PIS
KITASAMYCIN AV, SUI
SPIRAMYCIN AVI, BOV, CAP, EQU, LEP, OVI, PIS, SUl
TILMICOSIN AV, BOV, CAP, LEP, OVI, SUI
TYLOSIN API, AVI, BOV, CAN, CAP, FEL, LEP, OVI, SUI
MIROSAMYCIN API, AVI, SUI
TERDECAMYCIN AVI
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Anexo VII (cont.)

ANTIMICROBIAL FAMILY ANTIMICROBIAL SUBFAMILY ANTIMICROBIAL SUBSTANCE SPECIES
NITROFURANS NITROFURANS FURALTADONE AVI, BOV, SUI
FURAZOLIDONE AVI, BOV, CAN, EQU, OVI, SUI
NITROFURAN AVI, BOV
NITROFURAZONE EQU
NOVOBIOCIN NOVOBIOCIN NOVOBIOCIN BOV, CAP, OV, PIS
ORTHOSOMYCINS ORTHOSOMYCINS AVILAMYCIN AVI, LEP
PENICILLINS NATURAL PENICILLINS BENZYLPENICILLIN AVI, BOV, CAM, CAP, EQU, LEP, OVI, SUI
PENETHAMATE HYDROXYDE BOV, SUl
PENICILLIN PROCAINE BOV, CAM, CAP, EQU, OV, SUI
AMIDINOPENICILLINS MECILLINAM BOV, SUl
AMINOPENICILLINS AMOXICILLIN AVI, BOV, CAN, CAP, EQU, FEL, OVI, PIS, SUI
AMPICILLIN AV, BOV, CAN, CAP, EQU, FEL, OVI, PIS, SUI
HETACILLIN BOV
AMINOPENICILLIN PLUS AMOXICILLIN_CLAVULANIC_ACID  |AVI, BOV, CAN, CAP, EQU, FEL, OVI, SUI
BETALACTAMASE INHIBITOR
CARBOXYPENICILLINS TICARCILLIN EQU
TOBICILLIN PIS
UREIDO PENICILLIN ASPOXICILLIN BOV, SUI
PHENOXYPENICILLINS PHENOXYMETHYLPENICILLIN AVI, SUl
PHENETHICILLIN EQU
ANTISTAPHYLOCOCCAL PENICILLINS |CLOXACILLIN BOV, CAP, EQU, OVI, SUl
DICLOXACILLIN BOV, CAP, OVI
NAFCILLIN BOV, CAP, OVI
OXACILLIN BOV, CAP, EQU, OVI
PHENICOLS PHENICOLS CHLORAMPHENICOL BOV, CAN, EQU, FEL, OVI, SUI
FLORFENICOL AVI, BOV, CAP, EQU, LEP, OVI, PIS, SUI
THIAMPHENICOL AVI, BOV, CAP, OVI, PIS, SUI
PLEUROMUTILINS PLEUROMUTILINS TIAMULIN AVI, CAP, LEP, OVI, SUI
VALNEMULIN AVI, SUI
POLYPEPTIDES POLYPEPTIDES BACITRACIN AVI, BOV, LEP, SUI
GRAMICIDIN EQU
ENRAMYCIN AVI, SUI
POLYPEPTIDES CYCLIC COLISTIN AVI, BOV, CAN, CAP, EQU, FEL, LEP, OVI,
Sul
POLYMIXIN BOV, CAN, CAP, EQU, FEL, LEP, OVI, AVI
QUINOLONES QUINOLONES 1G FLUMEQUIN AVI, BOV, CAP, EQU, LEP, OVI, PIS, SUI
MILOXACIN PIS
NALIDIXIC ACID BOV
OXOLINIC ACID AV, BOV, LEP, PIS, SUI
QUINOLONES 2 G CIPROFLOXACIN AVI, BOV, CAN, FEL,SUI
(FLUOROQUINOLONES) DANOFLOXACIN AVI, BOV, CAP, LEP, OVI, SUI
QUINOLONES QUINOLONES 2 G DIFLOXACIN AV, BOV, CAN, LEP, SUI
(FLUOROQUINOLONES) ENROFLOXACIN AVI, BOV, CAN, CAP, EQU, FEL, LEP, OVI,
PIS, SUI
MARBOFLOXACIN AVI, BOV, CAN, EQU, LEP, SUI
NORFLOXACIN AV, BOV, CAN, CAP, LEP, OVI, SU
OFLOXACIN AVI, SUI
ORBIFLOXACIN BOV, CAN, SU
QUINOXALINES QUINOXALINES CARBADOX Sul
SULFONAMIDES SULFONAMIDES SULFACHLORPYRIDAZINE AVI, SUI
SULFADIAZINE BOV, CAP, OV, SUI
SULFADIMERAZINE AV, BOV, LEP
SULFADIMETHOXINE AVI, BOV, CAP, EQU, FEL, LEP, OVI, PIS, SUI
SULFADIMIDINE AVI, BOV, CAP, EQU, LEP, OVI, SUI
SULFADOXINE EQU, Sul
SULFAFURAZOLE PIS
SULFAGUANIDINE CAP, OVI
SULFAMETHAZINE Sul
SULFAMETHOXAZOLE AVI, BOV, SUI
SULFAMETHOXINE AVI, PIS, SUI
SULFAMONOMETHOXINE AVI, PIS, SUI
SULFANILAMIDE BOV, CAP, OVI
SULFAQUINOXALINE AVI, BOV, CAP, LEP, OVI
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ANTIMICROBIAL FAMILY ANTIMICROBIAL SUBFAMILY ANTIMICROBIAL SUBSTANCE SPECIES
SULFONAMIDES+ SULFONAMIDES+ SULFAMETHOXYPYRIDAZINE AV, BOV, EQU
DIAMINOPYRIMIDINES DIAMINOPYRIMIDINES TRIMETHOPRIM_SULFONAMIDE AVI, BOV, CAN, CAP, EQU, FEL, LEP, OVI,
PIS, SUI
STREPTOGRAMINS STREPTOGRAMINS VIRGINIAMYCIN AVI, BOV, OVI, SUl
TETRACYCLINES TETRACYCLINES CHLORTETRACYCLINE AVI, BOV, CAP, EQU, LEP, OVI, SUI
DOXYCYCLINE AVI, BOV, CAM, CAN, CAP, EQU, FEL, LEP,
OV, PIS, SUI
OXYTETRACYCLINE API, AVI, BOV, CAM, CAN, CAP, EQU, FEL,
LEP, OVI, PIS, SUI
TETRACYCLINE API, AVI, BOV, CAM, CAN, CAP, EQU, FEL,
LEP, OVI, PIS, SUI
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A comparison of the antimicrobials quoted as critically important for animals by the respondents was
performed with the total list in the WHO Canberra report (critically important, highly important and
important antimicrobials for humans).

Most of the families were classified as important in both human and veterinary medicine. Only a few
families or subfamilies are at this stage specific to humans: carbapenems and other penems, lipopeptides,
oxazolidinones, tigecycline, ketolides, monobactams, mupirocin, drugs used solely to treat tuberculosis
or other mycobacterial diseases e.g. isoniazid,.

Similarly, only a few families are specific to animals at this stage: novobiocin, orthosomycin,
pleuromutilin, quinoxaline, ionophores.

Most of the families are used in both human and veterinary medicine

3.3. Antimicrobials for zoonotic diseases

Most antimicrobial families are used in the treatment of infections caused by zoonotic pathogens, which
also commonly cause disease in animals.

Respondents clearly identified the high importance of these families for both animal health and human
health.

Examples of zoonoses quoted: Actinomycosis, Anthrax, Brucellosis, Colibacillosis, Dermatophilosis,
Erysipelas, Leptospirosis, Listeriosis, Necrobacillosis, Nocardiosis, Pasteurellosis, Pseudotuberculosis,

Salmonellosis, Streptococcosis, ...

Table 2: The antimicrobials listed for treatment of potentially zoonotic pathogens are:

FAMILY SUB FAMILY

AMINOGLYCOSIDES AMINOCYCLITOLS, AMINOGLYCOSIDES

ANSAMYCINS RIFAMYCINS

CEPHALOSPORINS CEPHALOSPORINS 1G, CEPHALOSPORINS 3G, CEPHALOSPORINS 4G

DIAMINOPYRIMIDINES DIAMINOPYRIMIDINES

FOSFOMYCIN FOSFOMYCIN

IMIDAZOLES NITROIMIDAZOLES

LINCOSAMIDES LINCOSAMIDES

MACROLIDES MACROLIDES

NITROFURANS NITROFURANS

PENICILLINS AMIDINOPENICILLINS, AMINOPENICILLINS, NATURAL PENICILLINS,
ANTISTAPHYLOCOCAL PENICILLINS, PHENOXYPENICILLIN

PHENICOLS PHENICOLS

PLEUROMUTILINS PLEUROMUTILINS

POLYPEPTIDES CYCLIC POLYPEPTIDES

QUINOLONES QUINOLONES 1G, QUINOLONES 2 G (FLUOROQUINOLONES)

QUINOXALINES QUINOXALINES

SULFONAMIDES SULFONAMIDES

SULFONAMIDES+DIAMINOPYRIMIDINES SULFONAMIDES+DIAMINOPYRIMIDINES

TETRACYCLINES TETRACYCLINES
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3.4. Analysis of the data provided for VCIA

Respondents have cited 131 antimicrobials that belong to 24 families.

For each species listed, and for the most often quoted diseases (grouped by syndromes) the

antimicrobials families mainly used to treat these diseases were identified.

For each family, examples of VCIA have been provided in relation to the disease and to the pathogen of

concern.

3.4.1 VCIA used for cattle

Among the countries included in the analysis, 47 have listed antimicrobials for cattle.

Graphic 2: The syndromes listed for cattle
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The number of countries that listed antimicrobials to treat syndromes.

e Septicaemia, sepsis, abscess, toxaemia and endotoxaemia: 35 countries and organisations have given

For cattle, the syndromes quoted in order of frequency are:

information about the treatment of this syndrome.

Antimicrobials used to treat these general infections are mainly penicillins, tetracyclines, aminoglycosides,

quinolones, macrolides, cephalosporins, sulfonamides and phenicols.

Penicillins (26)

e.g. amoxicillin, ampicillin to treat infections caused by Bacillus anthracis,
Clostridium chauvoei, Streptococcus spp.

Tetracyclines (22)

e.g oxytetracycline, chlortetracycline to treat sepsis due to Streptococcus spp.

and Pasteurella spp.

Aminoglycosides (16)

e.g. gentamicin, streptomycin to treat anthrax, brucellosis, enterotoxaemia

Quinolones (13)

e.g. flumequin, enrofloxacin to treat sepsis due to Salmonella spp.

Macrolides (10)

e.g. tilmicosin, tylosin to treat abscess due to Actinomyces spp.

Cephalosporins (9)

e.g. cefquinome, ceftiofur to treat general infections due to Streptococcus spp.

and Salmonella spp.

Sulfonamides (8)

e.g. sulfadiazine, sulfamethoxazole to treat sepsis due to Listeria
monocytogenes and Clostridium septicum

Phenicols (8)

e.g. florfenicol to treat sepsis caused by Streptococcus spp.
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¢ Digestive diseases: 34 countries have indicated antimicrobials for the treatment of diseases such as
actinobacillosis, enteritis, salmonellosis

Antimicrobials used to treat these digestive diseases are principally aminoglycosides, tetracyclines,
penicillins and quinolones.

Aminoglycosides (21) |e.g apramycin, neomycin, spectinomycin to treat colibacillosis and
salmonellosis

Tetracyclines (17) e.g oxytetracycline to treat enteric colibacillosis in calves caused by
Escherichia coli

Penicillins (16) e.g ampicillin to treat colibacillosis (Escherichia coli)

Quinolones (13) e.g enrofloxacin, marbofloxacin for infections such as colidiarrhea

e Mastitis is an important affection for cattle: 28 countries or organisations have given a list of
antimicrobials used to treat mastitis.

Antimicrobials used to treat mastitis are mainly penicillins, aminoglycosides,
cephalosporins, macrolides and tetracyclines.

Penicillins (22) amoxicillin + clavulanate or cloxacillin to treat mastitis due to Streptoccoccus
spp. and Staphylococcus aureus

Aminoglycosides e.g. framycetin, neomycin for mastitis caused by Streptococcus spp. and

(15) Staphylococcus spp.
Cephalosporins e.g. cefoperazone, cefapirin, cefazolin, cefquinome to treat mastitis caused by
(15) Staphylococcus aureus, Streptococcus agalactiae, Streptococcus uberis and

Streptococcus dysgalactiae, Escherichia coli

Macrolides (13) e.g spiramycin, tilmicosin, tylosin for mastitis caused by Staphylococcus aureus,
Streptococcus uberis, Streptococcus dysgalactiae, Streptococcus agalactiae

Tetracyclines (12) | oxytetracycline to treat mastitis caused by Staphylococcus aureus, Streptococcus
agalactiae, Streptococcus uberis, Streptococcus dysgalactiae and Escherichia coli

¢ The respiratory diseases of cattle are listed by 25 countries.

Antimicrobials used to treat respiratory diseases are essentially tetracyclines, macrolides, and penicillins.

Tetracyclines (17) | e.g. oxytetracycline is used for respiratory diseases caused by a range of bacteria
including Mannheimia haemolytica, Pasteurella multocida and Histophilus somni

Macrolides (17) e.g. spiramycin, tilmicosin, tylosin to treat respiratory diseases caused by
Mannheimia haemolytica, Pasteurella multocida and Histophilus somni.

Penicillins (16) e.g. benzyl penicillin (G) for respiratory diseases due to Mannheimia haemolytica,
Pasteurella multocida and Histophilus somni.

3.4.2 VCIA used for poultry

Among the countries included in the analysis, 44 have listed antimicrobials for poultry.
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Graphic 3: The syndromes listed for poultry
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The number of countries that listed antimicrobials to treat syndromes.

For avian species, the syndromes quoted in order of frequency are:
e Digestive diseases: 38 countries have listed digestive infections.

Antimicrobials used to treat these digestive diseases are principally quinolones, tetracyclines, macrolides,
penicillins, polypeptides and aminoglycosides.

Quinolones (20) e.g flumequin, enrofloxacin, norfloxacin to treat Escherichia coli infections
Tetracyclines (18) e.g. chlortetracyclineto treat enteritis caused by Salmonella spp.
Macrolides (15) e.g tylosin for necrotic enteritis (Clostridium perfringens)

Penicillins (15) e.g. ampicillin, amoxicillin to treat colibacillosis (Escherichia coli)
Polypeptides (14) e.g. bacitracin, colistin for necrotic enteritis (ex.: Clostridium perfringens)
Aminoglycosides (13) | e.g. apramycin to treat colibacillosis and salmonellosis

e Avian respiratory diseases are listed by 29 countries.

Antimicrobials used to treat respiratory diseases are principally macrolides,
tetracyclines, quinolones, penicillins and aminoglycosides.

Macrolides (23) e.g. spiramycin, tilmicosin, tylosin to treat chronic respiratory disease
(Mycoplasma  gallisepticum, = Mycoplasma  synoviae, = Mycoplasma
meleagridis)

Tetracyclines (19) e.g. chlortetracycline, oxytetracycline for respiratory disease caused by a

range of bacteria including Actinobacillus pleuropneumoniae, Pasteurella
multocida and Streptococcus spp

Quinolones (15) e.g. flumequin, enrofloxacin, norfloxacin for mycoplasma infections
(predominantly Mycoplasma gallisepticum) and dual infections with
Mycoplasma gallisepticum and Escherichia coli (chronic respiratory disease)

Penicillins (10) e.g. amoxicillin, ampicillin caused by Pasteurella spp.

Aminoglycosides (10) |e.g. spectinomycin in combination with lincomycin to treat chronic
respiratory disease
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e Septicaemia, sepsis, abscess, toxaemia and endotoxaemia is frequently listed: 22 countries or

Grupo ad hoc de la OIE encargado de la resistencia antimicrobiana/febrero de 2006

organisations listed antimicrobials used to treat general infections.

Antimicrobials used to treat general infections are mainly tetracyclines and penicillins.

Tetracyclines (16)

e.g. chlortetracycline, oxytetracycline to treat infections caused by

Staphylococcus spp.

Penicillins (12)

e.g. amoxicillin to treat general infections due to Pasteurella multocida and
Erysipelothrix rusiopathiae

3.4.3 VCIA used for pigs

Among the countries included in the analysis, 41 have listed antimicrobials for pigs.

Graphic 4: The syndromes listed for pigs
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The number of countries that listed antimicrobials to treat syndromes.

For pigs, the syndromes quoted in order of frequency are:

¢ Digestive diseases: 32 countries listed digestive infections.

Antimicrobials used to treat these digestive diseases are principally tetracyclines, macrolides,
pleuromutilins, polypeptides, aminoglycosides, lincosamides and quinolones.

Tetracyclines (18)

e.g. oxytetracycline, chlortetracycline to treat enteritis caused by Escherichia
coli and Salmonella spp.

Macrolides (16)

e.g. spiramycin, to treat dysentery (Brachyspira hyodysenteriae); tylosin for
ileitis  (Lawsonia intracellularis) or necrotic enteritis (Clostridium
perfringens).

Pleuromutilins (15)

e.g tiamulin, valnemulin to treat swine dysentery due to Brachyspira
hyodysenteriae

Polypeptides (13)

e.g. bacitracin, colistin to treat enteritis (Clostridium perfringens), dysentery
(Brachyspira hyodysenteriae)

Aminoglycosides (13)

e.g. neomycin, apramycin, spectinomycin used for enteric colibacillosis
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Lincosamides (12) e.g. lincomycin to treat dysentery (Brachyspira hyodysenteriae) or ileitis
(Lawsonia intracellularis).

Quinolones (11) e.g. flumequin, enrofloxacin to treat disorders such as Escherichia coli
diarrhoea

=  Septicaemia, sepsis, abscess, toxaemia and endotoxaemia: 27 countries or organisations gave
details of antimicrobials used to treat these infections.

Antimicrobials used to treat general infections are mainly penicillins,
tetracyclines and aminoglycosides.

Penicillins (21) e.g. benzyl penicillin (G) to treat swine erysipelas (Erysipelothrix
rusiopathiae)

Tetracyclines (16) e.g. chlortetracycline to treat leptospirosis (Leptospira spp.)

Aminoglycosides (14) e.g. gentamicin to treat staphylococcosis

= The respiratory diseases of pigs were listed by 24 countries.

Antimicrobials used to treat respiratory diseases include tetracyclines, macrolides, penicillins,
pleuromutilins, cephalosporins, sulfonamides, quinolones and phenicols.

Tetracyclines (18) e.g. chlortetracycline, oxytetracycline for respiratory diseases caused by a
range of bacteria (Actinobacillus pleuropneumoniae, Pasteurella multocida
and Streptococcus suis )

Macrolides (18) e.g. spiramycin, tilmicosin, tylosin to treat respiratory diseases (Mycoplasma
hyopneumoniae; Actinobacillus pleuropneumoniae and Pasteurella multocida)

Penicillins (14) e.g. benzyl penicillin (G) for diseases caused by Actinobacillus
pleuropneumoniae and Pasteurella multocida

Pleuromutilins (12) e.g. tiamulin, valnemulin to treat respiratory diseases caused by Mycoplasma
hyopneumoniae

Cephalosporins (10) e.g. ceftiofur, cefquinome for respiratory disease caused by a range of
bacteria including Actinobacillus pleuropneumoniae, Pasteurella multocida
and Streptococcus suis

Sulfonamides (10) e.g. sulfadimidin to treat atrophic rhinitis

Quinolones (10) e.g. difloxacine, enrofloxacine, marbofloxacine, norfloxacin and orbifloxacin
to treat atrophic rhinitis and other respiratory diseases

Phenicols (10) e.g. florfenicol to treat respiratory disease due to Actinobacillus
pleuropneumoniae, Pasteurella multocida and Streptococcus suis

3.4.4 VCIA used for sheep

Among the countries included in the analysis, 29 have listed antimicrobials for sheep.
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Graphic 5: The syndromes listed for sheep
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The number of countries that listed antimicrobials to treat syndromes.

For sheep, the syndromes quoted in order of frequency are:
¢ Digestive diseases: 17 countries have listed digestive infections.

Antimicrobials used to treat these digestive diseases are aminoglycosides, tetracyclines and penicillins

Aminoglycosides (11) | e.g. spectinomycin, gentamicin, neomycin fto treat enteritis caused by
Escherichia coli and Salmonella spp.

Tetracyclines (9) e.g. oxytetracycline, chlortetracycline to treat colibacillosis and enteritis

Penicillins(9) e.g. ampicillin, amoxicillin to treat enteritis and other digestive diseases

e The respiratory diseases of sheep are listed by 17 countries.

Antimicrobials used to treat respiratory diseases are essentially tetracyclines, penicillins and macrolides.

Tetracyclines (12) e.g. oxytetracycline to treat pneumonia due to Pasteurella spp and
Mannheimia haemolytica

Penicillins (10) e.g. amoxicillin, ampicillin to treat pneumonia (Mannheimia haemolytica)

Macrolides (10) e.g. erythromycin, tylosin for pneumonia and mycoplasmosis

= Septicaemia, sepsis, abscess, toxaemia and endotoxaemia: 16 countries or organisations have
given a list of antimicrobials used to treat general infections.

Antimicrobials used to treat infections are mainly tetracycline and penicillin.

Tetracyclines (13) e.g. oxytetracycline to treat pasteurellosis or chlamydiosis

Penicillins (10) e.g. benzylpenicillin and ampicillin to treat enterotoxaemia
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3.4.5 VCIA used for goats

Among the countries included in the analysis, 26 have listed antimicrobials for goats.

Graphic 6: The syndromes listed for goats
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For goats, the syndromes quoted in order of frequency are:

¢ Digestive diseases:

16 countries have listed digestive infections.

Antimicrobials used to treat these digestive diseases are aminoglycosides, penicillins and tetracyclines

Aminoglycosides (11)

e.g. spectinomycin, gentamicin, neomycin to treat enteritis caused by
Escherichia coli and Salmonella spp.

Penicillins(10)

e.g. ampicillin, amoxicillin to treat enteritis and other digestive diseases

Tetracyclines (8)

e.g. oxytetracycline, chlortetracycline to treat colibacillosis, salmonellosis
and enteritis

e The respiratory diseases of goats are listed by 16 countries.

Antimicrobials used to treat respiratory diseases are principially tetracyclines, penicillins and macrolides.

Tetracyclines (11)

e.g. oxytetracycline to treat pneumonia and pasteurellosis

Penicillins (9)

e.g. amoxicillin, ampicillin to treat pneumonia (Mannheimia haemolytica)

Macrolides (9)

e.g. tilmicosin, tylosin for pneumonia and mycoplasmosis

e Septicaemia, sepsis, abscess, toxaemia and endotoxaemia: 14 countries or organisations listed
antimicrobial used to treat these infections.

Antimicrobials used to treat these infections are mainly penicillins and tetracyclines.

Penicillins (9)

e.g. benzylpenicillin to treat to treat enterotoxaemia and other general
infections due to Bacillus anthracis and Clostridium tetani

Tetracyclines (8)

e.g. oxytetracycline to treat pasteurellosis and leptospirosis
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3.4.6 VCIA used for horses

Among the countries included in the analysis, 18 have listed antimicrobials for horses.

Graphic 7: The syndromes listed for horses
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The number of countries that listed antimicrobials to treat syndromes.

For horses, the syndromes quoted in order of frequency are:

e Septicaemia, sepsis, abscess, toxaemia and endotoxaemia: 13 countries or organisations have
listed antimicrobials used to treat these infections.

Antimicrobials used to treat these infections are mainly penicillin, aminoglycosides and tetracycline.

Penicillins (11)

e.g. ampicillin, benzylpenicillin to treat sepsis (Salmonella spp.,
Actinobacillus equi) and leptospirosis

Aminoglycosides (7)

e.g. gentamicin, amikacin used to treat general infections (Salmonella spp.,
Actinobacillus equi, Staphylococcus spp., Streptococcus spp.)

Cephalosporins (6)

e.g. ceftiofur for sepsis (Staphylococcus spp, Actinobacillus equi), tetanus
(Clostridium tetani) and septicemia (Salmonella spp., Escherichia coli)

e The respiratory diseases of horses are listed by 10 countries or organisations.

Antimicrobials used to treat respiratory diseases are principally penicillins and aminoglycosides.

Penicillins (8)

e.g. amoxicillin, benzylpenicillin to treat general respiratory diseases due to
several pathogens

Aminoglycosides (8)

e.g. gentamicin, kanamycin, dihydrostreptomycin used to treat general
respiratory infections

3.4.7 VCIA used for dogs

Among the countries included in the analysis, 17 have listed antimicrobials for dogs.
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Graphic 8: The syndromes listed for dogs
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The numbers of countries that listed the antimicrobial to treat syndromes.

The most quoted syndromes are digestive diseases.

Aminoglycosides (5) e.g. neomycin, gentamicin to treat infections due to Escherichia coli,
Salmonella spp., Staphylococcus spp. and Bordetella spp.

Penicillins (4) e.g. aminopenicillin and natural penicillin to treat enteritis and coccidiosis

3.4.8 VCIA used for rabbits

Graphic 9: The syndromes listed for rabbits
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The numbers of countries that listed the antimicrobial to treat syndromes.

Among the countries included in the analysis, 16 have listed antimicrobials for rabbits.

For rabbits, the most quoted syndromes are septicaemia, sepsis, abscess, toxaemia and endotoxaemia:
11 countries or organisations have given a list of antimicrobial used to treat these infections.
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Quinolones (6) e.g. enrofloxacin, flumequin, norfloxacin to treat pasteurellosis, staphylococcus,
brucellosis

Tetracyclines (6) | e.g. oxytetracycline, chlortetracycline, doxycycline

Macrolides (5) e.g. erythromycin, tylosin, tilmicosin to treat staphylococcus

3.4.9 VCIA used for cats
Among the countries included in the analysis, 10 have listed antimicrobials for cats.

Graphic 10: The syndromes listed for cats
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The numbers of countries that listed the antimicrobial to treat syndromes.

The most quoted syndrome is respiratory disease.

Penicillins (4) e.g. amoxicillin and the association amoxicillin/clavulanic acid to treat respiratory infections

3.4.10 VCIA used for fish

Among the countries included in the analysis, 8 have listed antimicrobials for fish.
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Graphic 11: The syndromes listed for fish
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The numbers of countries that listed the antimicrobial to treat syndromes.

The most important syndrome is septicaemia, sepsis, abscess, toxaemia and endotoxaemia: 8 countries or
organisations have given a list of antimicrobials used to treat these infections.

Tetracyclines and phenicols are the antimicrobials mostly used.

Tetracyclines (6) | e.g oxytetracycline to treat general infections like vibriosis

Phenicols (5) e.g. florfenicol, tiamphenicol used to treat pseudotuberculosis and others general diseases

3.5.

3.4.11 VCIA used for bees

Among the countries included in the analysis, 4 have listed antimicrobials for bees.

The only syndrome listed is septicaemia, sepsis, abscess, toxaemia and endotoxaemia (American or
European foulbrood), the antimicrobials listed are macrolides (e.g. tylosin, mirosamycin, erythromycin)
and tetracyclines (e.g. oxytetracyclines)

3.4.12 VCIA used for camels

Among the countries included in the analysis, 3 have listed antimicrobials for camels.

Aminoglycosides (gentamicin), tetracyclines (oxytetracycline, doxycycline) and natural penicillins are
the antimicrobials listed for this species.

Approval and comments made by some OIE member countries about the Veterinary Critically
Important Antimicrobials (VCIA) (Covering letter and Questions No 2, 3 and 4)

3.5.1 Question 2

Do you have other suggestions for the aim of the VCIA list according to the following definition?
“Veterinary critically important antimicrobials are antimicrobials used for the treatment,
prevention and control of serious animal infections that may have important consequences for

animal health and welfare, public health or important economical consequences and where there
are few or no alternatives”

These antimicrobials should be available in adequate amounts and appropriate pharmaceutical
forms, be of assured quality and economically accessible.
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Forty OIE Member Countries made no comments in respect of the aim of the VCIA list, 22 OIE Member
Countries and the European Community answered with suggestions to this question (Belarus, Burkina
Faso, Colombia, Congo (Dem. Rep. Of The), El Salvador, Finland, France, Guinea Bissau, Honduras,
Lesotho, Madagascar, Netherlands, New Zealand, Nigeria, Peru, Philippines, Portugal, Singapore,
Swaziland, Switzerland, Uruguay and United States of America).

The majority of OIE Member Countries agreed with the definition of VCIA. Some respondents found
the definition and the aim of the list inadequate. Others did not agree with the principle of establishing a
restricted list of critical antimicrobials in veterinary medicine.

These OIE Member Countries and organisations justified their view with the following arguments:

i)  Veterinary health authorities and the veterinary profession consider the availability of medicines for
animal health insufficient to address all animal health needs.

ii) The use of a restricted number of antimicrobials or the systematic application of a preferred
therapeutic scheme may lead to the emergence of antibiotic resistance of animal and human
pathogens.

iii) All legally available and approved antimicrobials are critical when treating, preventing and
controlling animal diseases.

iv) Due to the large number of animal species, the diversity of pathogens and the population (herd)
aspect in veterinary medicine, the VCIA list cannot have the same justification as the list of human
critically important antimicrobials. The VCIA that are critical will vary with each outbreak,
depending on factors such as season and climate, environment, stress load, exposure and
geographical location,

v) The VCIA list can be used to prioritise future work in risk assessment but should not be used
directly for determining risk management options and their implementation. The veterinary
profession is aware of a potential danger of resistance transmission between animals and humans.
International recommendations (e.g. OIE Terrestrial Animal Health Code, VICH' guidelines 27,
Codex Alimentarius) have been published to assess this risk and many countries have implemented
these recommendations in addition to their specific regulation to authorise the use of an
antimicrobial.

It was suggested that the aim of OIE should be to provide the rationale for veterinarians to choose
appropriate products in order to protect the health and welfare of the animals being treated.

Some OIE Member Countries recommended or suggested to:
- integrate a notion of rational and controlled use in the given definition, according to:

i)  Treated species and pathology.

ii)  The possibility of residues in food products and in environment following the administration
of an active substance. Guidelines produced by e.g. Codex Alimentarius (Codex Committee
on Residues of Veterinary Drugs in Foods) must be followed.

iii) Regional specificities (pathology, cost of the antimicrobial, availability).

iv) Authorisation procedure of pharmaceuticals for veterinary use before admittance to the
market.

v)  Post marketing surveillance and monitoring of antimicrobial use and antimicrobial resistance
situation.

vi) Possibility of use of vaccine as alternative to antimicrobials.

- produce guidelines on the prudent use of antimicrobials that can be used to train professionals such
as veterinarians.

! Veterinary International Conference on Harmonisation
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- define and determine the list for humans and animals critically important antimicrobials: a more
concerted strategy with WHO.

Finally, some OIE Member Countries, particularly in developing countries, would like that the concept
developed for antimicrobials be made applicable to other veterinary medicines such as vaccines,
vitamins and antiparasitic drugs.

3.5.2 Question 3
Do you have other suggestions for proposed criteria?

Forty-four OIE Member Countries had no suggestions. Seventeen OIE Member Countries and European
Community answered by giving suggestions to this question (Argentina, Belarus, Central African
Republic, Colombia, Congo (Dem Rep of the), El Salvador, Finland, France, Guinea Bissau, Japan,
Latvia, Madagascar, Netherlands, New Zealand, Nigeria, Peru, Philippines).

Criteria suggested/ recommended include:

i)  Concentration of antimicrobial active substances according to the route of administration, treated
species and pathology.

ii))  Existence of resistance to VCIA and their emergence following sub-dosage use including a risk
assessment.

iii) Guidelines for the establishment of withdrawal periods in the most common food-producing
species.

iv) Criteria of efficacy and safety of antimicrobial substances.
v) Residue limits.

vi) Antimicrobials used as growth promotion. This use of antimicrobials has significant economical
consequences in livestock industry. However, antimicrobials that cause resistance to classes of
antimicrobials used in humans should not be used for growth promotion in the absence of a risk
based evaluation.

vii) VCIA must be handled by qualified persons such as veterinarians.
Other comments made by OIE Member Countries:

For some OIE Member Countries the quality criteria of antimicrobials are difficult to assess because of
its variation between suppliers. Another OIE Member Country underlined the necessity of taking into
account research work on the development of new antimicrobial substances by laboratories that own
these substances in establishing the list. One OIE Member Country considers the criteria of use for
nitrofuran and chloramphenicol, especially for the care and treatment of companion animals, wild
animals or captive animals, should be reconsidered.

3.5.3 Question 4

Are there specific rules in your country for the authorisation or the usage of antimicrobials or
certain classes of antimicrobials?

Nine OIE Member Countries had no suggestion whereas 52 OIE Member Countries answered this
question (Algeria, Argentina, Australia, Bangladesh, Belarus, Benin, Bolivia, Botswana, Brazil, Burkina
Faso, Central African Rep., Colombia, Congo (Dem. Rep. of the), Ivory Coast, Croatia, Cuba, El
Salvador, Finland, France, Guinea Bissau, Haiti, Honduras, India, Japan, Latvia, Lesotho, Luxembourg,
Madagascar, Malaysia, Mauritius, Netherlands, New Caledonia, New Zealand, Nigeria, Panama, Peru,
Philippines, Portugal, Saudi Arabia, Senegal, Singapore, Slovakia, Spain, Swaziland, Switzerland,
Taipei China, Thailand, Turkey, Ukraine, Uruguay, United States, Zambia). Two organisations also
answered to the question (EC, IDF).
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Six countries specified that they have no specific rules governing the authorisation or the use of
antimicrobials.

Most of OIE Member Countries that answered the questionnaire have legislation that regulates the
authorisation or the usage of antimicrobials. The market authorisation is approved in many of these OIE
Member Countries by a regional organisation. It takes into account criteria of efficacy, safety and
concentration of residues in livestock products after administration. In most of these countries the
distribution and/or administration are also under veterinary responsibility.

Although many countries follow similar recommendations to establish their legislation regarding the use
of antimicrobials, some regional specificity of the regulations were highlighted. For example the
legislation differs in some procedures between America, Asia, Africa and Europe. However the aim of
all of them is to:

i)  Evaluate the safety for animals, users, consumers and environment
ii)  Evaluate the efficacy and quality of the product

It was reported that new antimicrobials are not immediately used in veterinary medicine. For example, in
one OIE Member Country, the application for approval of an antimicrobial for animals is not accepted
before the end of the period of re-examination of the corresponding antimicrobial for humans. Along
with the application for the antimicrobial on which re-examination has ended, the annex data about
public health and livestock health is attached. Furthermore, the description includes that the
antimicrobial can not be chosen as the first-choice antimicrobial without diagnosis and instruction of a
veterinarian. The appropriate use of the antimicrobial was in this case suitably (periodically) evaluated
by the regulatory authority.

Some OIE Member Countries have certain specific requirements on each product to direct prudent use
based on accurate diagnosis and careful selection of products. In other OIE Member Countries, a specific
legislation exists to regulate the authorisation or the use of antimicrobials that are important for public
health (e.g. gentamicin, amikacin, rifaximin, third and fourth generation cephalosporins, vancomycin
and rifampicin).

The prescription of human pharmaceuticals for veterinary use is strictly regulated and limited, and
therefore rarely applied to farm animals. In contrast, the prescription of those products for pets is legal in
some countries.

In some OIE Member Countries, veterinarians and/or farmers must record all antimicrobial treatments of
their animals, including the withdrawal periods for milk, meat and other products. Veterinarians must
also record all purchases and the application or dispensing of antimicrobials.

In several countries some antimicrobials (e.g. chloramphenicol, nitroimidazoles and nitrofurans) are
totally banned for use in veterinary medicine and in animal feed either as a therapeutic agent or as a
growth promoter. Some countries have totally banned antimicrobials as growth promotors and restrict
their use in the feed as therapeutic or prophylactic tools, whereas others authorise this practice with a
withdrawal period.

In some very specific cases and when no alternatives are possible, some OIE Member Countries allow
the use of restricted antimicrobials, for example rifampicin combined with erythromycin, which can be

authorised for the treatment of Rhodococcus equi infection in young foals.

It was noticeable that the importance of the use of antimicrobials differs between countries. In some OIE
Member Countries the use of antibiotics is very limited because of:

The type of production
i)  The associated pathology and/or
ii)  The lack of availability of these antimicrobials. In other OIE Member Countries antimicrobials are

essential to stop bacterial infections or secondary infections that are responsible for important
economical losses and the suffering of animals.

Comision de Normas Biologicas /Enero de 2006



Grupo ad hoc de la OIE encargado de la resistencia antimicrobiana/febrero de 2006

List of critically important antimicrobials in veterinary medicine

It is necessary to highlight that several respondents may have listed different antimicrobials for use against the
same pathogen responsible for the same disease.

However, respondents justify that these antibiotics belong to the VCIA list because in each case, they have no
or very few alternatives on the basis of the epidemiological situation (e.g. type of herd, level of antimicrobial
resistance or available manpower, the species involved, the cost of the antibiotic and the country in which this
takes place).

Some of these antimicrobials are banned in some countries and are considered as VCIA in others. Some OIE
Member Countries consider that in their situation the use of some of these antimicrobials are very beneficial
to the animal health and indirectly to human health by increasing the amount of available food, compared to
the risk of its usage.

In order to establish a list of VCIA a synthesis has been performed by class of antimicrobials. Examples of
justifications by species and by diseases has been provided.

4.1. VCIA from the aminoglycosides family
4.1.1 Antimicrobial substances considered as VCIA

Several aminoglycosides were cited as critical in veterinary medicine by OIE Member Countries.

AMINOCYCLITOL SPECTINOMYCIN
AMINOGLYCOSIDES STREPTOMYCIN
AMIKACIN
DIHYDROSTREPTOMYCIN
APRAMYCIN
FRAMYCETIN
GENTAMICIN
KANAMYCIN
NEOMYCIN
PAROMOMYCIN
TOBRAMYCIN

4.1.2. Spectrum of activity of aminoglycosides

This group includes narrow spectrum compounds (streptomycin), extended spectrum compounds
(neomycin, framycetin, kanamycin, apramycin) and relatively broad spectrum compounds (gentamicin).
Aminoglycosides have proved particularly useful in the treatment of Gram- infections and against some
Gram+ infections. The aminocyclitol spectinomycin has also valuable anti-mycoplasma activity.

4.1.3. Importance of aminoglycosides in veterinary medicine

The diseases controlled by aminoglycosides, either alone or in combination, are particularly debilitating
to young animals and failure to adequately treat outbreaks would result in much suffering among
affected animals. Similarly, the enteric infections suffered by pigs and calves are effectively and
economically treated by oral treatment with aminoglycosides, either alone or in combination. The wide
range of applications and the nature of the diseases treated make aminoglycosides critically important for
veterinary medicine and animal production.
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Map 2: The importance of AMINOGLYCOSIDES for OIE members
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For 37 respondents (69,8 %), aminoglycoside is a critically important family of antimicrobials.

4.1.4. Use of aminoglycosides in veterinary medicine

Table 3° and graphic 12°: The importance of aminoglycosides by species and for some diseases

25

ODIGESTIVE DISEASES

B SEPTICAEMIA, SEPSIS, ABSCESS, TOXAEMIA AND ENDOTOXAEMIA
ORESPIRATORY DISEASES

OREPRODUCTIVE AND GENITAL TRACT DISEASES

O SKIN DISEASES AND TRAUMAS

OMASTITIS

CAM 3 100%
BOV 34 72%
oVl 20 69%
EQU 12 67%
CAP 17 65%
CAN 11 65%
FEL 6 60%
Sul 24 59%
LEP 9 56%
AVI 18 4%
AP| 1 25%
PIS 1 13%

Aminoglycosides is listed by 72 % of the members that have given information for bovines, by 69 % of
those which have listed antimicrobials for poultry, by 67 % of the countries answering for equines.

64

Table 3 to table 12: in the 2™ column, the number of respondents which have listed the antimicrobial family. The percentage
(3™ column) is calculated on the basis of the total number of respondents for each species.
Graphic 12 to graphic 21 : the number of respondents which have listed the antimicrobial family for one species and one

syndrome is on the Y-axis.
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4.2.

Treatment with aminoglycosides is of individual animals, either by parenteral, oral or local route (e.g. for
the latter: otitis, mastitis). Oral treatment of groups of pigs and poultry is also carried out in some cases.
The named aminoglycosides have been cited as VCIA by OIE Member Countries to treat infections in a
wide diversity of animal species, such as:

Cattle

e Colibacillosis and salmonellosis (e.g. apramycin).

e Enteric colibacillosis (e.g. neomycin, apramycin, spectinomycin).

e Respiratory disease in calves (e.g. spectinomycin).

e Mastitis caused by Streptococci spp., Staphylococcus spp. (e.g. framycetin, neomycin).

Pigs

e Enteric colibacillosis (e.g. neomycin, apramycin, spectinomycin).

o Ileitis due to Lawsonia intracellularis infection (e.g. spectinomycin in combination with lincomycin).
Avian

e Colibacillosis and salmonellosis (e.g. apramycin).
e Chronic respiratory disease caused by mycoplasma and Escherichia coli infections (e.g.
spectinomycin in combination with lincomycin).

Horses

¢ Enteric colibacillosis (e.g. neomycin, apramycin, spectinomycin).

Dogs and cats

o Infections due to Pseudomonas spp. (e.g. gentamicin).

VCIA from the family ansamycin

4.2.1. Ansamycin considered as VCIA

Ansamycin is considered as VCIA

4.2.2. Spectrum of activity of ansamycin

Ansamycins are active against Gram+ organisms, some mycobacteria, a few strains of Gram- bacteria
(mostly cocci, whereas bacilli are more resistant) and chlamydiae. Fungal and yeast infections resistant
to rifampin alone often respond when a rifamycin is added to an antifungal agent (e.g. amphotericin B).
Resistance to ansamycins may develop rapidly as a one-step process. For this reason, they are often
administered in combination with other antimicrobials, such as penicillins, erythromycin.

4.2.3. Importance of ansamycin in veterinary medicine

The use of ansamycin is very restricted. This antimicrobial is authorised only in a few countries and with
a very limited number of indications. This antimicrobial is a VCIA because there is no alternative in
some situations.

Ansamycin is listed by 4 respondents: Finland, France, FVE, Lithuania.

4.2.4. Use of ansamycin in veterinary medicine

Horse

e Pneumonia induced by Rhodococcus equi. Used in combination with erythromycin.

Cattle

e Staphylococcal mastitis
e Otitis externa associated with Pseudomonas spp. infection (e.g. gentamicin, framycetin, neomycin).
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Rabbits

e Enteric colibacillosis (e.g. neomycin, apramycin, spectinomycin).
4.3. VCIA from the penicillins and betalactamase inhibitors families

4.3.1. Penicillins and betalactamase inhibitors considered as VCIA

NATURAL PENICILLINS BENZYLPENICILLIN

PENETHAMATE HYDROXYDE

PENICILLIN PROCAINE
AMIDINOPENICILLIN MECILLINAM
AMINOPENICILLINS AMOXICILLIN

AMPICILLIN

HETACILLIN
AMINOPENICILLIN PLUS BETALACTAMASE INHIBITOR AMOXICILLIN_CLAVULANIC_ACID
CARBOXYPENICILLINS TICARCILLIN

TOBICILLIN
UREIDO PENICILLIN ASPOXICILLIN
PHENOXYPENICILLINS PHENOXYMETHYLPENICILLIN

PHENETHICILLIN
ANTISTAPHYLOCOCCAL PENICILLINS CLOXACILLIN

DICLOXACILLIN

NAFCILLIN

OXACILLIN

Within the penicillin family several antimicrobials have been reported to be VCIA
4.3.2. Spectrum of activity of penicillins and antimicrobial beta-lactamase inhibitors

Benzyl penicillin (G), phenoxymethyl penicillin (V) - Gram+ bacteria.
Cloxacillin, nafcillin, methicillin, oxacillin - Gram+ bacteria including betalactamase producers.
Ampicillin, amoxicillin, hetacillin - Gram+ bacteria and Gram- bacteria.

Ampicillin + sulbactam, amoxicillin + clavulanate - Gram+ bacteria and Gram- bacteria, including
beta-lactamase producers.

Carbenicillin - Gram- bacteria, including Pseudomonas spp.

4.3.3. Importance of penicillins and beta-lactamase inhibitors in veterinary medicine

Penicillins combine exceptional bactericidal efficacy with low toxicity, alone or in combination with
betalactamase inhibitors. They have become established as critically important in treatment of a range of

diseases in many animal species.

For 44 respondents (83 %), penicillin is a critically important family of antimicrobials.

4.3.4. Use of penicillins and beta-lactamase inhibitors families in veterinary medicine
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Map 3: The importance of PENICILLIN for OIE members
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Table 4 and graphic 13:The importance of penicillins by species and for some diseases
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Penicillins is listed by 82,8 % of the members that have given information for ovines, by 80,9 % of those
which have listed antimicrobials for bovines, by 77,8 % of the countries answering for equines.

Most treatments with penicillins are of individual animals. The exceptions are pigs and poultry, where
group treatment is in some cases the only practicable approach. Penicillins are used to treat a wide range
of medically and economically important animal diseases. They are for example used to treat:

Cattle

o Colibacillosis (Escherichia coli) (ampicillin, ampicillin + sulbactam)

e respiratory disease (Mannheimia haemolytica, Pasteurella multocida and Histophilus somni). (e.g.
benzyl penicillin (G))

e Mastitis (Staphylococcus aureus, Streptococcus uberis, Streptococcus dysgalactiae, Streptococcus
agalactiae) (e.g. amoxicillin + clavulanate or cloxacillin)
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Pigs

e Colibacillosis (Escherichia coli) (ampicillin, ampicillin + sulbactam)

e Respiratory disease (Actinobacillus pleuropneumoniae and Pasteurella multocida)
e Peritonitis in livestock (Gram+ and Gram-) (benzyl penicillin (G))

e Swine erysipelas (Erysipelothrix rusiopathiae) (benzyl penicillin (G))

e Meningitis (Streptococcus suis) (benzyl penicillin (G))

Avian

e Colibacillosis (Escherichia coli) (ampicillin, ampicillin + sulbactam)

e Necrotic enteritis (Clostridium perfringens) (benzyl penicillin (G))

Sheep and goats

e Pneumonia (Pasteurella haemolytica). (e.g.amoxicillin + clavulanate)

Horses

e Pneumonia (Streptococcus equi). (e.g. benzyl penicillin (G))

Dogs and cats

e Pyoderma and abscesses cased by Gram+ and anaerobic infections (Bacteroides spp., Sphaerophorus
spp. etc). (e.g. amoxicillin + clavulanate)

e Pyodermatitis Staphylococcus intermedius, Staphylococcus spp). (ampicillin + sulbactam, amoxicillin
+ clavulanate)

o Urinary tract infection (E. coli, Klebsiella spp.) (e.g. ampicillin)

4.4. VCIA from the cephalosporin family
4.4.1 Cephalosporins considered as VCIA

Several cephalosporins are considered as VCIA by OIE Member Countries in veterinary medicine:

CEPHALOSPORINS 1G CEFACETRILE
CEFALEXIN
CEFALOTIN
CEFAPIRIN
CEFAZOLIN
CEFALONIUM
CEPHALOSPORINS 2G CEFUROXIME
CEPHALOSPORINS 3G CEFOPERAZONE
CEFTIOFUR
CEFTRIAXONE
CEPHALOSPORINS 4G CEFQUINOME

4.4.2 Spectrum of activity of cephalosporins

1" Generation cephalosporins (including cephalothin, cephalexin, cefazolin, cephapirin) have activity
predominantly against Gram+ bacteria. They have bactericidal activity, together with low toxicity and
relatively good penetration into infected tissues.

2" Generation (including cefuroxime),

3" Generation (including ceftiofur) and

4™ Generation (cefquinome) cephalosporins have increased activity against Gram- bacteria, and in the
case of 3" and 4™ generation compounds this includes Pseudomonas spp.
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4.4.3. Importance of cephalosporins in veterinary medicine

Cephalosporins, particularly the broader spectrum 3™ and 4™ generation compounds, form a critically
important therapeutic option available to the veterinarian for the treatment of both companion animals
and food animals. Alternatives are limited in efficacy through either narrow spectrum or presence of
antimicrobial resistance.

Map 4: The importance of CEPHALOSPORINS for OIE members

LEGEND

U "]]] Countries excluded from the database
. Countries which have listed the cephalosporin family

I:l Countries which have not listed the cephalosporin
family

For 25 respondents (47,2 %), cephalosporins is a critically important family of antimicrobials.

It seems that the use of cephalosporins in veterinary medicine is limited in Africa.

4.4.4. Use of cephalosporins in veterinary medicine

Cephalosporins are used to treat a wide range of medically and economically important animal diseases.
Treatment with cephalosporins is of individual animals, either by parenteral, oral or local routes (for the

latter e.g. mastitis). Oral treatment of groups of food animals is not approved.

Table 5 and graphic 14.: The importance of cephalosporins by species and for some diseases
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4.5.

Cephalosporin is listed by 55,6 % of the members that have given information for horses, by 44,7 % of
those which have listed antimicrobials for bovines.

Cephalosporins are for example critically important to treat:

Cattle

e Acute interdigital necrobacillosis caused by Fusobacterim necrophorum and Bacteroides spp. (e.g.
ceftiofur, cefquinome).

e Respiratory disease caused by a range of bacteria including Mannheimia haemolytica, Pasteurella
multocida and Histophilus somni (e.g. ceftiofur, cefquinome).

o Metritis

e Mastitis caused by Staphylococcus aureus, Streptococcus agalactiae, Streptococcus uberis and
Streptococcus dysgalactiae, Escherichia coli (e.g. cefoperazone, cefapirin, cefazolin, cefquinome).

Pigs
e Respiratory disease caused by a range of bacteria including Actinobacillus pleuropneumoniae,
Pasteurella multocida and Streptococcus suis. (e.g. ceftiofur, cefquinome).

e Mastitis-metritis-agalactia (MMA) syndrome in sows
Avian

o Early mortality of young chickens and turkey poults. (e.g. ceftiofur)

Sheep and goats

e Acute interdigital necrobacillosis caused by Fusobacterim necrophorum and Bacteroides spp. (e.g.
ceftiofur, cefquinome).

e Pasteurellosis in sheep and goats (e.g. ceftiofur).

Horses

e Bacterial infections including Streptococci spp., Staphylococcus spp. (e.g. ceftiofur).

Dogs and cats

e Bacterial skin diseases caused by Staphylococcus intermedius (e.g cefalexin)
VCIA from the fosfomycins family

4.5.1. Fosfomycins considered as VCIA

Fosfomycins has been cited as a member of the VCIA list.

4.5.2. Spectrum of activity of fosfomycin

Fosfomycin is active on Gram- bacteria,such as Pasteurella spp., Salmonella spp. and Escherichia coli.
It is also active on some Gram+ bacteria, such as Staphylococcus spp.

4.5.3. Importance of fosfomycin in veterinary medicine
Fosfomycin has a very little number of alternatives in some fish diseases. This antimicrobial, alone or in
combination with others, is also used to treat enteritic and respiratory diseases in poultry, cattle and

swine.

Fosfomycin is listed by 5 countries: Bolivia, Japan, Peru, Swaziland, and Uruguay.
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Anexo VII (cont.)

This antimicrobial is administrated by injection or by oral route. Fosfomycin is a VCIA to treat:

Cattle

o Enteritis (Salmonella spp., Escherichia coli, Proteus spp.)

e Broncho-pneumoniae (Pasteuralla multocida, Mannheimia haemolytica)

Pigs

e Enteritis (Escherichia coli).

Fish

e Pscudotuberculosis of sea bass and bream (Pasteurella piscicida)

4.6. VCIA from the macrolides and lincosamides families

4.6.1. Macrolides and lincosamides considered as VCIA

Several macrolides and lincosamides have been cited as VCIA:

AZALIDE TULATHROMYCIN

MACROLIDES C14 ERYTHROMYCIN

MACROLIDES C16 JOSAMYCIN

KITASAMYCIN

SPIRAMYCIN

TILMICOSIN

TYLOSIN

MIROSAMYCIN

TERDECAMYCIN

LINCOSAMIDES CLINDAMYCIN

LINCOMYCIN

PIRLIMYCIN

4.6.2. Spectrum of activity of macrolides and lincosamides

Macrolides and lincosamides are active predominantly against Gram+ bacteria, with some members very
active against anaerobes and mycoplasmas. These antibiotics are also active against some Gram-, such as
Pasteurellacae. 1t is important to note that macrolides and lincosamides are not active against

Salmonella or E. coli.

4.6.3. Importance of macrolides and lincosamides in veterinary medicine

Access to macrolides, azalides and lincosamides antimicrobials is essential for animal health because
they are used in key food animal species to prevent, control and treat diseases where there are few or no
alternatives available. Moreover, some of these bacterial diseases, if left untreated, have a significant
negative impact on animal health, animal welfare and the economics of animal rearing. Macrolides have
been used for more than 50 years on a global basis and remain active against key target pathogens.
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Map 5: The importance of MACROLIDES for OIE members
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Map 6: The importance of LINCOSAMIDES for OIE members
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D Countries which have not listed the macrolide
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37 respondents have listed macrolide antimicrobials.

20 respondents have listed lincosamide antimicrobials.
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4.6.4. Use of of macrolides and lincosamides in veterinary medicine

Table 6 and graphic 15: The importance of macrolides by species and for some diseases

ORESPIRATORY DISEASES
ODIGESTIVE DISEASES

ESEPTICAEMIA, SEPSIS, ABSCESS, TOXAEMIA AND ENDOTOXAEMIA

OSKELETON, ARTICULAR, LOCOMOTOR AND FOOT DISEASES

Table 7 and graphic 16: The importance of lincosamides by species and for some diseases
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ODIGESTIVE DISEASES
DORESPIRATORY DISEASES
OSKELETON, ARTICULAR, LOCOMOTOR AND FOOT DISEASES

OMASTITIS

Macrolides and lincosamides are critically important antimicrobials because of the variety of
administration routes available, diseases covered, and use in multiple animal species.

They are for example used to treat:

Cattle

e Liver abscess (Fusobacterium necrophorum and Arcanobacterium pyogenes).

e Respiratory disease caused by Mannheimia haemolytica, Pasteurella multocida and Histophilus
somni; and some mycoplasmas. (e.g. spiramycin, tilmicosin, tylosin)

e Mastitis (Staphylococcus aureus, Streptococcus uberis, Streptococcus dysgalactiae, Streptococcus
agalactiae) (e.g. clindamycin, lincomycin, spiramycin, tilmicosin, tylosin, pirlimycin)

Pigs

e Dysentery (Brachyspira hyodysenteriae). (e.g. spiramycin)

o lleitis (Lawsonia intracellularis). (e.g. pirlimycin, spiramycin, tylosin)

e Respiratory disease (Mycoplasma hyopneumoniae, Actinobacillus pleuropneumoniae and Pasteurella
multocida). (e.g. spiramycin, tilmicosin, tylosin)
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4.7.

Avian
e Necrotic enteritis (Clostridium perfringens).
e Chronic respiratory disease (Mycoplasma gallisepticum, Mycoplasma synoviae, Mycoplasma

meleagridis) (e.g. spiramycin, tilmicosin, tylosin)

Sheep and goats
e Pneumonia (Mannheimia haemolytica). (e.g. lincomycin, spiramycin, tilmicosin, tylosin)
Horses

e Pneumonia (Rhodococcus equi). (e.g. erythromycin)

Dogs and cats

e Gram+ and anaerobic infections (Bacteroides spp., Sphaerophorus spp. etc). (e.g. erythromycin)
VCIA from the nitrofurans family
4.7.1. Nitrofurans considered as VCIA

Furazolidone, furaltadone, nitrofurantoine and nitrofurazone have been cited as VCIA by OIE Member
Countries.

4.7.2. Spectrum of activity of Nitrofurans

Nitrofurantoin and nitrafurazone are active on susceptible bacteria, such as Escherichia coli,
Staphylococcus aureus, Streptococcus pyogenes and Aerobacter aerogenes. However, Proteus spp.,
Pseudomonas aeruginosa and Streptococcus faecalis are usually resistant. Nitrofurans have a broad
antimicrobial spectrum that includes activity against Clostridium, Salmonella, Shigella, Staphylococcus
spp., Streptococcus spp., and Escherichia coli. They are also active against Eimeria and Histomonas spp.
However, pus, blood and milk reduce the antibacterial activity.

4.7.3. Importance of nitrofurans in veterinary medicine
The use of nitrofurans is restricted to a few indications. It is only authorised in a few countries because
of its toxicity. These antimicrobials remain VCIA in certain countries because of its efficacy on

pathogens such as Salmonella spp. or Histomonas meleagridis.

Nitrofuran is listed by 10 countries: Bangladesh, Bolivia, Central African Republic, Lesotho,
Madagascar, Moldova, Peru, Swaziland, Uruguay, and USA.

4.7.4. Use of nitrofurans in veterinary medicine
There are few alternative treatments to nitrofurans for diseases such as:

Cattle

o Salmonellosis (Salmonella spp.)

Pigs

e Colibacillosis (Escherichia coli)

Avian
e Histomonosis (Histomonas mealeagridis

o Salmonellosis (Salmonella spp.)
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4. 8. VCIA from the nitroimidazoles family
4.8.1. Nitroimidazoles considered as VCIA
The group of 5-nitroimidazoles (metronidazole, tinidazole, nimorazole, flunidazole, and ronidazole)
have been cited has a VCIA. These antibiotics have been withdrawn in many countries because of
human food safety reasons.
4.8.2. Spectrum of activity of nitroimidazoles
The nitroimidazoles belong to a group of drugs that have both antiprotozoal and antimicrobial activity
(Trichomonasis, amoebiasis, giardiasis, histomoniasis). Metronidazole, ronidazole and other
nitroimidazoles are active against anaerobic bacteria.
4.8.3. Importance of nitroimidazoles in veterinary medicine
The importance of the nitroimidazoles in Veterinary Medicine is explained by its antiprotozoal
(e.g.histomonosis) and antimicrobial activities (anaerobic bacteria). The withdrawal of nitroimidazoles
and nitrofuran in many countries, leave veterinarians without any solution for the control of
histomonosis in turkeys.
Imidazole is listed by 4 countries: Bostwana, Croatia, Finland, Lesotho.
4.8.4. Use of nitroimidazoles in veterinary medicine
Nitroimidazoles are still considered as VCIA by some countries and are used to treat:

e Protozoal infections (amoebiasis, trichomoniasis, giardiasis, and balantidiasis)

e Anaerobic bacterial infections associated for example with abdominal abscesses, peritonitis,
empyaema, genital tract infections, periodontitis, otitis media, osteitis, arthritis, and meningitis and in
necrotic tissue.

4.9. VCIA from the novobiocins family
4.9.1. Novobiocin considered as VCIA
Novobiocin is considered as a VCIA by several OIE Member Countries

4.9.2. Spectrum of activity of novobiocin

Novobiocin is especially effective against Gram+ organisms such as Staphylococcus spp. and
Streptococcus spp. but also against a few Gram- bacteria. It is resistant to Beta-Lactamase.

4.9.3. Importance of novobiocin in Veterinary Medicine

Novobiocin is considered as a critically important antimicrobial in veterinary medicine to treat infections
associated with Staphylococcus spp. This antimicrobial is also critical to treat diseases in fish and
poultry. Few alternatives are available.

Novobiocin is listed by 5 countries: Croatia, Japan, Latvia, Lithuania, USA.

4.9.4. Use of novobiocin in veterinary medicine

A few examples in which novobiocin is critical:

Cattle

e Mastitis caused by Staphylococcus spp. and Streptococcus spp.
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Avian
e Staphylococcal synovitis and generalized staphylococcal infection

e Acute outbreaks of fowl cholera caused by strains of Pasteurella multocida

Sheep and goats
e Mastitis caused by Staphylococcus spp. and Streptococcus spp.

Fish and shrimp
e Vibriosis (Vibrio spp, Vibrio anguillarum, Vibrio Harvey)

4.10.VCIA from the orthosomycin family

4.11.

4.10.1. Orthosomycin considered as VCIA

Avilamycin is the only molecule represented in the orthosomycin family. The family is not used in
human health.

4.10.2. Spectrum of activity of orthosomycin

Predominantly Gram+ bacteria including Clostridium spp.

4.10.3. Importance of orthosomycin in veterinary medicine

Avilamycin is one of the few alternatives to treat necrotic enteritis in chickens.
Orthosomycin is listed by 3 countries: Australia, New Zealand, Spain.

4.10.4. Use of orthosomycin in veterinary medicine

Avian

e Avilamycin is used to prevent and control necrotic enteritis caused by Clostridium spp.
VCIA from the phenicol family
4.11.1. Phenicols considered as VCIA

OIE Member Countries have cited the florfenicol, thiamphenicol, chloramphenicol and levomycetin
from the phenicol family as part of the VCIA list.

4.11.2. Spectrum of activity of phenicols

Most enterobacteriaceae are sensitive to phenicols. The genera Brucella, Pasteurella, Mannheimia and
Haemophilus are also within the spectrum. Gram+ bacteria are mostly within the spectrum, with the
exception of Bacillus spp.

4.11.3. Importance of phenicols in veterinary medicine

Phenicols are of particular importance in treating some fish diseases, in which there are no or very few
treatment alternatives. Phenicols also represent a useful alternative in respiratory disease of cattle, swine
and poultry. For human food safety reasons, the use of chloramphenicol in livestock is no longer
authorised in many countries.

For 19 respondents (34 %), phenicols are a very critically important family of antimicrobials.

Phenicol is not listed by Oceanian members.
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4.11.4. Use of phenicols in veterinary medicine

The treatment is administered through injectables or through water. Florfenicol, thiamphenicol and
chloramphenicol have been cited as VCIA to cure:

Cattle

e Respiratory disease due to Mannheimia haemolytica, Pasteurella multocida, Histophilus somni
e Interdigital phlegmon

Pigs

e Respiratory disease due to Actinobacillus pleuropneumoniae, Pasteurella multocida and
Streptococcus suis

Avian

e Respiratory disease due to Escherichia coli and Mycoplasma gallisepticum

Sheep and goats

e Respiratory disease due to Mannheimia haemolytica, Pasteurella multocida, Histophilus somni
Fish

e Enteric septicaemia of catfish due to Edwardsiella ictaluri

e Vibriosis (Vibrio anguillarum)

e Cold water disease of Salmonids due to Flavobacterium psychrophilum
4.12.VCIA from the pleuromutilins family

4.12.1 Pleuromutilins considered as VCIA

Tiamulin and valnemulin are considered as VCIA by OIE Member Countries

4.12.2 Spectrum of activity of pleuromutilins

The antibacterial spectrum of activity of both pleuromutilins is limited. They are both effective against
certain respiratory, enteric and systemic pathogens but do not affect the Enterobacteriaceae, the family
in which plasmidic resistance transfer is of most concern.

Resistance in sensitive organisms does not appear to be a single-step process; resistance also develops
extremely slowly, being very difficult to induce in vitro. After approximately 20 years of extensive and
worldwide usage, the prevalence of resistance to tiamulin even in the target organism is still very low,
and shows little tendency to increase.

4.12.3. Importance of pleuromutilins in veterinary medicine

The withdrawal of drugs authorized for use against swine dysentery due to safety concerns such as
nitroimidazoles and the reduced susceptibility among Brachyspira isolates, has diminished the number
of drugs for therapeutic use against spirochaetal infections. Pleuromutilins are manufactured and
marketed exclusively for animal use, are not related to human antimicrobials, are not used in human
antimicrobial therapy and are highly valuable based on the absence of linked resistance with other
classes of antimicrobial drugs.

For 17 respondents (32, 1 %), pleuromutilins are a critically important family of antimicrobials. This
family is not listed by African and south-American members.
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4.12.4 Use of Pleuromutilins in vterinary medicine

Pleuromutilins are highly absorbed from the gut, well distributed and provided high concentrations at
the site of infection (colon mucosa, colon content and lung). They have been shown to penetrate and
concentrate in enterocytes. The class of pleuromutilin antibiotics is ranked as to be indispensable to
medical therapy against those infections in:

Pigs

e Respiratory diseases caused by Mycoplasma hyopneumoniae and P. multocida respiratory pathogens.
(e.g. tiamulin, valnemulin)

e Dysentery caused by Brachyspira hyodysenteriae (e.g. tiamulin)

e lleitis caused by Lawsonia intracellularis (e.g. valnemulin)

Avian

e Respiratory diseases caused by Mycoplasma spp (Actinobacillus pleuropneumoniae, Bordetella
bronchiseptica)

4.13.VCIA from the polyether ionophore family

4.13.1. Polyether ionophores considered as VCIA

Several polyether ionophores were cited as VCIA: lasalocid, maduramycin, monensin, salinomycin,
laidlomycin, narasin, salinomycin, ssmduramycin.

4.13.2. Spectrum of activity of polyether ionophores

Polyether ionophores are anticoccidial (mainly Eimeria spp.) and used to control intestinal parasitic
coccidia. Many polyether ionophores are combined with antimicrobial and other agents, for broader
disease coverage. Polyether ionophores are not used in human chemotherapy.

4.13.3. Importance of polyether ionophores in veterinary medicine

Access to polyether ionophores is essential for animal health because they are used in key food animal
species to prevent, control and treat diseases where there are few or no alternatives available. Moreover,
some of the parasitic diseases, if left untreated, have a significant negative impact on animal health,
animal welfare and the economics of animal rearing. Polyether ionophores have been used for several
decades on a global basis and remain active against key target pathogens. Few alternatives are available.

For 13 respondents (24,5 %), ionophores are a critically important family of antimicrobials.

This family is seldom listed by African, Asian and south-American members.
4.13.4. Use of polyether ionophores in veterinary medicine

Polyether ionophores are classified as VCIA because of the unique benefits to animal health, key
diseases controlled, and usage in multiple animal species. Treatment of groups of animals is
administered primarily via feed, essential for the treatment of cattle, sheep, avian or other species where
individual treatment is impracticable.

Polyether ionophores are used to:

Cattle

e Control coccidiosis (Eimeria bovis, Eimera zuiernii) and livercoccidiosis.

Avian

e Prevent coccidiosis (Eimeria tenella, Eimeria necatrix, Eimeria acervulina, Eimeria brunetti,
Eimeria mivati, Eimeria maxima, Eimeria meleagrimitis, Eimeria gallapavonis, Eimeria adenoiedes,
Eimeria legionensis, Eimeria dispersa, Eimeria lettyae).
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Sheep and goats

e Prevent coccidiosis (Eimeria ovina, FEimeria crandallis, Eimeria ovinoidalis, Eimeria
ninakohlyakimovae, Eimeria parva, Eimeria intricata, Eimeria christenseni)

Rabbits

e Prevent coccidiosis (Eimeria stiedae)
4.14.VCIA from the polypeptides family
4.14.1. Polypeptides considered as VCIA

Bacitracin, polymyxins, colistin... were cited as polypetides antimicrobials that belong to the VCIA list.

POLYPEPTIDES BACITRACIN
ENRAMYCIN
GRAMICIDIN

POLYPEPTIDES CYCLIC COLISTIN
POLYMIXIN

4.14.2. Spectrum of activity of polypeptides

Polypeptides are active against Gram+ (bacitracin), or Gram- (colistin) bacteria, and generally cover a
narrow-spectrum of microorganisms. Most have topical, limited or no usages in human chemotherapy.

4.14.3. Importance of polypeptides in veterinary medicine

Access to polypeptides is essential for animal health because they are used in key food animal species to
prevent, control and treat diseases where there are few or no alternatives available. Moreover, some of
these bacterial diseases, if left untreated, have a significant negative impact on animal health, animal
welfare and the economics of animal rearing. Polypeptides have been used for more than 50 years on a
global basis and remain active against key target pathogens. Polypeptides are classified as critically
important antimicrobials because of the unique benefits to animal health, key diseases controlled and
treated, and due to use in multiple animal species.

Map 7: The importance of POLYPEPTIDES for OIE members
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For 28 respondents (52,8 %), polypeptide is a critically important family of antimicrobials.
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4.14.4. Use of polypeptides alone or in association in veterinary medicine

Treatment of groups of animals is administered primarily via food or drinking water. Water
administration is essential for treatment of cattle, pigs, sheep, poultry, fish and other species where
individual treatment is impracticable.

Table 8 and graphic 17: The importance of polypeptides by species and for some diseases
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Polypeptides have been reported as VCIA to control several diseases:

Cattle
o Cattle enteritis (Colistin: Escherichia coli, Salmonella spp.)

e Mastitis in cattle (Bacitracin: Gram+: e.g. Staphylococcus aureus, Streptococcus uberis,

Streptococcus dysgalactiae, Streptococcus agalactiae/ colistin. Gram-: e.g. Escherichia coli,
Klebsiella spp.)

Pigs

e Enteritis (Bacitracin: Clostridium perfringens), dysentery (Bacitracin: Brachyspira hyodysenteriae)

Avian

e Necrotic enteritis (Bacitracin: Clostridium perfringens) control in chickens and turkeys; transmissible
enteritis in turkeys; blue comb (non-specific infectious enteritis) in chickens; many combinations
with anticoccidial and antiparasitic compounds; ulcerative enteritis in ducks and quail (Bacitracin:
Clostridium colinum)

Rabbits

e Enterocolitis (Bacitracin: Pathogen not yet identified)

4.15.VCIA from the quinolones family

4.15.1. Quinolones considered as VCIA

80

Several quinolones from first and second generations have been cited as VCIA.
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QUINOLONES 1G FLUMEQUIN
MILOXACIN
NALIDIXIC ACID
OXOLINIC ACID
QUINOLONES 2 G (FLUOROQUINOLONES) CIPROFLOXACIN
DANOFLOXACIN
DIFLOXACIN
ENROFLOXACIN
MARBOFLOXACIN
NORFLOXACIN
OFLOXACIN
ORBIFLOXACIN

4.15.2 Spectrum of activity of quinolones
Quinolones of the 1™ generation are extremely active against a broad spectrum of Gram- bacteria. This
spectrum includes Enterobacteriaceae, as Escherichia coli and Salmonella spp., as well as Pasteurella
spp. Quinolones are used as first intention antibiotics, because of their high effectiveness. Furthermore,
this allows the use of fluoroquinolones as second intention products. Indeed, resistance against
quinolones of 1% generation allow the use of fluoroquinolones if the strains become resistant to
quinolones of the 1* generation.

Quinolones of the 2™ generation, fluoroquinolones, are a modern group of synthetic therapeutic
antimicrobial agents that are active against a wide range of Gram- and Gram+ bacteria as well as
Mycoplasma genus.

4.15.3 Importance in of quinolones veterinary medicine

Quinolones of the 1* and of 2™ generations are critical in veterinary medicine because they are used in
diseases such as colibacillosis, which cause important losses in poultry, cattle, swine, fish and other
species.

The number of alternative classes is restricted because of limited efficacy and spectrum, or the presence
of antimicrobial resistance. If left untreated, animal diseases will have a significant detrimental impact
on animal health and welfare, and the economics of food-producing animal rearing.

For 31 respondents (58,5 %), quinolones are a critically important family of antimicrobials.

Map 8: The importance of QUINOLONES for OIE members

- [[[I Countries not included in the analysis

. Countries which have listed the quinolone family

D Countries which have not listed the quinolone
family
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4.15.4 Use of quinolones alone or in association in Veterinary Medicine

Quinolones of the 1% generation were listed for most species. Second generation quinolones
(fluoroquinolones) were listed as only available prescription by veterinarian prescription and authorised
exclusively for therapeutic purposes. Fluoroquinolones have never been used or licensed as growth
promoters.

Table 9 and graphic 18: The importance of quinolones by species and for some diseases

25
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Examples of use of Quinolones of 1* generation as VCIA:

Cattle

e Salmonellosis (Salmonella typhimurium, Salmonella dublin) cause septicaemia, enteritidis and
abortion.

e Diarrhea caused by Escherichia coli

Pigs
o Escherichia coli infections.
Avian

o Infectious enteritis (Escherichia coli, Salmonella gallinarum)

The fluoroquinolones have proved valuable for treatment of various animal diseases including those
listed below:

Cattle

e FEscherichia coli infections such as colidiarrhea, colisepticacmia and colimastitis. Endotoxaemia,.
(e.g. enrofloxacin, marbofloxacin)

e Respiratory disease caused by Mannheimia haemolytica, Pasteurella multocida, Histophilus somni
and Mycoplasma bovis. The animal distress and economic losses associated with respiratory disease
in growing cattle can be very high. (e.g. enrofloxacin, marbofloxacin)

Pigs
e Respiratory disease (Actinobacillus pleuropneumoniae, Pasteurella multocida, Mycoplasma

hyopneumoniae, Bordetella  bronchiseptica). Atrophic rhinitis (difloxacin, enrofloxacin,
marbofloxacin, norfloxacin and orbifloxacin)

e Escherichia coli infections (digestive tract, MMA).
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Avian
e Escherichia coli infections, fowl cholera (e.g enrofloxacin)

e Ornithobacterium rhinotracheale infections and dual infections with Escherichia coli (e.g.difloxacin,
enrofloxacin)

e Mycoplasma infections (predominantly Mycoplasma gallisepticum) and dual infections with
Mycoplasma gallisepticum and Escherichia coli, (Chronic Respiratory Disease). Respiratory diseases
of mycoplasmal origin including those caused by Mycoplasma gallisepticum, Mycoplasma synoviae
and Mycoplasma meleagridis are treated with fluoroquinolones. Most often, mycoplasma-related
diseases trigger secondary Escherichia coli infections, evolving into Chronic Respiratory Disease.
Escherichia coli also severely exacerbate Ornithobacterium rhinotracheale infections. For the above
diseases, particularly dual bacterial infections associated with Escherichia coli, very few alternative
classes of drugs, if any, are available due to different antimicrobial spectra or markedly high levels of
resistance. (e.g. enrofloxacin, difloxacin)

Dogs and cats

e Gastrointestinal infection (Escherichia coli, Pasteurella mirabilis, Pasteurella aeruginosa). (e.g.
ciprofloxacin, marbofloxacin, norfloxacin and orbifloxacin)

e Respiratory tract infection (Escherichia coli, Salmonella intermedius, Pasteurella multocida,
Bordetella bronchiseptica, Klebsiella spp.). (e.g. ciprofloxacin, marbofloxacin, norfloxacin and
orbifloxacin)

e Septicaemia (Escherichia coli, Pasteurella multocida, Pasteurella mirabilis, Klebsiella spp.,
Staphylococcus spp.).

e Skin and wound infections (Staphylococcus intermedius, other Staphylococcus spp., Pasteurella
multocida, Escherichia coli, Pseudomonas aeruginosa, Klebsiella spp.). (e.g.ciprofloxacine,
marbofloxacine)

e Urinary tract infections (Escherichia coli, Proteus mirabilis, Staphylococcus spp., Pseudomonas
aeruginosa) (e.g. ciprofloxacin, marbofloxacin, norfloxacin and orbifloxacin)

e Canine ear infection (Staphylococcus spp., Escherichia coli, Pasteurella aeruginosa, P. mirabilis).
(e.g. ciprofloxacin, norfloxacin and orbifloxacin)

4.16. VCIA from the family Streptogramins
4.16.1 Streptogramins considered as VCIA
Virginiamycin from the streptogramin family was cited as a VCIA for animal health.
4.16.2. Spectrum of activity of streptogramins
Virginiamycin has a spectrum of activity that includes:
e Gram+ aerobic and anaerobic bacteria, except most strains of Enterococcus faecalis (and some
uncommon enterococcal species), Nocardia asteroides, some viridans streptococci, Streptococcus

agalactiae and Clostridium fallax.

e Lawsonia intracellularis, Brachyspira species and some species of Mycoplasma that are susceptibles
to virginiamycin.

4.16.3. Importance of streptogramins in veterinary medicine

Virginiamycin is an important antimicrobial to control diseases that may cause high mortality in
livestock. For this reason Virginiamycin is considered as VCIA by some countries.

A streptogramin is listed by 4 countries: Australia, Latvia, Saudi Arabia, USA.
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4.16.4. Use of streptogramins in veterinary medicine

Virginiamycin is considered as critical to prevent and control:

Cattle

e Lactic acidosis given high grain diets

Pigs

o Enteritis caused by Brachyspira hyodysenteriae and Lawsonia intracellularis

Avian

e Necrotic enteritis (Clostridium spp).

Sheep and goats

e Lactic acidosis given high grain diets

This antimicrobial is administrated by oral route in food. Some countries have withdrawn its usage.

4.17.VCIA from the sulfonamide family

4.17.1. Sulfonamides considered as VCIA

SULFONAMIDES

SULFACHLORPYRIDAZINE
SULFADIAZINE
SULFADIMERAZIN
SULFADIMETHOXINE
SULFADIMIDINE
SULFADOXINE
SULFAFURAZOLE
SULFAGUANIDINE
SULFAMETHAZINE
SULFAMETHOXAZOLE
SULFAMETHOXINE
SULFAMONOMETHOXINE
SULFANILAMIDE
SULFAQUINOXALINE

SULFONAMIDES+DIAMINOPYRIMIDINES

SULFAMETHOXYPYRIDAZINE
TRIMETHOPRIM_SULFONAMIDE

4.17.2. Spectrum of activity of sulfonamides alone or in association

Sulfonamides are antiprotozoal and antibacterial, they have a broad spectrum (against Gram+ and Gram-
organisms) and are generally inactive against strict anaerobes. Potentiated sulfonamides (e.g. association
with trimethoprim) have a wider spectrum and improved susceptibilities versus single sulfonamides.

4.17.3. Importance of sulfonamides alone or in combination with other antimicrobials in

veterinary medicine

Several sulfonamides alone or in combination with diaminopyramidines are classified as VCIA because
of the variety of administration routes available, diseases covered, and use in multiple animal species.

84
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Map 9: The importance of SULFANOMIDES for OIE members

LEGEND V] }

» I]]] Countries not included in the analysis

. Countries which have listed the sulfonamide
family
Countries which have not listed the sulfonamide
family

Map 10:The importance of SULFANOMIDES+DIAMINOPYRIMIDINES for OIE members

9
LEGEND v }

g [[[I] Countries not included in the analysis

. Countries which have listed sulfonamide+diaminopyrimidine

D Countries which have not listed sulfonamide+diaminopyrimidine

24 countries have listed antimicrobial from the sulfonamide family and 18 the association sulfonamide +
diaminopyrimidine.

4.17.4. Use of sulfonamides alone or in association in veterinary medicine
Treatment may be individually by oral or parenteral route, or may be of groups of animals via feed or

drinking water. This is essential for treatment of cattle, pigs, sheep, poultry, fish or other species where
individual treatment is impracticable.
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Table 10 and graphic 19: The importance of sulfonamides by species and for some diseases

Grupo ad hoc de la OIE encargado de la resistencia antimicrobiana/febrero de 2006

ODIGESTIVE DISEASES

ORESPIRATORY DISEASES

ESEPTICAEMIA, SEPSIS, ABSCESS, TOXAEMIA AND ENDOTOXAEMIA

sul

BOV

AVI ovi

Table 11 and graphic 20: The importance of sulfonamides~+diaminopyrimidines

by species and for some diseases

LEP 10 63%
PIS 4 50%
AVI 17 39%
SuUl 14 34%
EQU 6 33%
BOV 15 32%
oVl 9 31%
CAP 8 31%
FEL 3 30%
CAN 3 18%
API 0 0%
CAM 0 0%
PIS 4 50%
EQU 8 44%
LEP 7 44%
FEL 4 40%
CAN 6 35%
AVl 11 25%
Sul 9 22%
oVl 6 21%
CAP 5 19%
BOV 9 19%
AP| 0 0%
CAM 0 0%
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CAP

ODIGESTIVE DISEASES
DORESPIRATORY DISEASES

B SEPTICAEMIA, SEPSIS, ABSCESS, TOXAEMIA AND ENDOTOXAEMIA

O SKIN DISEASES AND TRAUMAS

AVI

BOV

EQU Sul

In several diseases and syndromes sulfonamides have been reported as member of the VCIA list by OIE

Member Countries, such as:

Cattle

o Coccidiosis (Eimeria bovis, E. zuernii)

o Enteritis, diphtheria; bacterial enteritis caused colibacillosis (Escherichia coli, Salmonella spp.)

e Pneumonia and respiratory infections (Mannheimia haemolytica),

e Pododermatitis (Fusobacterium necrophorum) and arthritis in cattle.

e Septicaemia in cattle (Escherichia coli)

e Mastitis (Staphylococcus spp.) (e.g. trimethomprim and sulfadiazine, sulfadoxine, sulfadimethoxine)

e Urinary infections (Corynebacterium renale), (environment bacteria) (e.g. sulfamethoxazole,

sulfadimethoxine)
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Pigs
e Enteritis, diphtheria (Escherichia coli, Salmonella spp.)

¢ Urinary infections (environment bacteria) (e.g. sulfamethoxazole, sulfadimethoxine)

Avian

e Coccidiosis (Eimeria necatrix, Eimeria tenella, Eimeria acervulina, Eimeria brunetti, Eimeria
maxima, Eimeria mivati); (E. adenoeides, E. meleagrimitis, E. meleagridis, E. gallopavonis) (e.g.
sulfaquinoxaline), partridge coccidiosis (E. kofoidi, E. legionensis)

e Enteritis, diphtheria (Escherichia coli, Salmonella spp.) fowl typhoid (Salmonella gallinarum);
pullorum disease (Sa/monella pullorum); duck colibacillosis (Escherichia coli)

e Cholera (Pasteurella multocida); new duck disease (Riemerella anatipestifer) (e.g. sulfathiazole,
sulfadoxine, or sulfamethoxazole. Sulfadiazine is frequently associated to trimethomprim)

o Coryza (Haemophilus gallinarum) (e.g.sulfachlorpyridazine, trimethomprim and sulfadiazine)

e Urinary infections (environment bacteria) (e.g. sulfamethoxazole, sulfadimethoxine)

Sheep and goats
e Enteritis, diphtheria (Escherichia coli, Salmonella spp.)

¢ Urinary infections (environment bacteria) (e.g. sulfamethoxazole, sulfadimethoxine)

Horses
o Enteritis, diphtheria (Escherichia coli, Salmonella spp.)
¢ Pneumonia and respiratory infections (Streptococcus equi and strangles)

e Urinary infections (environment bacteria) (e.g. sulfamethoxazole, sulfadimethoxine)

Dogs and cats

e Coccidiosis in dogs (Isospora canis and Isospora ohioensis) (e.g. sulfaquinoxaline, sulfathiazole,
sulfamerazine)

o Enteritis, diphtheria (Escherichia coli, Salmonella spp.) bacterial enteritis in dogs (Salmonella spp.)
(e.g. sulfadimethoxine, sulfachlorpyridazine, trimethomprim and sulfadiazine)

e Pneumonia and respiratory infections in dogs (Bordetella spp)
¢ Urinary infections (environment bacteria) (e.g. sulfamethoxazole, sulfadimethoxine)
Fish

e Catfish enteric septicaemia (Edwardsiella ictaluri); salmon and trout furunculosis (deromonas
salmonicida); salmon vibriosis (Vibrio anguillarum) (e.g. sulfamethoxine)

e Urinary infections (environment bacteria) (e.g. sulfamethoxazole, sulfadimethoxine)
4.18.VCIA from the tetracyclines family
4.18.1. Tetracyclines considered as VCIA

Four tetracyclines have been cited as VCIA: chlortetracycline, doxycycline, oxytetracycline and
tetracycline.

4.18.2. Spectrum of activity of tetracyclines
Tetracyclines have a particularly wide range of antibacterial activity, being active against many Gram+

and Gram- bacteria, together with some mycoplasmas, rickettsiae, protozoa (e.g. Anaplasma, Theileria,
Eperythrozoon) and chlamydiae.
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4.18.3. Importance of tetracyclines in veterinary medicine

Tetracyclines, despite their availability during many years, still remain a very widely used and effective
group of antimicrobials in veterinary medicine. Whereas in vitro antimicrobial resistance is common, the
group retains valuable therapeutic activity in practice. There are no alternaltives to tetracyclines in the
treatment of animals against EArlichia ruminantium or Ehrlichia canis.

Map 11:The importance of TETRACYCLINES for OIE members

» I[I]] Countries excluded from the database

. Countries which have listed the tetracycline
family
Countries which have not listed the tetracycline
family

For 44 respondents (83 %), tetracycline is a very critically important family of antimicrobials
4.18.4. Use of tetracyclines in Veterinary Medicine

Table 12 and graphic 21: The importance of tetracyclines by species and for some diseases
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Tetracycline is listed by all the members that have given information for camels, by 86,1 % of those
which have listed antimicrobials for ovines, by 85 % of the countries answering for bovines.

Tetracyclines are critically important in veterinary medicine to treat several important diseases:
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Cattle

e Acute interdigital necrobacillosis caused by Fuobacterim necrophorum and Bateroides spp.
(oxytetracycline).

o Enteric colibacillosis in calves caused by Escherichia coli (oxytetracycline).

e Respiratory disease caused by a range of bacteria including Mannheimia haemolytica, Pasteurella
multocida and Histophilus somni (oxytetracycline).

e Metritis in cows (oxytetracycline).

e Mastitis caused by Staphylococcus aureus, Streptococcus agalactiae, Streptococcus uberis,
Streptococcus dysgalactiae and Escherichia coli (oxytetracycline).

¢ Conjunctival keratoconjunctivitis caused by Moraxella bovis infection (oxytetracycline).
e Bovine anaplasmosis (oxytetracycline)
Pigs

e Respiratory disease caused by a range of bacteria including Actinobacillus pleuropneumoniae,
Pasteurella multocida and Streptococcus suis (chlortetracycline, oxytetracycline).

e Mastitis-metritis-agalactia syndrome (oxytetracycline).
Avian

e Respiratory disease in poultry caused by Escherichia coli, pasteurella and mycoplasma
(chlortetracycline, oxytetracycline).

¢ Rhinotracheitits in turkeys (chlortetracycline).

Sheep and goats

e Acute interdigital necrobacillosis caused by Fusobacterim necrophorum and Bacteroides spp.
(oxytetracycline).

e Pasteurellosis.
e Ovine epiythrozoonosis (oxytetracycline)

Dogs and cats
e Respiratory disease (doxycycline).
e Periodontal disease caused by anaerobes and aerobes (doxycycline).

e FEhrlichia canis (oxytetracycline, doxycycline)
Conclusions and recommendations

The response to the VCIA questionnaire highlights the importance given to this subject by OIE Member Countries
representatives of all regions and those international organisations having signed a co-operation agreement with
OIE.

The results of this questionnaire therefore enable the OIE to obtain and further develop an important and credible
database on antimicrobials that are determined to be critically important in animals on a world wide scale.

Regarding the concept and the aims of VCIA, there is general agreement by respondents on the criteria proposed
by OIE as evidenced by the responses.

The number of antimicrobials considered as VCIA by respondents reflects the complexity of veterinary medicine,
the multiplicity of target species and the variety of national or regional needs. It should be noted that not all

substances are available in all countries.

In general it is considered that all legally available and approved antimicrobials are critically important when
treating, preventing and controlling animal diseases.
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In managing animal health, veterinarians must often focus on treating, preventing and controlling diseases on a
herd or flock basis.

Availability, efficacy and cost of a variety of antimicrobials is also of great concern to veterinarians (especially
food animal veterinarians), who have a limited number of antimicrobial compounds to choose from. Other factors
to take into account are: the different types of production systems, treatments applied at both individual and herd
level, the relation between pathogenesis and epidemiology, the diversity of pathogens, the frequency of co-
infections, and the personnel necessary to administrate antimicrobial treatments.

Furthermore, it is necessary to have a wide choice of products in a variety of antimicrobial classes available to the
veterinarian in treating animal diseases, when they have been proven to be safe and effective, to reduce the
selection of resistance by overuse of a few products. Restricting important classes of antimicrobials for veterinary
use may increase the selective pressure for resistance in the remaining antimicrobials. OIE has now created the 1%
consolidated list of antimicrobials considered as VCIA. The responsibility for defining what veterinary medicinal
products containing antimicrobials are considered as critical should remain a national or regional responsibility.
There is, however a need to periodically update the lists.

When comparing the list of antimicrobials designated as critically important, highly important or important
antimicrobials by WHO for humans and the list of VCIA, it is clear that the families of all such antimicrobials are
mostly the same for humans and for animals. There are a few classes of antimicrobials used in humans only or in
animals only. However, what may be considered uniquely important in the human sector today may in the future
become important for veterinary medicine and vice versa.

The OIE has established guidelines for the prudent use of veterinary antimicrobials as defined in the Terrestrial
Animal Health Code Appendix 3.9.3. OIE and member countries should continue to support the implementation of
these principles. Prudent use principles must be periodically reviewed and updated as new scientific information
becomes available. OIE should assist member countries in the implementation of the relevant OIE guidelines with
due regard to critically-important antimicrobials.

Most respondents indicated that antimicrobials are regulated by specific laws to authorise their use and that
antimicrobials are only available on prescription. However, six of the respondents indicated that they have no legal
requirements for the authorisation or use of antimicrobials. There is a concern that this may also be the case in
other countries.

Therefore, such OIE Member Countries are encouraged to implement the provisions of Article 3.9.3.3 of the
Terrestrial Animal Health Code to establish national regulatory authorities that are responsible for granting
marketing authorisation.

Countries lacking the necessary resources to implement such registration procedures for antimicrobials, and whose
supply principally depends on imports should undertake the following measures as provided in the Terrestrial
Code:

a)  Check the efficacy of administrative controls on the import of these antimicrobials;
b) Check the validity of the registration procedures of the exporting and manufacturing country as appropriate;
c¢) Develop the necessary technical co-operation with experienced authorities to check the quality of imported

antimicrobials as well as the validity of the recommended conditions of use.

Efforts should be made to coordinate the regulation of the authorisation and the use of antimicrobials in veterinary
medicine around the world

Further Development of the VCIA List

The list of VCIA should be regularly updated according to the latest scientific information and recognising that the
position is not static.

Once this list has been accepted by OIE Member Countries, FAO, OIE and WHO should consider convening a
joint meeting to give recommendations on the appropriate balance to be struck between animal health needs and
public health considerations. The outcome of this process should be taken into account by the Codex Alimentarius
Commission, within the Codex/OIE task force, as recommended at the Oslo meeting.

...Appendices...

90 Comision de Normas Biologicas /Enero de 2006



Grupo ad hoc de la OIE encargado de la resistencia antimicrobiana/febrero de 2006 Anexo VII (cont.)

Appendix 1

Letter to Delegates asking for the nomination of national contact persons for VICH activities

Our Ref.: CB/SL 35.544 Paris, 1 August 2005

To: Delegates of Member Countries

Dear Delegate

In the context of our collaboration with WHO, FAO and Codex Alimentarius, the OIE has been asked to
develop a list of critically important antimicrobials in veterinary medicine. The aim of the list of veterinary
critically important antimicrobials (VCIA) is to safeguard the efficacy and availability of veterinary
antimicrobial products for diseases where there are few or no antimicrobial alternatives.

Please could you assist the OIE by completing the enclosed questionnaire and returning it, no later than
28 October 2005, to the Scientific and Technical Department by fax at: +33 1 42.67.09.87 (attention Dr
C. Bruschke) or by E-mail at: scientific.dept@oie.int (if E-mail is used to send the questionnaire, please
also mail a paper copy because some files might loose their initial page format and the hard copy could
help us if needed to reconstitute the original document).

| thank you in advance for your cooperation on this important subject.

Yours sincerely

Dr Bernard Vallat
Director General

Enclosure: VCIA Questionnaire
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Our Ref.: CB/SL 30.165 Paris, 8 August 2005

The Executive Director

International Federation for Animal Health
1 rue Defacqz

B-1000 Bruxelles

BELGIUM

Dear Sir

In the context of our collaboration with WHO, FAO and Codex Alimentarius, the OIE has been asked to
develop a list of critically important antimicrobials in veterinary medicine. The aim of the list of veterinary
critically important antimicrobials (VCIA) is to safeguard the efficacy and availability of veterinary
antimicrobial products for diseases where there are few or no antimicrobial alternatives.

Please could you assist the OIE by completing the enclosed questionnaire and returning it, no later than
28 October 2005, to the Scientific and Technical Department by fax at: +33 1 42.67.09.87 (attention Dr
C. Bruschke) or by E-mail at: scientific.dept@oie.int (if E-mail is used to send the questionnaire, please
also mail a paper copy because some files might loose their initial page format and the hard copy could
help us if needed to reconstitute the original document).

| thank you in advance for your cooperation on this important subject.

Yours sincerely

Dr Bernard Vallat
Director General

Enclosure: VCIA Questionnaire
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Appendix 1.1 Questionnaire in English
Veterinary Critically Important Antimicrobials (VCIA)
OIE Member Countries are invited to develop national, and/or regional lists of VCIA.
1. Background

The FAO/OIE/WHO Expert Workshop on Non-Human Antimicrobial Usage and Antimicrobial Resistance
held in Geneva, Switzerland, in December 2003 (Scientific Assessment) and in Oslo, Norway, in March 2004
(Management Options) recommended that the OIE should develop a list of critically important antimicrobials
in veterinary medicine and that WHO should also develop such a list of critically important antimicrobials in
human medicine.

Conclusion No. 5 of the Oslo Workshop is as follows:

5. The concept of “critically important” classes of antimicrobials for humans should be pursued by
WHO. The Workshop concluded that antimicrobials that are critically important in veterinary
medicine should be identified, to complement the identification of such antimicrobials used in
human medicine. Criteria for identification of these antimicrobials of critical importance in
animals should be established and listed by OIE. The overlap of critical lists for human and
veterinary medicine can provide further information, allowing an appropriate balance to be struck
between animal health needs and public health considerations.

The terms of reference for the proposed OIE Expert Group on Veterinary Critically Important Antimicrobials
(VCIA) were adopted in November 2004 by the OIE Ad hoc Group on Antimicrobial Resistance. The concept
and definition of VCIA were adopted by the OIE Ad hoc Group in January 2005 and then endorsed by the
Biological Standards Commission of the OIE.

2. Aim of the list of VCIA

Veterinary antimicrobial products (VAPs) are essential tools for treating, controlling and preventing
infectious animal diseases as well as promoting animal health and welfare and, consequently, human health.

The aim of defining a list of VCIA is to safeguard the efficacy and availability of VAPs for diseases where
there are few or no antimicrobial alternatives. Inclusion implies that the disease is serious and may have
important consequences for animal health and welfare, public health or important economic consequences.
The prevalence of resistance to antimicrobials that are currently authorised for the treatment of infectious
diseases in animals is a factor that may influence the selection of VCIA or the alternative therapeutic options
that may need to be included in a list of VCIA. Emergence of new resistant phenotypes and spread of existing
resistant phenotypes, as well as changes in the prevalence of diseases, will necessitate periodic review of the
list of VCIA.

The list could help veterinarians in their therapeutic choice.

The list could complement the OIE guideline for the responsible and prudent use of antimicrobial agents in
veterinary medicine (OIE Terrestrial Code Appendix 3.9.3).

The list could be useful for the risk assessment of antimicrobial resistance in accordance with OIE Terrestrial
Code Appendix 3.9.4. In this context, lists of CIA for humans and for animals are elements that could be
taken into account in a risk assessment process.

3. Proposed criteria for establishing a CIA list for veterinary medicine
There are various grounds by which VAPs may be defined as VCIA, but one of the main criteria should be
that there are few or no antimicrobial alternatives for the treatment, control and/or prevention of the animal
disease.
If the antimicrobials are defined as critically important, this implies that the disease they are used to treat or

prevent is serious and may have important consequences for animal health and welfare, public health or
important economical consequences.
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Proposed definition of VCIA:

Veterinary critically important antimicrobials are antimicrobials used for the treatment, prevention and control

of serious animal infections that may have important consequences for animal health and welfare, public

health or important economical consequences and where there are few or no alternatives.

These antimicrobials should be available in adequate amounts and appropriate pharmaceutical forms, be of
assured quality and economically accessible.

Primary criteria

- Used to treat serious disease in an animal species.

-  Sole therapy or one of few antimicrobial alternatives.
Additional criteria that could be considered:

- Assured quality.

Appropriate dosage form.
- Availability.
- Economic accessibility.
- Other considerations including economic and animal welfare importance of the disease.
Responsibility for the establishment and maintenance of the list
National or regional authorities should transmit their lists to OIE for review and consolidation purposes. OIE

will maintain a consolidated list of antimicrobial active substances considered as VCIA. The list should be
regularly updated.

The responsibility for defining what veterinary medicinal products containing antimicrobials are considered as
essential remains a national or regional responsibility.

On 8 October 2004, the OIE sent letter to Delegates requesting the nomination of a national contact person on
veterinary drugs, who would operate under the authority of the national delegate (appendix I). Member Countries
that have not yet nominated a contact person are requested to provide their answer when returning this
questionnaire.
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QUESTIONNAIRE

OIE Member Countries are asked to complete the following questionnaire:
Country: Date:

Details of OIE contact person for veterinary drugs (Name, address, telephone and fax number, email
address):

Question 1:
Part |
Please provide a list of proposed of Veterinary Critically Important Antimicrobials.

Animal species Name of the disease Causative microbial species Antimicrobial substance

*Please note that there can be more than one VCIA for a particular disease.
**Please also note that VCIA may differ in respect of species application.

Question 1 :

Part 11

If possible for each proposed VCIA give the appropriate justifications (Please use one sheet [as detailed below] for
each proposal VCIA).

Animal Species

Diseases Name of the disease
Causative microbial species

Treatment Antimicrobial substance ‘

(including Route Oral (O) / parenteral (P)
prevention and fintramammary (IMM)
control) /local or topical (L)
Type of use Treatment (T) / Prevention
(P) / Control (C)
Accessibility of the product L/M/Ha)
Quality of the substance L/IM/Ha
Justification No or limited antimicrobial None or some (If some,
alternatives specify the antimicrobial
substance in the column to
the right)

Other alternatives: For
vaccine indicate the name
and the composition

Seriousness of the disease Prevalence
Animal Health and welfare L/M/H?)
Mortality
L/MH?
Economic importance of the L/IMH?a)
disease

Other justifications (including
animal welfare)

2 For ranking L = Low, M = Medium and H = High
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o Accessibility of the product: This criterion refers to the availability of the product in the country in terms
of supply, distribution, price and easiness of application. As accessibility merges together several factors
that are relevant according to the country, we chose not to define further the three rankings proposed:
Low, Medium and High.

e Quality of the substance: This criterion refers to the pharmaceutical quality of the antimicrobial
substance in the country. Definition of the three rankings proposed: Low (no controls or no knowledge of
the quality, several sources), Medium (some controls in place) and High (Good Manufacturing Practice in
place).

e Prevalence of the disease: Ranking proposed: Low (= rare or sporadic), Medium (= rather common in
animal population of the country) and High (= very common). Give percentages if available.

e  Mortality: Ranking proposed: Low (= occasional), Medium (= some) and High (= very common). Normal
mortality rates should be considered for each animal species when ranking mortality. Give percentages if
available.

e Economic importance of the disease: This criterion refers to the cost of the disease to farmers/animal
producers and the meat processing industry or potential public health consequences. As figures are not
always available and the cost can include different items, please do not include figures but the ranking
Low, Medium, High.

e  Other justifications: Animal welfare should be taken into account as a criterion.

Question 2:

Do you have other suggestions for the aim of the VCIA list as defined above?

Question 3:

Do you have other suggestions for proposed criteria?

Question 4:

Are there specific rules in your country for the authorisation or usage of antimicrobials or certain classes of
antimicrobials?

Please could you assist the OIE by completing the enclosed questionnaire and returning it, no later than 31
December 2005, to the Scientific and Technical Department by fax at: +33 1 42.67.09.87 (attention Dr C.
Bruschke) or by E-mail at: scientific.dept@oie.int (if E-mail is used to send the questionnaire, please also mail a
paper copy because some files might loose their initial page format and the hard copy could help us if needed to
reconstitute the original document).
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Table 13: Antimicrobial substance classification

Anexo VII (cont.)

Appendix 2

ANTIMICROBIAL FAMILY

ANTIMICROBIAL SUB FAMILY

ANTIMICROBIAL SUBSTANCE

AMINOGLYCOSIDES

AMINOCYCLITOL

SPECTINOMYCIN

AMINOGLYCOSIDES

STREPTOMYCIN

AMIKACIN

DIHYDROSTREPTOMYCIN

APRAMYCIN

FRAMYCETIN

GENTAMICIN

KANAMYCIN

NEOMYCIN

PAROMOMYCIN

TOBRAMYCIN

ANSAMYCINS

RIFAMYCINS

RIFAMPICIN

RIFAMYCIN

RIFAXIMIN

BICYCLOMYCIN

BICYCLOMYCIN

BICOZAMYCIN

CEPHALOSPORINS

CEPHALOSPORINS 1G

CEFACETRILE

CEFALEXIN

CEFALOTIN

CEFAPIRIN

CEFAZOLIN

CEFALONIUM

CEPHALOSPORINS 2G

CEFUROXIME

CEPHALOSPORINS 3G

CEFOPERAZONE

CEFTIOFUR

CEFTRIAXONE

CEPHALOSPORINS 4G

CEFQUINOME

DIAMINOPYRIMIDINES

DIAMINOPYRIMIDINES

BAQUILOPRIM

TRIMETHOPRIM

FOSFOMYCIN

FOSFOMYCIN

FOSFOMYCIN

FUSIDIC ACID

FUSIDIC ACID

FUSIDIC ACID

GLYCOPEPTIDES

GLYCOPEPTIDES

AVOPARCINE

VANCOMYCIN

IMIDAZOLES

NITROIMIDAZOLES

DIMETRIDAZOLE

METRONIDAZOLE

IONOPHORES

IONOPHORES

LASALOCID

MADURAMYCIN

MONENSIN

NARASIN

SALINOMYCIN

SEMDURAMICIN

PEPTIDE_IONOPHORES

BAMBERMYCIN

FLAVOPHOSPHOLIPOL

LINCOSAMIDES

LINCOSAMIDES

CLINDAMYCIN

LINCOMYCIN

PIRLIMYCIN

MACROLIDES

AZALIDE

TULATHROMYCIN

MACROLIDES C14

ERYTHROMYCIN

MACROLIDES C16

JOSAMYCIN

KITASAMYCIN

SPIRAMYCIN

TILMICOSIN

TYLOSIN

MIROSAMYCIN

TERDECAMYCIN

NITROFURANS

NITROFURANS

FURALTADONE

FURAZOLIDONE

NITROFURAN

NITROFURAZONE

NOVOBIOCIN

NOVOBIOCIN

NOVOBIOCIN

ORTHOSOMYCINS

ORTHOSOMYCINS

AVILAMYCIN
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ANTIMICROBIAL FAMILY

ANTIMICROBIAL SUB FAMILY

ANTIMICROBIAL SUBSTANCE

PENICILLINS

NATURAL PENICILLINS

BENZYLPENICILLIN

PENETHAMATE HYDROXYDE

PENICILLIN PROCAINE

AMIDINOPENICILLIN

MECILLINAM

AMINOPENICILLINS

AMOXICILLIN

AMPICILLIN

HETACILLIN

AMINOPENICILLIN PLUS BETALACTAMASE INHIBITOR

AMOXICILLIN_CLAVULANIC_ACID

CARBOXYPENICILLINS

TICARCILLIN

TOBICILLIN

UREIDO PENICILLIN

ASPOXICILLIN

PHENOXYPENICILLINS

PHENOXYMETHYLPENICILLIN

PHENETHICILLIN

ANTISTAPHYLOCOCCAL PENICILLINS

CLOXACILLIN

DICLOXACILLIN

NAFCILLIN

OXACILLIN

PHENICOLS

PHENICOLS

CHLORAMPHENICOL

FLORFENICOL

THIAMPHENICOL

PLEUROMUTILINS

PLEUROMUTILINS

TIAMULIN

VALNEMULIN

POLYPEPTIDES

POLYPEPTIDES

BACITRACIN

ENRAMYCIN

GRAMICIDIN

POLYPEPTIDES CYCLIC

COLISTIN

POLYMIXIN

QUINOLONES

QUINOLONES 1G

FLUMEQUIN

MILOXACIN

NALIDIXIC ACID

OXOLINIC ACID

QUINOLONES 2 G (FLUOROQUINOLONES)

CIPROFLOXACIN

DANOFLOXACIN

DIFLOXACIN

ENROFLOXACIN

MARBOFLOXACIN

NORFLOXACIN

OFLOXACIN

ORBIFLOXACIN

QUINOXALINES

QUINOXALINES

CARBADOX

SULFONAMIDES

SULFONAMIDES

SULFACHLORPYRIDAZINE

SULFADIAZINE

SULFADIMERAZINE

SULFADIMETHOXINE

SULFADIMIDINE

SULFADOXINE

SULFAFURAZOLE

SULFAGUANIDINE

SULFAMETHAZINE

SULFAMETHOXAZOLE

SULFAMETHOXINE

SULFAMONOMETHOXINE

SULFANILAMIDE

SULFAQUINOXALINE

SULFONAMIDES+DIAMINOPYRIMIDINES

SULFONAMIDES+DIAMINOPYRIMIDINES

SULFAMETHOXYPYRIDAZINE

TRIMETHOPRIM_SULFONAMIDE

STREPTOGRAMINS STREPTOGRAMINS VIRGINIAMYCIN
TETRACYCLINES TETRACYCLINES CHLORTETRACYCLINE
DOXYCYCLINE
OXYTETRACYCLINE
TETRACYCLINE
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Appendix 3

Comparison of the use of antimicrobials in Human medicine and in veterinary medicine

Classification

WHO

Human medicine

Veterinary medicine

Antimicrobial family

Antimicrobial substance

Antimicrobial family

Antimicrobial substance

CIA Aminoglycosides Amikacin Aminoglycosides Amikacin
Arbekacin Aminoside
Gentamicin Apramycin
Kanamycin Dihydrostreptomycin
Neomycin Framycetin
Netilmycin Gentamicin
Streptomycin Kanamycin
Tobramycin Neomycin
Paromomycin
Spectinomycin
Streptomycin
Tobramycin
HIA Spectinomycin
CIA Ansamycins Rifabutin Ansamycins Rifabutin
Rifampin Rifaximin
Rifaximin Rifamycin
Bicyclomycin Bicozamycin
CIA Carbapenems and other Ertapenem
penems
Faropenem
Imipenem
Meropenem
HIA Cephalosporins, 15t generation | Cefazolin Cephalosporins, 1stgeneration | Cefazolin
Cefalexin Cefalexin
Cefalothin Cefalothin
Cefradine Cefapirin
Cefacetrile
Cefalonium
HIA Cephalosporins, 2" generation | Cefuroxime Cephalosporins, 2 generation | Cefuroxime
Cefamandole
Cefaclor
Loracarbef
CIA Cephalosporins, 3¢ generation | Cefoperazone Cephalosporins, 31 generation | Cefoperazone
Ceftriaxone Ceftriaxone
Cefpodoxime Ceftiofur
Ceftazidime
Ceftizoxime
Cefixime
Cefoperazone / sulbactam
Cefotaxime
CIA Cephalosporins 4t generation | Cefepime Cephalosporins 4t generation | Cefquinome
Cefpirome
Cefoselis
HIA Cephamycins Cefotetan
Cefoxitin
CIA Lipopeptides Daptomycin
CIA Glycopeptides Teicoplanin Glycopeptides Avoparcine
Vancomycin Vancomycin
CIA Macrolides including 14, 15, Azithromycin Macrolides including 14, 15, Erythromycin
16 membered compounds, 16 membered compounds,
ketolides ketolides
Clarithromycin Josamycin
Erythromycin Kitasamycin
Midecamycin Mirosamycin
Roxithromycin Spiramycin
Spiramycin Terdecamycin
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Telithromycin Tilmicosin
Tulathromycin
Tylosin
CIA Oxazolidinones Linezolid
CIA Penicillins, aminopenicillins Ampicillin Penicillins, aminopenicillins Ampicillin
Ampicillin/sulbactam Amoxicillin
amoxicillin
Piperacillin Hetacillin
Piperacillin /tazobactam*
Aminopenicillin plus Amoxicillin/clavu-lanate Amoxicillin_clavulanic_acid
betalactamase inhibitor
CIA Penicillins, natural Penicillin G Penicillins, natural Penicillin G (benzylpenicillin)
Penicillin V Penicillin V
Penethamate hydriodide
Penicillin procain
Phenoxypenicillin Phenoxymethylpenicillin
Phenethicillin
Carboxypenicillin Tobicillin
Ticarcillin
Ureido penicillin Aspoxicillin
HIA Amidinopenicillins Mecillinam Amidinopenicillins Mecillinam
HIA Penicillins, antipseudomonal* | Azlocillin
Carbenicillin
Mezlocillin
Ticarcillin
Ticarcillin/clavu-lanate
IA Penicillins, antistaphylococcal Penicillins, antistaphylococcal | Cloxacillin
Dicloxacillin
Nafcillin
Oxacillin
CIA Quinolones Cinoxacin Quinolones Ciprofloxacin
Ciprofloxacin Danofloxacin
Enoxacin Difloxacin
Gatifloxacin Enrofloxacin
Gemifloxacin Flumequin
Levofloxacin Marbofloxacin
Lomefloxacin Miloxacin
Moxifloxacin Nalidixic acid
Nalidixic acid Norfloxacin
Norfloxacin Ofloxacin
Ofloxacin Orbifloxacine
Pipemidic acid Oxolinic acid
Sparfloxacin
CIA Streptogramins Quinupristin/dalfo-pristin
Pristinamycin
CIA Drugs used solely to treat Cycloserine
tuberculosis or other
mycobacterial diseases
Ethambutol
Ethionamide
Isoniazid
Para-aminosalicylic acid
Pyrazinamide
HIA Clofazimine
HIA Monobactams Aztreonam
HIA Sulfonamides, DHFR inhibitors | Para-aminoben-zoic acid Sulfonamides, DHFR inhibitors
and combinations and combinations
Pyrimethamine Sulfachlorpyridazine
Sulfadiazine Sulfadiazine
Sulfamethoxazole Sulfamethoxazole
Sulfapyridine Sulfadimerazine
Sulfisoxazole Sulfadimethoxine
Trimethoprim Sulfadimidine
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HIA

Sulfones

Dapsone

Sulfadoxine

Sulfachlorpyridazine

Sulfadiazine

Sulfadimerazine

Sulfafurazole

Sulfaguanidine

Sulfamethazin

Sulfamethoxine

Sulfadimethoxine

Sulfamonomethoxine

Sulphanilamide

Sulfaquinoxaline

Sulfonamides +
diaminopyrimidines

Sumfamethoxypyridazine

Trimethoprim_sulfonamide

Diaminopyrimidines

Baquiloprim

Trimethoprim

HIA

Tetracyclines

Chlortetracycline

Tetracyclines

Chlortetracycline

Doxycycline

Doxycycline

Minocycline

Oxytetracycline

Oxytetracycline

Tetracycline

Tetracycline

Amphenicols

Chloramphenicol

Phenicols

Chloramphenicol

Thiamphenicol

Thiamphenicol

Florfenicol

Cyclic polypeptides

Bacitracin

Polypeptides

Bacitracin

Colistin

Enramycin

Gramicidin

Polymixin

Polymyxins

Colistin

Polymyxins

Colistin

Polymyxin B

Polymyxin B

Fosfomycin

Fosfomycin

Fosfomycin

Fusidic acid

Fusidic acid

Fusidic acid

Lincosamides

Clindamycin

Lincosamides

Clindamycin

Lincomycin

Lincomycin

Pirlimycin

Mupirocin

Nitrofurans

Furazolidone

Nitrofurans

Furazolidone

Nitrofurantoin

Furaltadone

Nitrofuran

Nitrofurazone

Nitroimidazoles

Metronidazole

Imidazoles

Metronidazole

Tinidazole

Dimetridazole

Novobiocin

Novobiocin

Orthosomycin

Avilamycin

Pleuromutilins

Tiamulin

Valnemulin

Quinoxaline

Carbadox

Streptogramin

Virginiamycin

lonophores

Lasalocid

Maduramycin

Monensin

Narasin

Salinomycin

Semduramicin

Bambermycin

Flavophoshoalipol
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Appendix 4
Classification of diseases

The different responses for diseases were regrouped according to the affected organ or system. Diseases in which
several organs are affected were classified in “Septicemia, sepsis, abscess, toxaemia and endotoxaemia”, or in the
category relevant to the organ that is dominantly affected.

Digestive diseases

Actinobacillosis, Bacterial diarrhea, Campylobacteriosis, Clostridial diarrhoea, Clostridial enteritis, Clostridiosis,
Colibacillosis, Colitis, Diarrhoea, Diarrhoea in foals, Digestive infection, Diphteria, Dysentery, Enteric infections,
Enteritic redmouth, Enteritis, Enteritis necroticans, Enterocolitis, Enteropathy complex, Escherichia coli, Ileitis,
Infectious typhlitis, Interdigital necrobacillosis, Lactic acidosis, Lamb dysenterie, Liver abscess, Livercoccidiosis,
Necrobacillosis, Necrotic enteritis, Neonatal diarrhoea, Oral necrobacilosis, Paratyphoid, Paresie caecale, Piglet
dysentery, Porcine proliferative enteropathy, Proliferative enteritis, Proliferative enteropathy, Pullorum disease,
Salmonellosis, Salmonellosis gallinarum / pullorum, Swine dysentery, Terminal ileitis, Tyzzer, Ulcerative colitis,
Ulcerative enteritis, Vesiculitis, Woody tongue, Yersiniosis

Digestive diseases / parasites
Coccidiosis, Histomoniasis
Hemoparasites / Endoparasites

Anaplasmosis, Babesiosis, Besnoitiosis, Cowdriosis, Ehrlichiosis, Eperythrozoonosis, Heartwater,
Leucocytozoonosis, Theileriosis, Tick Borne Fever, Trichomoniasis

Kidney And Urinary Tract Diseases

Bacterial kidney disease, Cystitis, Pyelonephritis, Cystopyelonephritis, Nephritis, Pulpy kidney, Urinary diseases,
Urinary infections

Mastitis

Acute mastitis, Agalactia, Mastitis’wounds, MMA syndrome, Staphylococcal mastitis, Streptococcal mastitis,
Summer mastitis

Nervous diseases
Central nervous system abces, Encephalitis, Listeriosis, Meningitis, Meningo-encephalitis
Ophtalmic diseases

Conjunctivitis, Keratitis, Conjunctivitis/keratitis, Eye infections, Eye inflammation, Eyes pathology, Infective
keratocongunctivitis, Infective keratoconjunctivitis, Keratoconjunctivitis, Ocular infection, Ophtalmic diseases,
Uveitis

Reproductive and Genital Tract Diseases

Acute endometritis puerperalis, Acute metritis puerperalis, Acute puerperal endometritis, Balanopostitis, Cem
mare, Cem stallion, Chronic endometritis puerperalis, Endometritis/metritis, Genital tract infection, Genito
diseases, Infectious diseases/endometritis, Infectious diseases/metritis, Metritis, Metritis/endometritis/traumatic
wounds, Orchitis/epididimis, Peritonitis: gi tract/urogenital, Post calving uterine infection, Prophylaxis in surgical
procedures: funiculitis, Reproductive and genital tract diseases, Urogenital infection, Urogenital infections,
Vibriosis, Wound infection/endometritis/ metritis, Wound infections/metritis, Wound infection/endometritis/
metritis, Wound infections/mastitis/metritis
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Respiratory diseases

Acute bronchopneumonia, Airsacculitis, Aspiration pneumonia, Atrophic rhinitis, Atypical pneumonia,
Bordetellosis, Bronchopneumonia, CCPP (Contagious Caprine Pleuropneumonia), Chronic bronchopneumonia,
Chronic respiratory disease, Coryza, Duck infectious serositis, Enzootic pneumonia, General respiratory infections,
Gill disease, Glasser's disease, Haemophilus pneumonia meningitis/encephalitis, Kennel cough, Laryngitis, Lower
respiratory tract infection, Mycoplasma, Mycoplasmal pneumonia, Mycoplasmosis, Necrotic pleuropneumonia,
Ornithobacterium rhinotracheitis, Pastereliosis/pneumoniae, Peripneumonia, Plague, Pleuritis, Pleuropneumonia,
Pneumo-enteritis-complex, Pneumonia, Polyserositis (glasser's disease), Porcine pleuropneumonia, Porcine
polyserozitis, Respiratory infections, Respiratory syndrome, Retentio secundinarum, Rhinitis, Rhinitis contagiosa,
Rhinotracheitis, Sinusitis, tracheitis, airsacculitis, Sinusitis/tracheitis, Sinusitis/tracheitis/airsacculitis, Upper
respiratory tract infection

Septicaemia, Sepsis, Abscess, Toxaemia And Endotoxaemia

(Sepsis due to) neonatal diarrhea, Abscesse, Actinomicosis, American foulbrood, Anthrax, Blackleg, Blood spot,
Botulism, Brucellosis, Chlamydiosis, Coldwater disease, Colisepsis, Edwardsiellosis, Enterotoxemia, Erysipelas,
European foulbrood, Flavobacteriosis, Flexibacteriosis, Foulbrood, Fowl cholera, Furunculosis pis, General
infections, Glining bacterial disease, Haemorrhagic septicaemia, Infected umbilicus, Leptospirosis, Lymphangitis,
Malignant oedema, Motile aeromonad disease, Mycobacteriosis, Naval ill, Neonatal septicaemia, New duck
syndrome, Nocardiosis, Omphalitis, Otitis, Otitis media, Pasteurellosis, Peritonitis, Peritonitis: surgery,
Pseudomonosis, Pseudotuberculosis, Rabbit syphilis, Rhodococcose, Riketsiosis, Sepsis, Septicaemia, Septicaemia,
sepsis, abcess, toxemia and endotoxemia, Staphylococcus, Strangles, Streptococcal infection, Streptococcus
disease, Swine erysipelas, Tetanus, Variola, Vibriosis pis

Skeleton, Articular, Locomotor and Foot Diseases

(Poly-)arthritis/synovitis, Actinomycosis, Arthritis, Digital dermatitis, Foot root, Inf. Polyarthritis, Interdigital
dermatitis, Osteomyelitis, Periarthritis, Pietin, Polyarthritis, Polyarthritis (in foal), Post dipping lameness,
Rotkreupel, Strawberry footrot, Synovitis

Skin diseases and traumas

Columnaris, Contagious skin infection, Dermatitis, Dermatitis subcutaneus, Dermatitis ulcerosa, Dermatitis
abcesses, Dermatophilosis, Ecthyma, Exudative dermatitis, Exudative epidermitis, Exudative epidermitis (greasy
pig disease), Foruncolosis pis, Fowl tiphoid, Gangrenous dermatitis, Gas gangrene (wound infection), Greasy pig,
Infected wounds, Infections of skin and wounds, Necrotic stomatitis, Oedema disease, Prophylaxis in wound
treatment and suturing, Pyodermitis, Red disease, Red spot disease, Skin diseases and traumas, Skin infections,
Skin-abcesses, Traumatic wounds, Weaning disease, oedema disease, Wounds, Wound infection.
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Appendix 5

Answer to questions 2/3/4

QUESTION 2

ALGERIA No

ARGENTINA No

ARMENIA No response

AUSTRALIA No response

BANGLADESH No

BELARUS It would perhaps be useful to draw up a list of veterinary drugs used in critical situations and to limit their routine use

BENIN No

BOLIVIA No

BOSTWANA No, not at the moment

BRAZIL No
We did not fully understand the definition of veterinary critically important antimicrobials. This partially explains the

BURKINA FASO length of time taken to reply.

CENTRAL AFRICAN REP. No

CHINA No response
Food safety considerations should guide the drawing up of the list, taking up the recommendations of the Codex

COLOMBIA Alimentarius on the matter, in particular those of the Committee on Residues of Veterinary Drugs in Foods. This is of
particular importance in view of the public health and international trade aspects.

CONGO We wanted the concept of antimicrobials to be extended to include prophylactic agents (vaccines and sera).

COTE D IVOIRE No response

CROATIA No

CUBA No response

CZECH REPUBLIC No response

DENMARK No response
Firstly to draw up a list of diseases with few antimicrobial alternatives for each animal species, and then define,

EL SALVADOR identify and analyse these veterinary antimicrobials in order to determine the real importance and overlap between
veterinary antimicrobials and human antimicrobials and to be able to safeguard their availability and efficacy.
Guidelines of prudent use should be taken into account when using those antimicrobials that belong to the group

FINLAND “critically important antimicrobials”. If these substances are given a marketing authorisation for any animal species
the guidance of prudent use is to be added into the SPC.
The background of the OIE questionnaire mentions the conclusion n°5 of the Oslo workshop as follows: » the
overlap of critical lists for human and veterinary medicines can provide further information, allowing an appropriate
balance to be struck between animal health needs and public health considerations”. We would like to express our
reservation regarding the possible use of this list as antimicrobials are important in the treatment control and
prevention of animal diseases. Any restriction of the use of an antimicrobial in veterinary medicine could have an
important impact on the sanitary status of the French animal population and this would be against the aim consisting
in allowing an appropriate balance to be struck between animal health needs and public health considerations.

FRANCE In paragraph 2, it is mentioned that the list could be used in risk analysis applied to antimicrobial resistance. All
veterinary medicinal products containing antimicrobials and that have received marketing authorisation in France
have been submitted to a risk assessment for antimicrobials resistance. This assessment was done during the
assessment authorisation dossier but it is also done after marketing authorisation is given in the pharmacovigilance
framework. In this context, the use of this list as a tool for risk analysis applied to antimicrobial resistance seems not
to be correct.
We wish further clarification regarding the aim of this list.

GEORGIA No

GUINEA BISSAU Yes, in my opinion, | think that, for a question of complementarity regarding the treatment of the different crucial
diseases in veterinary medicine, you should include in the list the main antiparasitic and vitaminic substances

HAITI No
- to define which are the diseases with few alternatives in the area

HONDURAS . . o . ) .
- which critically important antimicrobials are more accessible to our countries as a region ?

INDIA No
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ITALY No response

IVORY COAST No

JAPAN No

LATVIA No

LESOTHO The list could help veterinarians to immediately go for a specific drug of choice when treating diseases and avoid
indiscriminate use of antimicrobials and hence unnecessary costs.

LITHUNIA No response

LUXEMBOURG No response
In Madagascar, it doesn't exist a Veterinary medicine laboratory manufacturer. The rate of provision of medical care

MADAGASCAR is again very low. It is roughly of 8% in term of consumption of antiparasitaire (fasciolitic). Because of this weak use
of medicines, the antimicrobials including, coupled to the non-existence of survey on the problem of
antibioresistance to some diseases, we only have a very restricted list of crucial important antimicrobials.

MALAYSIA No

MAURITIUS No

MOLDAVIA No response
In the Netherlands, the professional organisation for veterinarians (the “KNMvD”: the Royal Netherlands Veterinary
Association) has developed and updated a “formulary” (“formularium® in Dutch) for the use of anti-microbials in
animals for human consumption, applicable for approximately 15 years. This formulary sums up the pathogens and
indications for use together with information on the first, second or third choice of anti-microbials to be used and their
method of administration (parenteral, oral). The ranking in first, second and third choice is based on the efficacy of
the treatment of the disease and the effect of use on anti-microbial resistance. In principle a veterinarian will first try
to use a “first choice anti-microbial’, with the least effect on antibiotic resistance (small spectrum). If that is not
possible, an anti-microbial of the “second choice” category will be selected, and so on.
First-choice anti-microbials are anti-microbials with expected good efficacy for the indication, a small spectrum

NETHERLANDS with minimal disturbance to colonisation of resistance and a small chance of resistant genes developing.
Second-choice anti-microbials are anti-microbials with expected good efficacy for the indication, but none of the
other advantages of the first choice anti-microbials.
Third-choice anti-microbials are anti-microbials which should be used with restraint as these anti-microbials are
also used for the control of human pathogens. They should only be used after isolation of the bacterium causing the
disease and which has been proven to be insensitive to the first or second choice anti-microbials.
The formulary stresses that the decision to use an anti-microbial, and if so, which one, is the veterinarian’s own
responsibility. A veterinarian may decide to deviate from the advised choices in the formulary in view of the history of
diseases on the holding, changes in sensibility, severity and speed of the development of the disease.

NEW CALEDONIA No
New Zealand considers that, because veterinary medicine is so much more complex (multiple animal
species/bacterial pathogen combinations) than human medicine, the aim of listing VCIA on the same basis as listing
critically important antimicrobial active ingredients in human medicine does not provide the kind of guidance
veterinarians need to use products prudently. The rationale also implies that uses in one species should be
protected by restricting uses in other species. This may be valid in reference to the human species, but veterinarians

NEW ZEALAND are ethically not in a position to judge between the species they care for.
The aim of OIE should be to provide the rationale for veterinarians to choose appropriate products to protect the
health and welfare of the animals being treated bearing in mind that, where there are alternatives and there is
concern about possible transfer of resistance to human pathogens, critically important antimicrobial active
ingredients in human medicine should be avoided.

NIGERIA Control of VCIA residues in food of animal origin i.e. meat, egg, milk and others.

PANAMA No
SENASA proposals regarding the aim of establishing a list of critically important antimicrobials are as follows:

PERU a) To help with the risk analysis of residues from critically important antimicrobials.
b) To help with the surveillance and monitoring of compliance with the maximum residue limits for critically

important antimicrobials.

The list may be useful to veterinary pharmaceutical companies to direct research and development programs to

PHILIPPINES address unmet treatment needs. It may be useful to design communications to educate non-veterinarians about the
benefits to animal health, animal welfare and the need for healthy animals to enter the food chain.
The determination of a list of veterinary critically important antimicrobials should take into account:
- the availability of some additives in feedstuffs;

PORTUGAL - the use of phytofarmaceuticals;

the evaluation of ecological and biological effects and residues resulting of the use of active substances;

- the determination and validation of more sensitive analytical routine methods.
- Acontinuous residues risk evaluation of medicinal products.
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SAUDI ARABIA

No

SENEGAL

No

SINGAPORE

Singapore does not at present specify nor restrict the use of antibiotics for treatment in animals, as the use of such
is at professional discretion of the veterinary surgeons. Hence, we have not derived a list of VCIA as defined in your
questionnaire. However, we do restrict the use of certain antibiotics to be used in feed in food animals from the food
safety point of view A list of these prohibited antibiotics is indicated below:

- avoparcin

- chloramphenicol

- chloroform

- chlorpromazine

- colchicines

- dapsone

- dimetrazole

- orienticin

- penicillin

- ronidazole

- sulfanitran

- streptomycin

- thiouracil analogues

- tapazol

- all substances in the nitrofurans group
- any beta-agonist drug

- any synthetic hormones eg anabolic steroids

SLOVAKIA

No

SPAIN

No response

SUDAN

No

SWAZILAND

Can aid in classifying drugs and enforcing strict drug withdrawal periods and thus provide safety measures to reduce
drug residues in food products destined for human consumption. Can assist in legislation for controlling antimicrobial
use

SWITZERLAND

In our view the criteria for VCIA as described in the questionnaire for the field of veterinary medicine are primarily
relevant to diseases caused by viral agents. In general, the impact of animal diseases caused by bacterial infections
is comparatively much smaller than the corresponding impact of viral diseases and epidemics, especially in farm
animals. Moreover, most of the bacterial infections with a strong impact to animal and public health as well as to
economics are prevented today by optimised management (husbandry and hygiene), vaccination or culling, and
therefore do not require antimicrobial therapy (e.g. anthrax, blackleg ...).

We consider the overall positive influence of the usage of antimicrobials in veterinary medicine much smaller than
for human medicine. Consequently, the development of resistance against antimicrobials poses a much greater
threat to critical therapeutic opportunities in human medicine than in veterinary medicine. With respect to public
health it is therefore very important that antimicrobials in veterinary medicine are regulated and their use minimised
to prevent negative influence on the therapeutically options in human medicine. This is also acceptable from a
medical, ethical and economical point of view. Basically, all antimicrobial pharmaceuticals available for veterinary
use can also be useful in human medicine. Therefore, the development of resistance is generally unwanted.

In consequence, measures and guidelines are to be implemented to optimise the use of antimicrobials in veterinary
medicine in such a manner that development and transmission of resistance is minimised. Important cornerstones to
reach those goals are the following:

- Adequate education of veterinarians (prudent use of antimicrobials)

- Controlled use of antimicrobials in veterinary medicine (authorisation procedure of pharmaceuticals for veterinary
use before admittance to the market, post marketing surveillance, monitoring of antimicrobial use and
antimicrobial resistance situation)

TAIPEI CHINA

No

THAILAND

No

TURKEY

No

UKRAINE

No

URUGUAY

Regarding the diagnosed diseases in the country, there is no authorised antimicrobials which can be considered as
critically important regarding the established definition: “used to treat serius disease in animal species, sole therapy
or one of few antimicrobial alternatives.”

A consultation of clinician veterinarians has take place on the same subject and it coincides on the determined
diseases that request a selective therapy.

USA

As the official delegate to the World Organization for Animal Health (OIE), | am pleased to enclose our response to
the questionnaire on critically important antimicrobials in veterinary medicine. Compiling a list of veterinary critically
important antimicrobials (VCIA) can provide an important and useful resource, particularly for countries that may
need additional tools to prevent, control, treat or eradicate certain animal diseases ; however, we also have some
concerns about how such a list could be misunderstood or misused.

ZAMBIA

No
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The European Community seeks further clarification to support the view that the development of a consolidated
international list of VCIA “could help veterinarians in their therapeutic choice”. On the contrary the European
Community fears that it might restrict the availability of antimicrobials used in veterinary medicine and consequently
restrict therapeutic choices for European veterinarians.

Data requirements for application for marketing authorisation of antimicrobial veterinary medicinal products in
European Community currently address antimicrobial resistance concerns at an early stage. Regulatory provisions
and scientific European and international guidelines have been developed to ensure that the issue is fully
EC addressed. Thus, the European Community seeks further information on the potential added value of an
international consolidated list of VCIA for the “risk assessment of antimicrobials in veterinary medicine”.

The European Community would like to stress that member countries of OIE and Members of Codex Alimentarius
should implement and enforce respectively OIE Terrestrial Code Appendix 3.9.3 and 3.9.4 section dealing with
responsible and prudent use if antimicrobials and the Codex Alimentarius “Code of Practice to contain and minimize
antimicrobial resistance”. These guidance documents should adequately respond to the underlying concern of
human health impact of antimicrobial resistance resulting from antimicrobial veterinary use, without endangering
animal health and welfare status.

FVE No response

IDF No response

IFAH recognizes and supports the need to follow up the recommendations of the WHO/OIE/FAO meeting in Oslo in
2004, and is pleased to be given the opportunity to participate in the OIE process of establishing a list of critically
important antimicrobials for animal health.

However, IFAH wants to share the following considerations regarding the establishment of both the human and the
animal list.

- IFAH considers that all legally approved antimicrobials are of critical importance when treating, preventing or
controlling animal diseases. The availability of medicines for animal health is indeed considered by veterinary health
authorities and the veterinary profession to be insufficient to address all animal health needs.

Shortages of medicines for certain indications, including the treatment of bacterial diseases in certain species are
already acknowledged, and any restriction on the existing antimicrobials would be also be a further deterrent of
future research on antimicrobials for animal health.

- IFAH considers that the complex issue of co-resistance and cross-resistance prevents the ranking of antimicrobial
classes, or particular members of a class, into discrete categories of relative importance.

- IFAH is also concerned that a list of critically important antimicrobials, whether for human or animal use, will result
in unintended consequences if used as the basis for defining recommendations for use in general veterinary
medicine without prior risk assessment. The lists should serve to prioritize future work in risk assessments and not
be used directly for determining risk management options and their implementation. In fact, further restrictions on
veterinary antimicrobials could actually make the resistance situation worse if veterinarians and professional users
must resort to fewer and older antimicrobials, thus denying animals the medication they need and thereby potentially
impairing animal health, decreasing animal welfare and compromising food safety. This exemplifies the danger of
direct extrapolation from the establishment of a list to risk management.

IFAH maintains that the regulatory systems of many countries already provide for a review of the potential for an
IFAH antimicrobial to select for resistance. The VICH guideline 27 (Guidance on pre-approval information for registration
of new veterinary medicinal products for food producing animals with respect to antimicrobial resistance) has been
adopted in October 2003 and implemented and/or adapted for use in many regulatory systems since December
2004. IFAH therefore considers that the risk of resistance transmission is already included in the authorization of an
antimicrobial. Indeed the approval process for market authorization of these products in so many countries
worldwide, re-affirms the benefits of the use of these products versus the risk, as they have been evaluated
according to the criteria of quality, efficacy and safety, the latter of which considers the potential for resistance
development.

IFAH does however agree that further improvements in the risk assessment of antimicrobials regarding the risk of
resistance transmission should be included in the assessment of new antimicrobials. IFAH considers that the Oslo
meeting, with the recommendation of establishing a joint Codex/OIE task force, has already taken extremely useful
steps towards the potential improvement of the existing risk

assessment process. In fact further regulatory requirements contributing to the control of antimicrobial resistance
including monitoring, surveillance and pharmacovigilance are fully supported by IFAH and its member companies.

Member States of Codex Alimentarius have approved at the 2005 Codex Alimentarius Commission the “Code of
Practice to contain and minimize antimicrobial resistance”.

This guidance document should address any further concerns regarding transmission of antimicrobial resistance.
Moreover, the OIE terrestrial code Appendix 3.9.3. and 3.9.4. are also approved by OIE Member States. IFAH
supports fully the implementation of these codes in all OIE and Codex Member countries.

In conclusion, the list of critically important antibiotics for animal health is made necessary in order to emphasize
animal health needs and balance the human list. IFAH welcomes the opportunity to participate and contribute to the
development of the critical list for animal health, and provides below in annex the recommendations for listing the
various classes of antibiotics and the rationale as to why they are all to be considered as critically important.
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QUESTION 3

ALGERIA No

ARGENTINA We consider that these priority criteria are sufficient

ARMENIA No response

AUSTRALIA No response

BANGLADESH No

BELARUS It would perhaps be useful to draw up a list of veterinary drugs used in critical situations and to limit their routine use.

BENIN No

BOLIVIA No response

BOSTWANA No

BRAZIL No

BURKINA FASO No

CENTRAL AFRICAN REP. No, because | consider the proposed criteria to be sufficient.

CHINA No response

COLOMBIA Dosages and objective guidelines for the establishment of withdrawal periods in the most common food-producing
species on the American continent.

CONGO The concentration of antimicrobial active substances

COTE D IVOIRE No

CROATIA No response

CUBA No

CZECH REPUBLIC No response

DENMARK No response
To take into account research work on the development of new antimicrobial substances by the laboratories that own

EL SALVADOR these substances and to coordinate their marketing. To take into account the frequent application of sub-doses of
antimicrobials and the emergence of resistance to these antimicrobials

FINLAND It is very important that a proven efficacy of an antimicrobial substance should be one of criteria of the VCIA.
The criteria proposed by OIE are classified in paragraph 3 as primary criteria and additional criteria that could be
considered. This classification seems not to be satisfactory because fundamental criteria as bioavailability, animal

FRANCE welfare and economic considerations are not systematically taken into account.
All the criteria should be taken into account in order to maintain a high level of protection of public and animal health.
We wish then that all criteria are systematically taken into account without any classification.

GEORGIA No
All proposed criteria are very important, but a thing is certain, due to a lack of means, some times the numeric data or

GUINEA BISSAU information are not always available. For example, the cases of the mortality rates and therefore the economic impact of
the diseases.

HAITI No

HONDURAS No

INDIA No

ITALY No response

COTE D’IVOIRE No
Yes,
(1) The existence of the resistance to VCIA should be taken into consideration.
The existence of the approved vaccine for the disease and its efficacy is also important.
(2) Growth promotion is another important usage of antimicrobials in livestock industry. So, we would like to propose to
amend the criteria as follows;
There are various grounds by which VAPs may be defined as VCIA, but one of the main criteria should be that there are

JAPAN few or no antimicrobial alternatives for the treatment, control and/or prevention of the animal disease.
If the antimicrobials are defined as critically important, this implies that the disease they are used to treat or prevent is
serious and may have important consequences for animal health and welfare, public health or important economical
consequences. In addition to therapeutic or prophylactic use, growth promotion is another important use of
antimicrobials and has significant economical consequences in livestock industry. Antimicrobials that belong to or are
able to cause resistance to classes of antimicrobials used in humans should not be used for growth promotion in the
absence of a risk based evaluation.
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Proposed definition of VICA:

Veterinary critically important antimicrobials are antimicrobials used for treatment, prevention and control of serious
animal infections or used as growth promoters that may have important consequences for animal health and welfare,
public health or important economical consequences and where there are few or no alternatives.

These antimicrobials should be available in adequate amount and appropriate pharmaceutical forms, be of assure
quality and economically accessible.

Primary criteria: Used to treat serious disease in an animal species and/ or used as a growth promoter. Sole therapy or
one of few antimicrobial alternatives. Additional criteria that could be considered: Assured quality. Appropriate dosage
form. Availability.Economic accessibility.

Other considerations including economic and animal welfare importance of the disease.

For active substances is not possible clearly indicate is this substance produced in accordance with GMP (but all

LATVIA authorisated VMP are manufactured in accordance with GMP guidelines), and how accessible is this active ingredient,
because one trade name is really good and accessible but another is expensive and non-effective.

LESOTHO No additional suggestion at present

LITHUNIA No response

LUXEMBOURG No response

MADAGASCAR We think that the criterias of use of the Nitrofuran and Chloramphenicol, especially for the cares and treatment of the
company animals, wild animals or in captivity, should be reconsidered.

MALAYSIA No

MAURITIUS No

MOLDAVIA No response

NETHERLANDS No, we believe that the criteria used by the Royal Netherlands Veterinary Association are valid.

NEW CALEDONIA No
New Zealand does not consider that a useful parallel can be drawn between the reservation of critically important
antimicrobial active ingredients in human medicine and a similar reservation of veterinary critically important
antimicrobials (VCIA). In the former, only one host species (humans) is considered and the pathogens affecting that
host (usually in a consistent manner in that host). In the latter, a wide range of hosts have to be considered with unique
pathogens or common pathogens that affect each host in a unique manner.
It is considered that specifying the critically important antimicrobial active ingredients for human medicine is very useful
to inform the prudent use of antimicrobial products in animals. Such a list provides guidance to put the choice of product
into a broader context and would encourage the choice of alternatives that are least likely to contribute to the problem of
resistance in human pathogens. Doing the same for antimicrobial veterinary products is not so simple and could be
counter productive.
In New Zealand the range of pathogens is limited, the range of hosts is extensive (almost all being minor species from
an international perspective) and the choices of alternative active ingredients has not been significantly limited by
irreversible resistance patterns. The limited resistance patterns noted to date (excluding inherent resistance of certain
bacteria to certain active ingredients) have been temporary with renewed sensitivity after a period of use of alternatives.
Therefore, New Zealand’s list of VCIA’'s would be based on the preferred active ingredient for the host/pathogen
combination rather than on preservation of limited alternatives as the primary determinant. There are likely to be
situations in veterinary medicine where most actives (such as the penicillins, tetracyclines, beta lactamase inhibitors,
etc) could be considered critically important. However, in general under New Zealand conditions, the following would be
judged to be critically important as the active ingredient likely to be effective:

NEW ZEALAND Cloxacillin — Bovine mastitis due to Staphylococcus aureus,

- Alternatives — cephalosporins
- Prevalence - High

- Mortality - Low

- Economic Importance - High

Moderate to high animal welfare impacts

Tiamulin — Pigs Swine dysentery due to Brachyspira hyodysentariae

- Alternatives — carbadox, Tylosin/lincomysin, copper/arsenicals and ionophores
- Prevalence - High

- Mortality - Low

- Economic Importance - High

Zinc Bacitracin- Poultry necrotic enteritis due to Clostridium perfingens type A

- Alternatives — Avilamycin, tylosin, lincosin
- Prevalence - High

- Mortality - Low (can be high)

- Economic Importance - High

lonophores - Cattle Rumenal typany/bloat

Other Alternatives — alcohol ethoxylates, pluronic detergents
- Prevalence - High
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- Mortality - High
- Economic Importance - High

High animal welfare impact
Clavulonate/amoxicillin — cat and dog wound and bite infections

Mixed aerobes and anaerobes

Other Alternatives - later generation penicillins, tetracyclines, cephalosporins
Prevalence - High

Mortality - Low/Medium

Economic Importance - Low

Moderate to high animal welfare impact

New Zealand did not put the above information into the questionnaire format because the rationale for identifying them
as critical is quite different from the one implied for the table. However we have used the questionnaire grouping of
low/medium/high estimates.

New Zealand suspects that other countries would have as much difficulty specifying VCIAs in a manner that would
parallel the human medicine list and would be concerned that inappropriate conclusions would be drawn from such a
list. New Zealand considers that this is likely to lead to unnecessary restriction on prudent use of certain active
ingredients, jeopardising animal health and welfare.

NIGERIA Must be handled by a qualified veterinarian to control abuses.

PANAMA No for the moment
The SENASA proposals regarding the criteria defined in the list for considering antimicrobials as critically important are
as follows:

PERU a) Withdrawal period
b) Acceptable daily intake
¢) Maximum residue limit
The route of administration is important to consider. For example, if two or more drugs have the same disease claim, but
one drug is approved for use by injection and another is approved for oral use, it may not be practical to use the
injectable product in commercial production settings.

PHILIPPINES o ) . o . i ) .
Similarly, the withdrawal time may be a limiting consideration. For example, if two or more drugs have the same disease
claim, but one drug has a shorter withdrawal time than another, the choice of which drug to use may be limited to the
one with the shorter withdrawal time.

PORTUGAL No

SAUDI ARABIA No

SENEGAL No

SINGAPORE No response

SLOVAKIA No

SPAIN No

SUDAN No response

SWAZILAND No response

SWITZERLAND No

TAIPEI CHINA No

THAILAND No

TURKEY No

UKRAINE No

URUGUAY No response

USA No response

ZAMBIA No

As already mentioned in relation to the European Community regulatory framework for the authorisation of VMPs and
feed additives quality, safety and efficacy of antimicrobials are assessed. In consequence the relevant criteria are

EC considered in the European Community.
Similarly availability of authorised antimicrobials and their general accessibility except price fixing are criteria that are
considered and regulated in the European Community.

FVE No response

IDF No response

IFAH No response
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QUESTION 4

ALGERIA

Law 88-08 of January 4 1988 decree n°90-240 of August 4, 1990

ARGENTINA

The antimicrobials registration is framed within the applicable general regulations of most of the veterinary products
(Resolutions N° 345/94 and 765/96). These regulations demand test residue be determined in the case of animals for
human consumption. Specific prohibitions exist for the use of nitrofurans, chloramphenicol and 5-nitroimidazoles in the
species destined for food production. The commercialization of antimicrobials should be carried out with veterinary
prescription (Resolution N° 1994/2000).

ARMENIA

No response

AUSTRALIA

The Australian Pesticides and Veterinary Medicines Authority (APVMA) administers the National Registration Scheme for
Agricultural and Veterinary Chemicals. The Scheme registers and regulates the manufacture and supply of all pesticides
and veterinary medicines used in Australia, up to the point of wholesale sale. Before being registered for sale, products
must go through a risk assessment process. Companies must provide the APVMA with information about the product to
allow independent evaluators to decide whether it is effective and safe for people, animals and the environment, and not a
trade risk.State and territory governments regulate the use of agricultural and veterinary chemicals after they have been
sold. Antibiotic use in animals in Australia is, in most cases, governed by prescription from a veterinarian. Further
information is at Attachment 2.

BANGLADESH

Bangladesh Drug Act is the guiding principle for the authorisation or usage of antimicrobials or certain classes of
antimicrobials.

BELARUS

In the Republic of Belarus, only drugs registered by the Central Veterinary Department are used, which have been vetted
by the Belarus Food and Agriculture Ministry’s veterinary and food inspections. Prior to registering veterinary drugs, they
are tested for non toxicity and their efficacy is announced. They are also analysed for their degree of risk to consumers of
animal products. To confirm the quality of veterinary drugs, compulsory certification of veterinary drugs has been required
since 01.10.05.

BENIN

In Benin there are no specific rules governing the authorisation or use of antimicrobials.

BOLIVIA

The National Agricultural Health and Food Safety Service (SENASAG) is responsible for the registration of veterinary
products that are imported as domestic products (drugs, biologics, formulated feed and other types of animal feed) in line
with CAMEVET (Committee of the Americas for Veterinary Medicines, of the OIE Regional Representation for the
Americas), the Code of Federal Regulations CFR 21 of the United States of America, Codex Alimentarius (FAO-WHO)
and EMEA updates.Bolivia’s livestock production is run in accordance with a livestock calendar, including parasite
controls and vaccinations (foot and mouth disease, rabies) in the main, with very few farms carrying out individual
vaccinations against other diseases. In view of the fact that 99% of livestock production is in the open field, the use of
antibiotics is limited to specific and sporadic treatments, except for poultry production, where antibiotics are used as
growth promoters, for which we consider the withdrawal periods of the products, in accordance with international
standards. One of the main ills affecting Bolivia's livestock production is without doubt the various types of parasitosis.

BOSTWANA

Yes, but a national policy on Veterinary Antimicrobials and medicines/drugs is being developed.

BRAZIL

Yes.

Restriction on the use of sulphates, tetracycline and penicillin as animal feed supplements.
Direction on the sales label, under prescription by a doctor of veterinary medicine.

Ban on the use of chloramphenicol and nitrofuran in animal species.

Ban on the use of arsenicals and antimonials, olaquindox and carbadox in animal feed.

BURKINA FASO

There is no specific rule.

CENTRAL AFRICAN REP.

In the Central African Republic, all veterinary drugs are subject to a compulsory registration process before they are
marketed. Products with no marketing authorisation are not admitted. Following a satisfactory therapeutic trial, products
are registered for a period of five years, renewable. Any fraudulent drugs that escape this regulation are of course seized
and destroyed.

CHINA

No response

COLOMBIA

Products with antibiotics and antimicrobials as an active ingredient display the wording “To be sold under prescription by a
doctor of veterinary medicine” on the labelling approved by the government agency responsible for the control and
regulation of livestock inputs (Colombian Agriculture and Livestock Institute [ICA], which comes under the Ministry of
Agriculture and Rural Development). Although there is an official regulation stating that antibiotics must be sold under
prescription by a doctor of veterinary medicine, the official bodies responsible for this have limited surveillance capacity.
Also, ICA establishes withdrawal periods for each veterinary drug registered in Colombia.

CONGO

In our country, there is a law governing the authorisation of imported drugs.

CROATIA

As suggested by the Commission for the registration of VMPs appointed by the Minister pursuant to Article 8 (6) of the
Law on veterinary medicines and veterinary medicines products (Official Gazette, No. 79/98), the decision on licensing the
release of veterinary medical products is adopted by this Ministry. This means that the Ministry is responsible for the
authorization of the medical products.

The application for adoption of the decision on licensing the release (authorization) is submitted to the Ministry of
Agriculture, Forestry and Water Management and it can be submitted by a producer or a certified dealer headquartered in
the Republic of Croatia pursuant to Article 15 (1) of the quoted Act. Pursuant to Article 15 (2) of the quoted Act, the
applicant is obliged to attach the producer’s drugs documentation which has to be compatible to the provisions of Articles
8 to 12 of the quoted Act. Under Article 15 (4) of the quoted Act, the Ordinance on VMP marketing licensing process and
method is adopted (Official Gazette, No. 142/03), which is particial harmonized with Directive 2001/82/EC of the European
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parliament and of the council of 6 November 2001 on the Community code relating to veterinary medicinal products.

The Croatian Veterinary Institute and the Faculty of Veterinary Medicine are presently drafting a report for the Commission
for Registration of VMP (assessment report) on the basis of documentation.

To use veterinary antimicrobials or other veterinary drugs they must be registered in the drug register. For approval, a

CUBA report is issued by a scientific committee that includes officials from the Ministry of Public Health and from the Ministry of
Science, Technology and the Environment.
CZECH REPUBLIC No response
DENMARK No response
EL SALVADOR El Salvador has no specific rules on antimicrobials
The use of certain antimicrobial agents for animal sis restricted in Finnish legislation. These antimicrobials are:
- avoparcine, vancomycin, teicoplanin,
- virginiamycin
- third and fourth generation cephalosporins
- trovafloxacin and alatrofloxacin
- rifampicin
However, medicinal products containing these antimicrobials are allowed to be used for animals if National Agency for
FINLAND Medicine has granted an authorisation for them. In that case it is allowed to use the medicinal product only to the
indication and to the animal species which are specified in the licence. Futhermore, it is allowed to use rifampicin
combined with erythromycin for the treatment of Rhodococcus equi infection in young fowls.
The list of the restricted antimicrobial will be reviewed in near future and certain newer antimicrobials will be added on to
the list.
The Ministry of Agriculture and Forestry in Finland has also given a recommendation of the use of fluoroguinolones.
According to the recommendation the use of fluoroquinolones should always be based on susceptibility testing and
fluoroquinolones should be the only efficient alternative for the treatment of that infectious disease in question;
In France, the authorisation of antimicrobials is well regulated. The French regulation is closely linked to E.U regulation.
The following obligations apply in particular:
e Obligation to perform residue study for antimicrobials use in food animals
o Obligation to obtain a marketing authorisation with all necessary scientific studies with in particular study of
antimicrobial resistance.
e Restriction of use and obligation to have a veterinary prescription
o Control and follow-up of antimicrobials.
Marketing authorisations
In order to market a veterinary medicinal products (VMP), it is necessary to obtain a marketing authorisation (MA). MA
dossiers should be provided in order to assess the quality, safety and efficacy of the VMP. For antimicrobials VMP the MA
dossier should contain information related to antimicrobial resistance. The French order from 5% September 1994
indicates studies and data to be provided:“ it is necessary to study the antimicrobial risk due to residues of antimicrobial
products with regards to human intestinal flora taking into account the existing scientific knowledge at the time the dossier
is submitted. For VMP used for prevention of treatment of infectious or parasitic diseases, it is necessary to provide all the
data in relation to the emergence of resistant organisms.”
Maximum Residues Limits (MRLs) and withdrawal period
In order to obtain an MA in the EU and to be administered to food producing animal, an antimicrobial should be listed in
one of the annex (I, II, IIl) of the regulation (EC) 2377/90. The inclusion in these annexes is possible after residue studies
and studies on effect on intestinal flora have been performed. The inclusion in annex | or Il enable to determine a MRL
FRANCE that correspond to the maximum residue concentration that the EC is able to accept in food. The antimicrobial substance
is included in annex Il if it is not necessary to fix an MRL in order to protect the public health. The following antimicrobials
cannot be administered to food producing animals due to public health risk and are therefore included in annex IV
(chloramphenicol, dapsone, dimetridazole, metronidazole, ronidazole and all nitrofurans).
Withdrawal period should be established with regards to these MRLs, they are assessed and determined in the framework
of the MA.
They correspond to the period where animal products cannot be marketed for human consumption.
Antimicrobials used as feed additives are forbidden since 1st January 2006 in accordance with the regulation (EC)
1831/2003.
Prescription and conditions of use
Antimicrobials are classified as poisonous substances as they are direct or indirect risks for public health. (article L. 5132-
6 of the public health code). Antibiotics are submitted to strict rules. Particularly, antimicrobials cannot be delivered to
animal owners without a veterinary prescription. On this prescription, the name of the VMP, the concentration, posology,
administration route and withdrawal period if necessary are mentioned.
In France, VMP for food producing animal are delivered to animal owners only under the responsibility of pharmacists or
veterinarians.
In exceptional circumstances veterinarians are able to prescribe antimicrobial with a MA in other species or another
indication as stated in article L. 5143-4 of the public health code.
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The use of this provision is only possible when there is no available MA for the species and the wished indication.
Furthermore, the veterinarian should insure that there is an existing MRL an also must established a withdrawal period
that cannot be less than standard period established by ministerial order of 16t October 2005 ( 25 days for meat and
offals, 7 days for eggs and milk).

Supervision and sanction

The control of the application of regulatory rules is insure by states officers. Surveillance and control plan on chemical
residues in food from animal origin are available. Survey of antimicrobial resistance for commensal and zoonotic bacteria
are annually performed in poultry, porcine and bovine. Health professional (MA holders or veterinarians) have the
obligation to supervise and declare undesirable effects of the antimicrobial in human and animals (pharmacovigilance).
The data obtained are analysed and eventually enable the authorities to change the MA and particularly to adopt
management measures linked to antimicrobial risks.

GEORGIA

No

GUINEA BISSAU

With the support of the Government and the other partners of development, in narrow collaboration with the National order
of Veterinarians, the Animal Husbandry Service will make to this aspect, the possible effort for the preparation of
legislation and internal regulations.

HAITI

The existing legislation is obsolete

HONDURAS

No specific rule exists.

INDIA

Bacterial disease is a major constraint on the efficient production of animal derived food and causes ill health and suffering
in both food producing and companion animals. Antimicrobial chemotherapy remains vitally important for treating and in
some cases preventing bacterial disease appropriate use of antimicrobials will cure some sick animals and speed the
recovery of others, and may improve the welfare of treated animals and reduce the spread of infection to other animals...
Clearly a risk to humans exists when the antimicrobial used in animals is also used in humans .Prophylactic use of
antimicrobials is more common in veterinary practice than in human medicine.

We recommend that the Drug Commissioner expedite risk assessments of the antibiotics used in animals that as critically
important to human health to determine if action is necessary to restrict or prohibit animal uses in order to safeguard
human health. Because more data on antibiotic use in animals--such as the total quantity used, by class; the species in
which they are used; the purpose of the use, such as disease treatment or growth promotion; and the method used to
administer--are needed, we recommend that the Secretaries of Agriculture/Animal Husbandry and of Health Services
jointly implement a plan for collecting data on antibiotic use in animals. For collecting data on antibiotic use in animals: the
most useful and reliable data are those maintained by pharmaceutical companies. Current regulations would have to be
revised so that pharmaceutical companies are required to report to Drug commissioner in a more relevant format for
research on antibiotic resistance. There should be strict regulations enforced so that drugs are not sold over the counter
without proper prescription from Registered Medical/Veterinary practitioner.

ITALY

No response

COTE D’IVOIRE

In Ivory Coast, the veterinary pharmaceutical legislation foresees arrangements as for the deliverance of the
antimicrobials. The Law n° 96-561 on 25 July 1996 relative to the pharmacy, in its articles 27 and 28 stipulate that for
veterinary medicines presenting a danger in particular for the animal, the user or the consumer, the virulent matters and
products of microbial origin destined to the diagnosis, to the prevention and to the treatment of the animals, their
deliverance is subordinated to the presentation of a prescription written by a veterinarian

JAPAN

(1) For the antimicrobial drugs (fluoroquinolone and the third generation cephalosporin) which are important for public
health, in particular, the application for approval as the drug for animals is not accepted before the end of the period of re-
examination of the corresponding drug for human.

At application for the drug on which re-examination was ended, the annex data about public health and livestock health is
attached. Furthermore, the description includes that the drug can not be chosen as the first-choice drug without diagnosis
and instruction of veterinarian. The appreciate use of the drug was suitably (periodically) evaluated by the regulatory
authority.

(2) Antimicrobials used for medical treatments of animals are authorized under the "Pharmaceutical Affairs Law". Subject
animals, dosage, administration and withdrawal period are set, when necessary, by the MAFF Ministerial Ordinance.

Antimicrobials used for growth promotion are designated under "The Law Concerning Safety Assurance and Quality
Improvement of Feeds". Kinds of feeds applicable, amount of addition and usage of added feeds etc. are set by the
"Ministerial Ordinance concerning Standards and Specifications for Feeds and Feed Additives".

LATVIA

No, rules for authorization and usage of antimicrobials are same as for the rest of veterinary medicines.

LESOTHO

Yes there are specific rules in my country for the authorization and usage of antimicrobials.

LITHUNIA

No response

LUXEMBOURG

In Luxemburg, only the community reglementation is in application.

MADAGASCAR

The antimicrobials of the group of the Nitrofuran and Chloramphenicol are forbidden of use on the breeding animals, by
the ministerial decree n® 7707/97 of 29 August, 1997.

MALAYSIA

Poisons Act (Ministry of Health)
Feed Act (draft) (Ministry of Agriculture and Agro-based Industry)

MAURITIUS

Yes, The Board Pharmacy is allowed by the law to look after the good use of the antimicrobials as well as other medicines
destined for human and pet use.

MOLDAVIA

No response
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NETHERLANDS

Under the Dutch Veterinary Medicines Act (“Diergeneesmiddelenwet”) the administration of veterinary medicinal products
with certain substances, such as anti-microbials to which clear risks are attached, is restricted exclusively to qualified
veterinary practitioners.

The recommendations of the Royal Netherlands Veterinary Organisation, to use available anti-microbials with
restraint in animal husbandry and in accordance with the formulary, are wholeheartedly supported by the Dutch
government, even though these recommendations are not laid down in national legislation and thus cannot be
enforced.

NEW CALEDONIA

Yes: deliberation n°® 183 of 17 September 1969 carrying reglementation of the sale and the use of the poisonous
substances in New Caledonia.

NEW ZEALAND

In New Zealand, all antimicrobial products considered relevant to the human pathogen resistance issue can only be sold
or used under prescription or authority of a veterinarian. In addition, there are specific requirements on each product to
direct prudent use based on accurate diagnosis and careful selection of product. The level of control varies based on
existing knowledge and general acceptance of the relative importance of the active ingredients for the treatment of
bacterial infections in humans. Requirements have not been imposed to preserve the usefulness on certain products in
animals, because there has been no information to support such an intervention and a case can be made for all active
ingredients being critically important in certain species for certain conditions.

While New Zealand has a theoretical prohibition category of antimicrobial active ingredients, it is recognised that under
circumstances any one of them may be needed and they can be used prudently. It is considered that, usually, a total
prohibition cannot be justified and it may seriously jeopardise animal health and welfare.

NIGERIA

Yes, most of these rules are currently being reviewed to suit current trends of events and to face realities and challenges
of keeping to international standards.

PANAMA

The Executive Decree N° 183 of the 25 of august 2004 which regulate the prescription and sale of the biological products
and medicine for Veterinary Use.

PERU

In Peru, as laid down in its Regulations on Organization and Functions, approved by Supreme Decree No. 008-2005-AG,
the aim of the National Agrarian Health Service (SENASA) is to establish and manage the system for the registration and
control of veterinary drugs and biologics and animal feed, both domestic and imported.

This activity is carried out via the Directorate of Livestock Inputs of the Directorate-General for Animal Health, basing its
activities on the Regulation on the Registration and Marketing of Veterinary Products and Animal Feed, Supreme Decree
No. 01 5-98-AG.

To market a veterinary product in Peru, it must first have satisfactorily completed the SENASA registration process. For
this, any company interested in registering a veterinary product must submit to SENASA a report containing reliable
technical and administrative information, in compliance with the requirements of the aforementioned Regulation.

Once the report has been submitted, it is subjected to an assessment process that includes verification of the documents
which the interested company considers to provide the technical basis for registration.

If this assessment is favourable, the Certificate of Registration is issued and a unique (unrepeatable) number is assigned
to the product. If the assessment is unfavourable, the observations made during the assessment are communicated to the
company.

In summary, if the report on any veterinary product, whether a biologic, drug or feed, complies with the requirements of the
aforementioned regulation, the respective Certificate of Registration is issued and the product can finally be marketed in
Peru.

PHILIPPINES

Yes. In the administration of antimicrobials with the feed or drinking water, these should be used three to five days for
preventive medication and five to seven days for treatment of diseases.

PORTUGAL

National legislation rules the marketing authorisation manufacturing, distribution, supply, appropriate use, veterinary
prescription and mechanisms of control for veterinary medicinal products (pharmaceuticals, medicated premixes,
veterinary immunological products, medicated feeding stuffs) as follows:

- D.L - 184/97, 26 of July — Pharmaceuticals and medicated premixes

In particular, antimicrobials veterinary medicinal product — labelling, should presented additional information, related with
special conditions for use, such as — “Prescription only” and “Administered by a veterinary only” or “Administered under
the control of a veterinarian”, “Withdrawal periods for the various foodstuffs”.

- D.L. - 245/2000, 29 of September - Inmunologicals

The use of antimicrobials in Immunologicals complied with European Pharmacopoeia and guidelines of NTA - vol 7 B,
requirements for the production and control of life mammalian bacterial and viral vaccines for veterinary use.

- D.L. - 151/2005, 30 of August — Medicated feeding stuffs

These legislation is related with conditions for manufacturing, supply and appropriate use of medicated feeding stuffs,
including the role and use of a veterinary “special prescription formulary”, ordering with each performed treatment of
medicated premixes, to be used in a large group of animals, that complies also a copy to the manufacturer of the
feedstuffs, for his records and for the Authorities.

- D.L. - 175 /2005, 25 of October — Veterinary prescription

This legislation role the formulary requirements, data to register on files, veterinary responsibilities and conditions for
supply of veterinary medicinal product subject to prescription.

SAUDI ARABIA

Yes, we stop using of antibiotic as feed addition including virginiamycin, bacitracin, tylosin phosphate and spiramycin.
We stop using of fluoroquinolone third generation for poultry oral form according to FDA and WHO Recommendation.
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SENEGAL

The bill regulating the veterinary profession and medicines, which is in the process of being finalised, authorises Doctors
of Veterinary Medicine and pharmacists to import, hold and market veterinary drugs.

SINGAPORE

We do note with concern that the use of certain antibiotics may have contributed to bacterial resistance, as in the case of
development of Vancomycin-resistant Enterococcus (VRE) as well as further implications in treatment of animals, hence
compromising both public health and animal health and welfare. We would be supportive of a move to promote the
responsible usage of antibiotic in animal treatment, as long as the welfare of the animal is not compromised by
inaccessibility of veterinary surgeons to the antibiotics.

SLOVAKIA

Currently we have developed system to prevent antimicrobial resistance. Certain antimicrobials can be prescribed and
used for treatment of animals only if sensitivity testing is concluded prior to therapy. Antimicrobials with limited prescription
use are: danofloxacine, enrofloxacine, flumequine, norfloxacine, gentamycine, amikacine, rifaximine, cefoperazone,
ceftiofur, cefquinone.

SPAIN

Those laid down in European Union regulations

SUDAN

No response

SWAZILAND

Yes there are rudimentary rules, but then it is difficult to enforce. There is an urgent need to enforce drug control in the
country.

SWITZERLAND

All pharmaceuticals containing antimicrobials are subject to official marketing authorisation and veterinary prescription by
law.

For residuals of antimicrobials in food of animal origin, legal tolerance values and maximum residue levels have been
established.

Farmers are required to record all antimicrobial treatments of their animals, including the withdrawal periods for milk, meat
and other products. Veterinarians are required to record all purchase and application or dispensing of antimicrobials.
Distribution, usage in veterinary medicine and residuals of antimicrobials in food are kept under governmental
surveillance.

The use of antimicrobials in animal production for growth promotion is prohibited. In the fruit and vegetable production, the
application of antimicrobials is not allowed.

The rededication of human pharmaceuticals for veterinary use is strictly regulated and limited, and therefore rarely applied
to farm animals. In contrast, the rededication of those products for pets is legal.

TAIPEI CHINA

The registration and market approval of veterinary antimicrobials are regulated by the Veterinary Drugs Control Act with its
Enforcement Rules. The application of new animal antimicrobials is reviewed and approved by the Technical Committee
on Veterinary drugs and the central competent authority. After the antimicrobials are approved and marketed? They are
also regulated by the Management Regulations of Sales and Uses of the Veterinary Prescription Drugs.

THAILAND

Drug Act B.E. 2510 (1967) empowered by Food and Drug Administration of Thailand (FDA), Ministry of Public Health is
the legal basis for approval of drugs for both human and animals. Thai FDA is in charge of licensing and monitoring the
drug manufacturing, importing, distributing, marketing and supply to ensure that they are all conformed to Drug Act.
Moreover, FDA also empowers relevant officials of Department of Livestock Development (DLD) and Department of
Fisheries (DOF) to enforce the Drug Act relating veterinary drugs. In veterinary drugs registration process, FDA has set up
veterinary drug registration subcommittee comprise of representative from relevant organization such as DLD and DOF.

DLD has encouraged the livestock production system in Thailand to standard farm that accredited by DLD since 1999.
One of the major requirements is that the veterinary drug application in standard farms must follow the Code of Practice
for Control of the Use of Veterinary Drugs issued by Thai industrial standard Institute NO.7001 / 2540 in 1997 which is in
compliance with the Code of Practice for Control the Use of Veterinary Drugs (CAC/REP 38 -1993) of Codex. All of
veterinary drugs used in standard farm must be registered, prescribed by veterinarian, recorded and used according to
registered label information. Extra label use will not be applied unless in necessary circumstances where no authorised
product exist. However the use must be prescribed and supervised by a veterinarian practitioner only.

TURKEY

There is no specific rules for the authorisation or usage of antimicrobials or certain classes of antimicrobials. There is a
Law which covers all veterinary drugs issue.

UKRAINE

Yes, there are. These are project of new edition of Ukraine’s Low “About veterinary medicine”

URUGUAY

As a principle of precaution, this department does not authorised for veterinary use, drugs used for human treatment in
Intensiv Treatment Centre, 3/ generation cephalosphorins (except ceftiofur) and 4% generation cephalosporins in order to
decrease the possibility of resistencia in humans.

USA

The Food and Drug Administration (FDA) is the agency that approves drugs for safety and effectiveness in the United
States, all of which must meet good manufacturing practices. Their regulations can be found in the Code of Federal
Regulations (CFR) which is in the public domain at the following web site http://www.gpoaccess.gov/cfr/index.html

For regulations on good manufacturing practices, see the Federal Food, Drug, and Cosmetic Act at the following web site:
http://www.fda.gov/opacom/laws/fdcact/fdctoc.htm

The FDA Guidance for Industry that addresses the safety of antimicrobial new animal drugs with regard to their
microbiological effects on bacteria of human health concern is GFI #152
http://www.fda.gov/cvm/Documents/fguide152.pdf

The table in Question 1 has not been reviewed by the FDA to verify that it accurately represents approved uses of
antimicrobials, and as such, the FDA does not provide an endorsement of this table.

These diseases are often complexes of one or more bacteria and a viral component, the drugs that are critical will vary
with each outbreak depending on the factors such as environment, time of year, stress load, exposure, geographical
location, etc.
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The United States (US) has completed only part 1 of question 1 of the questionnaire. The US believes that all legally
available and approved antimicrobials are critical when treating, preventing and controlling animal diseases. In managing
animal diseases, veterinarians must focus on controlling the diseases on a herd or flock basis. In human medicine
treatment with antimicrobials is almost always directed at the individual. Prophylactic or metaphylactic administration of
antimicrobials is a practice that has shown to be beneficial to maintaining herd or flock health. Availability of a variety of
antimicrobials is also a critical concern to food animal veterinarians, who have far fewer antimicrobial compounds to
choose from than their human counterparts. The cost of medication is also an issue in treating large number of animals.
For example, Bovine Respiratory Disease (BRD) accounts for a large percentage of morbidity and mortality in feedlot
cattle. There are numerous choices approved for treating this complex, however, less expensive compounds are usually
chosen first with newer products reserved for refractory cases. Both are necessary to preserve the ability of the
veterinarian to adequately treat the routine as well as the more difficult cases.

Furthermore, it is necessary to have a wide variety of products in all antimicrobial classes available to the veterinarian in
treating animal diseases, when they have been proven to be safe and effective, to discourage the selection of resistance
by overuse of a few products. Restricting important classes of antimicrobials for veterinary use, due to theoretical
concerns for public health harm, will only increase resistance on the remaining antimicrobials, and therefore, lead to more
failures in controlling animal disease, fewer healthy animals going to slaughter, and potentially less safe food.

The OIE questionnaire sent to Member countries for a response requests that each country identify those drugs for
treating animal diseases where few or no alternative exist. We believe this criterion is too limiting for the reason given
above. Following the criteria that the OIE has developed would lead to the identification of very few compounds that would
be identified as critical. The OIE should consider including other categories besides the narrowly defined category they
have asked member countries to submit. For these reasons, the US is not providing any opinion regarding the ranking of
antimicrobials in terms of critical importance, accessibility of the product, prevalence of the disease, mortality associated
with the disease or economic importance of the disease. Furthermore, while we have included in Part 1 some
antimicrobial compounds for companion animals, the list for these species is far from complete. It appears that the focus
of this project arise primarily from concerns regarding the potential transfer to humans of antimicrobial resistant bacteria
and genes via food-producing animals, so efforts were directly primarily in that area.

The Food and Drug Administration (FDA) is the agency that approves drugs for safety and effectiveness in the United
States, all of which must meet good manufacturing practices

ZAMBIA

EC

Check pharmaceutical act

In the European Community, antimicrobial substances intended for use in food producing animals have primarily to be
authorised through legislation for veterinary medicinal product (VMP) - Regulation N° 726/2004; Directive 2001/82/EC as
amended by Directive 2004/28/EC; Regulation N° 2377/90 - or legislation for feed additives — Regulation N° 1831/2003.

Furthermore there are specific provisions in the Community legislation on VMPs concerning the prescription, possession,
distribution and dispensing to the public the majority of veterinary medicinal products intended for food producing animals.

FVE

No response

IDF

All responding countries (19) reported the supply and/or the sale of antimicrobial drugs are regulated by legislation. The
responsible authorities are a mixture of health and agriculture agencies dependant upon the country.

Legislation usually required labels to include details of any restrictions for use, withholding periods after use of drugs and
the expiry date and storage conditions to be specified.

Predominantly sales of drugs are restricted to veterinary prescription

Some countries allow extra-label use in lactating dairy cattle or food producing animals but only under strict veterinary
supervision.

IFAH

No response
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Anexo IV

Antimicrobianos veterinarios de importancia critica (VCIA) definidos por los Paises Miembros
y las organizaciones internacionales que han firmando un acuerdo de cooperacién
con la Organizacién Mundial de Sanidad Animal (OIE):

Lista de VCIA y resefias
Introduccion

Los agentes antimicrobianos son esencialmente medicamentos para la sanidad y el bienestar de los animales y los
humanos. La resistencia antimicrobiana es un problema mundial para la salud publica y la sanidad animal, en las que
influye la utilizacion de antimicrobianos humanos y no humanos. El sector humano, el animal y el vegetal comparten la
responsabilidad de prevenir o reducir al minimo las presiones selectivas de resistencia antimicrobiana tanto en los
agentes patdgenos humanos como en los no humanos.

El primer taller conjunto de expertos en el uso de antimicrobianos no humanos realizd una evaluacion cientifica
preliminar en diciembre de 2003 en Ginebra, Suiza. El segundo taller, sobre opciones de gestion, tuvo lugar en marzo
de 2004 en Oslo, Noruega, y recomendd que el concepto de clases de antimicrobianos de “importancia critica” fuese
desarrollado por la OMS. Una lista similar, de clases de antimicrobianos de importancia critica para uso en animales,
deberia ser realizada por la OIE.

La lista de agentes antibacterianos de importancia critica para medicina humana fue establecida en febrero de 2005, en
un grupo de trabajo reunido en Canberra, Australia.

La OIE confi6 la responsabilidad de establecer una lista de VCIA (siglas en inglés de “antimicrobianos veterinarios de
importancia critica”) a un grupo ad hoc. Dicho grupo se reunio en tres ocasiones, ha reflexionado sobre los objetivos de
tal lista y propuso una definicion de VCIA.

Los objetivos y la definicién de VCIA fueron propuestos por el grupo ad hoc de la OIE en enero de 2005, ratificados
por la Comision de Normas Bioldgicas de la OIE y aprobados por el Comité Internacional de la OIE en la 73" Sesion
General en mayo de 2005.

Obijetivo de la lista de VCIA definido por el grupo ad hoc de la OIE

Esta lista podria ayudar a los veterinarios a tomar decisiones terapéuticas.

Podria completar las directrices de la OIE para un uso responsable y prudente de los agentes antimicrobianos en la
medicina veterinaria (Codigo Sanitario para los Animales Terrestres de la OIE, Anexo 3.9.3).

Podria servir para evaluar los riesgos de la resistencia antimicrobiana de conformidad con el Anexo 3.9.4 del Codigo
Terrestre. Dentro de este contexto, las listas de este tipo de antimicrobianos para los humanos y los animales son

elementos que se podrian tomar en cuenta en los procesos de evaluacion de riesgos.

Definicién de VCIA por el grupo ad hoc de la OIE

Los criterios para identificar los antimicrobianos de importancia critica para los animales fueron establecidos e
incluidos en una lista por la OIE. Se trata de antimicrobianos que se utilizan para el tratamiento, la prevencion y el
control de infecciones animales serias que pueden tener consecuencias importantes para el estado de salud y el bienestar
de los animales, para la salud publica o la economia y para los que hay pocas o ninguna alternativa. Estos
antimicrobianos tendrian que estar disponibles en cantidades adecuadas y en forma farmacéutica apropiada, con una
calidad garantizada, y tendrian que ser economicamente asequibles.

El grupo ad hoc prepar6 un cuestionario para recopilar las propuestas de VCIA y los comentarios sobre la definicion y
el propdsito de la lista.

El cuestionario fue enviado a los 167 Paises Miembros de la OIE y a las organizaciones internacionales que han
firmado un acuerdo de cooperacion con la OIE para establecer una lista de VCIA. También se pedia que se diesen las
informaciones que justifican la inclusion de los antimicrobianos. La lista y las justificaciones que se basan en las
respuestas a este cuestionario se presentan en este documento.
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Este resumen debe ser leido junto con el informe completo, que figura en el Anexo III.
Resultados

Se recibieron sesenta y seis respuestas al cuestionario. La tasa de respuesta subraya la importancia que los Paises
Miembros de la OIE de todas las regiones dan a la lista.

Figura 1: Paises Miembros de la OIE que respondieron al cuestionario
sobre antimicrobianos veterinarios de importancia critica

|:| Countries which don’t have replied

. Countries which have replied at the deadline

Respondieron:

Africa: Argelia, Benin, Botsuana, Burkina Faso, Republica Centroafricana, Republica del Congo, Guinea Bissau, Costa
de Marfil, Lesoto, Madagascar, Mauricio, Nigeria, Senegal, Sudan, Suazilandia, Zambia.

América: Argentina, Bolivia, Brasil, Colombia, Cuba, El Salvador, Haiti, Honduras, Panama, Pert, Estados Unidos,
Uruguay.

Asia, Extremo Oriente y Oceania: Australia, Bangladesh, Republica Popular China, India, Japon, Malaisia, Nueva
Caledonia, Nueva Zelanda, Filipinas, Singapur, Taipei China, Tailandia.

Europa: Armenia, Bielorrusia, Croacia, Reptblica Checa, Dinamarca, Finlandia, Francia, Georgia, Italia, Kirguizistan,
Letonia, Lituania, Luxemburgo, Moldovia, Paises Bajos, Portugal, Eslovaquia, Espafa, Suiza, Turquia, Ucrania.

Oriente Medio: Arabia Saudita.
Organizaciones internacionales que han firmado un acuerdo de cooperaciéon con la OIE: Comunidad Europea
(CE), Federacion de Veterinarios Europeos (FVE), Federacion Internacional de Lecheria (FIL) y Federacion

Internacional para la Sanidad Animal (IFAH).

Una vez aplicados los criterios de inclusion y exclusion, se elaboro la base de datos a partir de las respuestas que habian
enviado 51 paises y 2 organizaciones.

VCIA utilizados en el mundo

En las respuestas se citan 122 antimicrobianos que se subdividen en 25 familias (cf Tabla 1).
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Tabla 1: Lista de los antimicrobianos veterinarios de importancia critica que se mencionan en las respuestas (enero de
2006). Se han clasificado por familia y subfamilia. Las especies animales en las que se emplean se abrevian como sigue:
AVI: aves, API: abejas, BOV: bovinos, CAM: camélidos, CAN: canidos, CAP: caprinos, EQU: equinos, FEL: felinos,

LEP: conejo, OVI: ovinos, PIS: peces, SUI: suidos

FAMILIA ANTIMICROBIANA | SUBFAMILIA ANTIMICROBIANA |  SUSTANCIA ANTIMICROBIANA ESPECIES
AMINOGLICOSIDOS AMINOCICLITOL ESPECTINOMICINA AVI, BOV, CAN, CAP, EQU, FEL, LEP, OVI, PIS,
Sul
AMINOGLICOSIDOS ESTREPTOMICINA API, AVI, BOV, CAN, CAP, EQU, FEL, LEP, OV,
PIS, SUI
AMIKACINA CAN, EQU
DIHIDROSTREPTOMICINA AVI,BOV,CAP, EQU, LEP, OVI, SUI
APRAMICINA AVI, BOV, LEP, OVI, SUI
FRAMICETIN BOV, CAN, CAP, FEL, OVI
GENTAMICINA AVI, BOV, CAM, CAN, CAP, EQU,FEL, LEP,0VI,
Sul
KANAMICINA AVI, BOV, EQU, PIS, SUI
NEOMICINA API, AVI, BOV, CAN, CAP, EQU, FEL, LEP, OV,
Sul
PAROMOMICINA CAP, OVI, LEP
TOBRAMICINA EQU
ANSAMICINAS RIFAMICINA RIFAMPICINA EQU
RIFAMICINA BOV
RIFAXIMINA BOV, CAP, EQU, LEP, OVI, SUl
BICICLOMICINA BICOZAMICINA BOV, PIS
CEFALOSPORINAS CEFALOSPORINAS 1G CEFACETRIL BOV
CEFALEXIN BOV, CAN, CAP, EQU, FEL, OVI, SUI
CEFALOTIN EQU
CEFAPIRIN BOV
CEFAZOLIN BOV, CAP, OVI
CEFALONIUM BOV, CAP, OVI
CEFALOSPORINAS 2G CEFUROXIME BOV
CEFALOSPORINAS 3G CEFOPERAZONE BOV, CAP, OVI
CEFTIOFUR AVI, BOV, CAP, EQU, LEP, OVI, SUI
CEFTRIAXONE AVI, BOV, CAN, OVI, SUI
CEFALOSPORINAS 4G CEFQUINOME BOV, CAP, EQU, LEP, OVI, SUl
DIAMINOPIRIMIDINAS DIAMINOPIRIMIDINAS BAQUILOPRIM Sul
TRIMETOPRIM AVI, BOV, CAN, CAP, EQU, FEL, LEP, OVI, SUI
FOSFOMICINA FOSFOMICINA FOSFOMICINA AVI, BOV, PIS, SUI
ACIDO FUSIDICO ACIDO FUSIDICO ACIDO FUSIDICO BOV, CAN, EQU, FEL
GLICOPEPTIDOS GLICOPEPTIDOS AVOPARCINA AV, BOV
\VANCOMICINA API
IMIDAZOLES NITROIMIDAZOLES DIMETRIDAZOL BOV
METRONIDAZOL BOV, SUI, CAN, CAP, EQU, FEL, OVI
IONOFOROS IONOFOROS LASALOCID AVI, BOV, LEP, OVI
MADURAMICINA AV
MONENSIN API, AVI, BOV,CAP
NARASIN AVI
SALINOMICINA AVI, LEP
SEMDURAMICINA AV
PEPTIDO_IONOFORO BAMBERMICINA AVI, BOV, LEP, SUI
FLAVOFOSFOLIPOL BOV
LINCOSAMIDAS LINCOSAMIDAS CLINDAMICINA CAN, FEL
LINCOMICINA AP, AVI, BOV, CAN, CAP, FEL, OVI, PIS, SUI
PIRLIMICINA BOV
MACROLIDOS AZALIDO TULATROMICINA BOV, CAP, LEP, OVI, SUI
MACROLIDOS C14 ERITROMICINA AP, AVI, BOV,CAP, EQU, LEP, OVI, PIS, SUI
MACROLIDOS C16 JOSAMICINA AV, PIS
KITASAMICINA AVI, SUI
ESPIRAMICINA AVI, BOV, CAP, EQU, LEP, OVI, PIS, SUI
TILMICOSIN AVI, BOV, CAP, LEP, OVI, SUI
TILOSIN API, AVI, BOV, CAN, CAP, FEL, LEP, OV, SUI
MIROSAMICINA API, AVI, SUI
TERDECAMICINA AVI
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FAMILIA ANTIMICROBIANA | SUBFAMILIA ANTIMICROBIANA SUSTANCIA ANTIMICROBIANA ESPECIES
NITROFURAN NITROFURAN FURALTADONE AVI, BOV, SUI
FURAZOLIDONE AVI, BOV, CAN, EQU, OVI, SUI
NITROFURAN AVI, BOV
NITROFURAZONE EQU
NOVOBIOCINA NOVOBIOCINA NOVOBIOCINA BOV, CAP, OVI, PIS
ORTOSOMICINAS ORTOSOMICINA AVILAMICINA AVI, LEP
PENICILINAS PENICILINAS NATURALES BENCILPENICILINA AVI, BOV, CAM, CAP, EQU, LEP, OVI, SUI
HIDROXIDO PENETAMATO BOV, SUI
PENICILINA PROCAINA BOV, CAM, CAP, EQU, OVI, SUI
AMIDINOPENICILINAS MECILLINAM BOV, SUI
AMINOPENICILINAS AMOXICILINA AVI, BOV, CAN, CAP, EQU, FEL, OVI, PIS, SUI
AMPICILINA AVI, BOV, CAN, CAP, EQU, FEL, OVI, PIS, SUI
HETACILINA BOV
AMINOPENICILINA + INHIBIDOR  |AMOXICILINA_ACIDO_CLAVULANICO  |AVI, BOV, CAN, CAP, EQU, FEL, OVI, SUI
DE BETALACTAMASA
CARBOXIPENICILINAS TICARCILINA EQU
TOBICILINA PIS
UREIDOPENICILINA ASPOXICILIN A BOV, SUI
FENOXIPENICILINAS FENOXIMETILPENICILINA AV, SUI
FENETICILINA EQU
PENICILINAS CLOXACILINA BOV, CAP, EQU, OVI, SUI
ANTISTAFILOCOCOS DICLOXACILINA BOV, CAP, OVI
NAFCILINA BOV, CAP, OVI
OXACILINA BOV, CAP, EQU, OVI
FENICOLES FENICOLES CLORAMFENICOL BOV, CAN, EQU, FEL, OVI, SUI
FLORFENICOL AVI, BOV, CAP, EQU, LEP, OVI, PIS, SUI
THIAMFENICOL AVI, BOV, CAP, VI, PIS, SUI
PLEUROMUTILINAS PLEUROMUTILINAS TIAMULIN AVI, CAP, LEP, OVI, SUI
VALNEMULIN AV, SUI
POLIPEPTIDOS POLIPEPTIDOS BACITRACINA AVI, BOV, LEP, SUI
GRAMICIDIN EQU
ENRAMICINA AV, SUI
POLIPEPTIDO CICLICO COLISTIN AVI, BOV, CAN, CAP, EQU, FEL, LEP, OVI, SUI
POLIMIXIN BOV, CAN, CAP, EQU, FEL, LEP, QVI, AVI
QUINOLONAS QUINOLONA 1G FLUMEQUIN AVI, BOV, CAP, EQU, LEP, OVI, PIS, SUI
MILOXACINA PIS
ACIDO NALIDIXICO BOV
ACIDO OXOLINICO AVI, BOV, LEP, PIS, SUI
QUINOLONA 2 G CIPROFLOXACINA AVI, BOV, CAN, FEL,SUI
(FLUOROQUINOLONAS) DANOFLOXACINA AVI, BOV, CAP, LEP, OVI, SUI
DIFLOXACINA AVI, BOV, CAN, LEP, SUI
ENROFLOXACINA AVI, BOV, CAN, CAP, EQU, FEL, LEP, OVI, PIS,
Sul
MARBOFLOXACINA AVI, BOV, CAN, EQU, LEP, SUI
NORFLOXACINA AVI, BOV, CAN, CAP, LEP, OVI, SUI
OFLOXACINA AV, SUI
ORBIFLOXACINA BOV, CAN, SUI
QUINOXALINAS QUINOXALINAS CARBADOX Sul
SULFONAMIDAS SULFONAMIDAS SULFACLORPIRIDAZINA AV, SUI
SULFADIAZINA BOV, CAP, OVI, SUI
SULFADIMERAZINA AVI, BOV, LEP
SULFADIMETOXINA AVI, BOV, CAP, EQU, FEL, LEP, OVI, PIS, SUI
SULFADIMIDINA AVI, BOV, CAP, EQU, LEP, OVI, SUI
SULFADOXINE EQU, SUl
SULFAFURAZOL PIS
SULFAGUANIDINA CAP, OVI
SULFAMETAZINA Sul
SULFAMETOXAZOL AVI, BOV, SUI
SULFAMETOXINA AVI, PIS, SUI
SULFAMONOMETOXINA AV, PIS, SUI
SULFANILAMIDA BOV, CAP, OVI
SULFAQUINOXALINA AVI, BOV, CAP, LEP, OVI
SULFONAMIDAS+ SULFONAMIDAS+ SULFAMETOXIPIRIDAZINA AV, BOV, EQU
DIAMINOPIRIMIDINAS DIAMINOPIRIMIDINAS TRIMETOPRIM_SULFONAMIDA AVI, BOV, CAN, CAP, EQU, FEL, LEP, OVI, PIS,
Sul
ESTREPTOGRAMINAS ESTREPTOGRAMINAS VIRGINIAMICINA AVI, BOV, OVI, SUI
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FAMILIA ANTIMICROBIANA | SUBFAMILIA ANTIMICROBIANA SUSTANCIA ANTIMICROBIANA ESPECIES
TETRACICLINAS TETRACICLINAS CLORTETRACICLINA AV, BOV, CAP, EQU, LEP, OVI, SUI

DOXICICLINA AVI, BOV, CAM, CAN, CAP, EQU, FEL, LEP, OVI,
PIS, SUI

OXITETRACICLINA API, AVI, BOV, CAM, CAN, CAP, EQU, FEL, LEP,
OV, PIS, SUI

TETRACICLINA API, AVI, BOV, CAM, CAN, CAP, EQU, FEL, LEP,
OV, PIS, SUI

Observaciones que se desprenden de la comparacion de la lista de VCIA con la lista de la OMS

Los antimicrobianos que se indican en las respuestas como de importancia critica para los animales fueron comparados
con la lista completa que figura en el informe de Canberra de la OMS (antimicrobianos de importancia critica, muy
importantes e importantes para los humanos).

Casi todas las familias se clasificaban como importantes tanto para la medicina humana como veterinaria. Actualmente,
solamente unas pocas familias o subfamilias son especificas de los humanos: carbapenemos y otros penemos,
lipopéptidos, oxazolidinonas, tigeciclina, quetdlidos, monobactam, mupirocina y los medicamentos que solamente se
utilizan para tratar la tuberculosis u otras enfermedades micobacterianas, como la isoniazida.

Del mismo modo, actualmente so6lo unas pocas familias son especificas de los animales: novobiocina, ortosomicina,
pleuromutilina, quinoxalinas, ion6foros.

Antimicrobianos contra las zoonosis

La mayoria de las familias de antimicrobianos se utilizan para tratar infecciones causadas por agentes patdogenos
zoonoticos. En las respuestas se identifica claramente la gran importancia que tienen estas familias para la sanidad
humana y animal.

Se mencionan, por ejemplo, las zoonosis siguientes: actinomicosis, carbunco, brucelosis, colibacilosis, dermatofilosis,
erisipela, leptospirosis, listeriosis, necrobacilosis, nocardiosis, pasteurelosis, pseudotuberculosis, salmonelosis,

estreptococosis, etc.

Tabla 2: Las familias de antimicrobianos con las que se tratan los patdogenos potencialmente zoonoticos son:

FAMILIA SUBFAMILIA
AMINOGLICOSIDOS AMINOCICLITOL, AMINOGLYCOSIDE
ANSAMICINAS RIFAMICINAS
CEFALOSPORINAS CEFALOSPORINAS 1G, CEFALOSPORINAS 3G, CEFALOSPORINAS 4G
DIAMINOPIRIMIDINES DIAMINOPYRIMIDINES
FOSFOMICINA FOSFOMICINA
IMIDAZOLES NITROIMIDAZOLES
LINCOSAMIDAS LINCOSAMIDAS
MACROLIDOS MACROLIDES
NITROFURAN NITROFURAN
PENICILINAS AMIDINOPENICILINA, AMINOPENICILINAS, PENICILINAS NATURALES, PENICILINAS ANTISTAFILOCOCOS,
FENOXIPENICILINAS
FENICOLES FENICOLES
PLEUROMUTILINAS PLEUROMUTILINAS
POLIPEPTIDOS POLIPEPTIDO CICLICO
QUINOLONAS QUINOLONA 1G, QUINOLONA 2 G (FLUOROQUINOLONA)
QUINOXALINAS QUINOXALINA
SULFONAMIDAS SULFONAMIDAS
SULFONAMIDAS+DIAMINOPIRIMIDINAS  |SULFONAMIDAS+DIAMINOPIRIMIDINAS
TETRACICLINAS TETRACICLINAS

Resenas

Para elaborar la lista de VCIA, se ha hecho una sintesis para cada clase de antimicrobiano. En el informe integro se
presentan ejemplos de justificacion por especie y por enfermedad. Estos antimicrobianos son beneficiosos para la
sanidad animal y, indirectamente, para la salud humana porque aumentan la cantidad de alimentos disponibles y
salubres, comparando con el riesgo que entrafia su utilizacion.
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La base de datos empleada para hacer la lista proviene de las informaciones comunicadas en las respuestas. Algunos
antimicrobianos que se mencionan en las respuestas, utilizados en un niimero limitado de paises, no se comentan en este
resumen.

Importancia de los aminoglicésidos

Las enfermedades que se combaten con aminoglicosidos, solos o combinados, son particularmente debilitantes para los
animales jovenes y, si no se tratan los focos adecuadamente, los animales afectados sufren mucho. Asimismo, las
infecciones enteriticas que afectan a los cerdos y a los terneros se tratan eficaz y economicamente por via oral con
aminoglicdsidos, solos o combinados. Su amplia gama de indicaciones y la naturaleza de las enfermedades tratadas
hacen que los aminoglicésidos sean de importancia crucia para la clinica veterinaria y la produccién animal.

Importancia de la ansamicina

La ansamicina tiene una utilizacion muy restringida. Este antimicrobiano solamente esta autorizado en unos pocos
paises y con un nimero de indicaciones muy limitado. Es un VCIA porque en algunas situaciones no hay alternativa.

Importancia de la penicilina y de los inhibidores de las betalactamasas

Las penicilinas combinan una eficacia bactericida excepcional con su baja toxicidad, solas o combinadas con
inhibidores de las betalactamasas. Han llegado a establecerse como de importancia critica para tratar distintas
enfermedades en muchas especies de animales.

Importancia de las cefalosporinas

Las cefalosporinas, en particular los compuestos de 3* y 4" generacién, que son mas potentes, son una opcion
terapéutica muy importante para los veterinarios, tanto para curar a los animales de compafiia como para los animales
de abasto. Las alternativas son de eficacia limitada, sea por su reducido espectro o por la resistencia microbiana.

Importancia de la fosfomicina

Existen pocas alternativas a la fosfomicina para tratar algunas enfermedades icticas. Este antimicrobiano, sélo o
combinado con otros, también se usa para tratar enfermedades enteriticas y respiratorias de las aves, los bovinos y los
porcinos.

Importancia del acido fusidico

El acido fusidico, combinado con la penicilina, esta considerado como de importancia critica porque esta combinacion
evita que aparezcan Staphylococcus aureus mutantes y resistentes.

Importancia de los macrolidos, azalidos y lincosamidas

El acceso a los antimicrobianos macrolidos, azalidos y lincosamidas es esencial para la sanidad animal, porque se
utilizan en especies animales de abasto para prevenir, controlar y tratar enfermedades para las que hay pocas o ninguna
alternativa. Ademas, algunas de estas enfermedades bacterianas, si no se tratan, tienen un impacto negativo significativo
sobre la sanidad y el bienestar de los animales, asi como sobre la economia ganadera. Los macrdlidos se estan
empleando desde hace més de cincuenta afios en el mundo entero y siguen siendo activos contra agentes patdogenos
importantes.

Importancia del nitrofuran
El uso de nitrofuran esta limitado a unas pocas indicaciones. Solamente estd autorizado en algunos paises debido a su

toxicidad. Este tipo de antimicrobiano sigue siendo VCIA en algunos paises a causa de su eficacia contra patdogenos
tales como las salmonelas o Histomonas meleagridis.
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Importancia del nitroimidazol

La importancia que tienen los nitroimidazoles para la medicina veterinaria se explica por su actividad antiprotozoaria
(por ejemplo, histomonosis) y antimicrobiana (bacterias anaerdbicas). La retirada de los nitroimidazoles en muchos
paises deja a los veterinarios desprovistos de medios para luchar contra la histomonosis en los pavos.

Importancia de la novobiocina

Se considera que la novobiocina es un VCIA para tratar infecciones asociadas con los estafilococos. Es un
antimicrobiano importante, también, para tratar enfermedades de los peces y las aves. Existen pocas alternativas.

Importancia de la ortosomicina
La avilamicina es una de las escasas opciones disponibles para tratar la enteritis necrdtica en las gallinas.
Importancia del fenicol

Los fenicoles son particulartemente importantes para tratar algunas enfermedades de los peces para las que hay pocas
alternativas o ninguna. También representan una opcion para las enfermedades respiratorias de los bovinos, los porcinos
y las aves. Por motivos de salubridad alimentaria, el uso del cloramfenicol en el ganado ya no esta autorizado en
muchos paises.

Importancia de la pleuromutilina

La retirada, por motivos de seguridad, de farmacos autorizados para luchar contra la disenteria porcina, como los
nitroimidazoles, y la menor susceptibilidad en los aislados de Brachyspira, ha disminuido el nimero de farmacos contra
las infecciones espiroquetales. Las pleuromutilinas se fabrican y comercializan exclusivamente para ser administradas a
animales, no estan relacionadas con los antimicrobianos para humanos, no se utilizan en terapias antimicrobianas
humanas y son muy valiosas debido a la ausencia de resistencia vinculada con otras clases de antimicrobianos.

Importancia de los iondéforos poliéter

El acceso a los ion6foros poliéter es esencial para la sanidad animal porque se utilizan en especies animales de abasto
para prevenir, controlar y tratar enfermedades para las que hay pocas o ninguna alternativa. Ademas, algunas
enfermedades parasitarias, si no se tratan, tienen un impacto negativo significativo sobre la sanidad y el bienestar de los
animales, asi como sobre la economia ganadera. Los ionéforos poliéter se estan empleando desde hace décadas en el
mundo entero y siguen siendo activos contra agentes patdgenos importantes. Existen pocas alternativas.

Importancia de los polipéptidos

El acceso a los polipéptidos es esencial para la sanidad animal porque se utilizan en especies animales de abasto para
prevenir, controlar y tratar enfermedades para las que hay pocas o ninguna alternativa. Ademas, algunas enfermedades
bacterianas, si no se tratan, tienen un impacto negativo significativo sobre la sanidad y el bienestar de los animales, asi
como sobre la economia ganadera. Los polipéptidos se estan empleando desde hace mas de cincuenta afios en el mundo
entero y siguen siendo activos contra agentes patdgenos importantes. Estan clasificados como VCIA a causa de sus
singulares efectos benéficos para la sanidad animal, porque con ellos se tratan enfermedades importantes y ademas se
pueden emplear en numerosas especies.

Importancia de las quinolonas

Las quinolonas de 1* y 2° generacidn son criticas para la clinica veterinaria porque se usan para enfermedades como las
colibacilosis, que causan pérdidas importantes en las aves, los bovinos, los porcinos, los peces y otras especies.

El nimero de clases alternativas es restringido por su eficacia y espectro limitados o por la aparicion de resistencia

microbiana. Si no se tratan, las enfermedades tendran un impacto muy negativo sobre el estado de salud y el bienestar
de los animales, asi como para la economia de la ganaderia de abasto.
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Importancia de la estreptogramina

Virginiamicina es un antimicrobiano importante para luchar contra enfermedades que pueden provocar un alto indice de
mortalidad en el ganado. Por esta razon, se considera como VCIA en algunos paises.

Importancia de las sulfonamidas solas o combinadas con diaminopiramidinas

Varias sulfonamidas, solas o combinadas con diaminopiramidinas, estan clasificadas como VCIA debido a la variedad
de vias de administracion, las enfermedades cubiertas y el hecho de que se emplean en numerosas especies de animales.

Importancia de las tetraciclinas

Las tetraciclinas, a pesar de que existen desde hace afios, siguen siendo frecuentemente utilizadas y eficaces para la
medicina veterinaria. La resistencia microbiana in vitro es comun, pero el grupo ponderé mas su valiosa actividad
terapéutica en la practica. No hay alternativa a las tetraciclinas para tratar a los animales contra Ehrlichia ruminantium o
Ehrlichia canis.

Sugerencias en las respuestas sobre los objetivos de la lista VCIA (segunda pregunta):

Casi todos los que respondieron estaban de acuerdo con la definicion de VCIA, pero algunos consideraron que tanto la
definicion como el objetivo de la lista son inadecuados. Otros no estaban de acuerdo con el principio de establecer una
lista cerrada de antimicrobianos importantes para los veterinarios.

La mayoria de los comentarios que se hicieron apoyaban los objetivos de la lista. Otros objetivos de dicha lista podrian
ser los siguientes:

- proveer pruebas adicionales de que actualmente faltan farmacos veterinarios para atender las necesidades en
materia de sanidad animal

- evitar que se dependa en exceso de una lista limitada o restringida de antimicrobianos, lo que provocaria una
mayor resistencia microbiana de los agentes patdégenos humanos y animales

- reconocer mejor la necesidad de que los antimicrobianos usados para tratar las enfermedades estén legalmente
disponibles y autorizados de acuerdo con criterios de calidad, seguridad y eficacia

- poner de relieve que los criterios para definir los antimicrobianos veterinarios como crucialmente importantes no
pueden ser los mismo que para los de uso humano debido al gran nimero de enfermedades de los animales, la
diversidad de los patogenos y de la dinamica de las poblaciones de los animales tratados. La administracion de
antimicrobianos a los animales depende mas de factores ambientales y epidemioldgicos, como la estacion, el
clima, el estrés, la localizacion geografica, etc.

- la lista de VCIA deberia ser utilizada para fijar las prioridades del trabajo futuro para evaluar los riesgos, pero no
para determinar directamente las opciones de gestion de los riesgos y su aplicacion. Los veterinarios son
conscientes del peligro potencial de transmision entre los animales y los humanos. Las recomendaciones
internacionales (como el Codigo Sanitario para los Animales Terrestres de la OIE, la directriz 27 de VICH, etc.)
han sido publicadas para evaluar este riesgo y muchos paises las han aplicado afiadiéndolas a sus normativas
especificas para autorizar el empleo de un antimicrobiano.

Sugerencias en las respuestas sobre los criterios propuestos (tercera pregunta):

Se sugiere incluir otros criterios, como:

i)  La concentracion de la sustancia activa antimicrobiana segun la via de administracion, las especies tratadas y la
patologia.

ii)  Existencia y mecanismos de resistencia al VCIA.
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iii) Directrices para determinar los periodos de supresion en las especies destinadas a la alimentacién mas comunes.
iv) Criterios de eficacia y seguridad de las sustancias antimicrobianas.
v) Limites de residuos.

vi) Los antimicrobianos que se utilizan para estimular el crecimiento. Esta utilizacion tiene consecuecias econoémicas
significativas para la ganaderia. Sin embargo, los antimicrobianos que causan resistencia a las clases de
antimicrobianos utilizados en los humanos no deberian utilizarse para estimular el crecimiento mientras no se
hayan evaluado los riesgos.

vii) Los VCIA deben ser responsabilidad de personas cualificadas, como los veterinarios.

Informacién relativa a las reglas nacionales especificas para autorizar o utilizar los antimicrobianos o algunas
clases de antimicrobianos (cuarta pregunta):

La mayoria de las respuestas indican que el pais en cuestion ha tomado medidas para regular la autorizacion o el uso de
los antimicrobianos. Sin embargo, seis paises indican que no disponen de reglas especificas al respecto. Podria haber
otros entre los que no contestaron.

La autorizacion de los productos antimicrobianos, en la mayoria de los casos, corre a cargo de una autoridad reguladora,
sea regional o nacional. Toma en cuenta los criterios de eficacia, seguridad y calidad. En la mayoria de estos paises, la
distribucion, la administracion, o ambas, también son responsabilidad de los veterinarios.

Aparte de que muchos paises aplican recomendaciones similares para establecer las medidas relativas a la autorizacion
y el uso de los antimicrobianos, también se han mencionado algunas caracteristicas regionales de las regulaciones. Por
ejemplo, las medidas en vigor difieren en algunos procedimientos entre América, Asia, Africa y Europa. Pero el
objetivo siempre es:

i)  evaluar la seguridad para los animales objetivo, los usuarios, el consumidor y el medio ambiente;
ii) evaluar la calidad y la eficacia del producto.

En algunos paises, segun las respuestas, rigen requisitos especificos para cada producto, de tal modo que los principios
de uso prudente se basan en un diagndstico exacto y una cuidadosa seleccion de productos. En otros Paises Miembros
de la OIE existe una legislacion especifica para regular la autorizacion o el uso de antimicrobianos que son importantes
para la salud publica (por ejemplo, gentamicina, amikacina, rifaximina, cefalosporinas de tercera y cuarta generacion,
vancomicina y rifampicina).

Algunas respuestas indican que la utilizacion “extra-label” de farmacos humanos con fines veterinarios esta
estrictamente regulada y limitada y, por consiguiente, se aplica rara vez a los animales de abasto.

En algunos Paises Miembros de la OIE, los veterinarios, los ganaderos o ambos deben registrar todos los tratamientos
antimicrobianos de los animales, incluyendo los periodos de supresion para la leche, la carne y otros productos. Los
veterinarios deben también llevar un registro de todas las adquisiciones y aplicaciones o dispensa de antimicrobianos.

En varios paises algunos antimicrobianos (por ejemplo, cloramfenicol, nitroimidazol y nitrofuran) estan totalmente
prohibidos para el uso veterinario y para el uso en animales de abasto con fines terapéuticos o para estimular el
crecimiento. Algunos paises han prohibido totalmente los antimicrobianos como estimuladores del crecimiento y los
restringen a la utilizacion terapéutica o profilactica.

En algunos casos muy especificos y cuando no hay alternativa, algunos Paises Miembros de la OIE autorizan la
utilizacion de los antimicrobianos restringidos, por ejemplo, rifampicina combinada con eritromicina, que puede ser
permitida para tratar la infeccion por Rhodococcus equi en los potros.

Cabe destacar que la importancia que tiene la utilizacion de los antimicrobianos depende del pais. En algunos Paises
Miembros, el uso de antimicrobianos esta muy limitado a causa de (i) el tipo de produccion, (ii) la patologia asociada
y/o (iii) la no disponibilidad de estos antimicrobianos. En otros, los antimicrobianos son esenciales para detener las
infecciones bacterianas que causan pérdidas econdmicas considerables y hacen sufrir a los animales.
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Conclusiones y recomendaciones

Las respuestas al cuestionario sobre VCIA ponen de relieve la importancia que dan a este tema los Paises Miembros,
que representan a todas las regiones, y las organizaciones internacionales que tienen un acuerdo de cooperacion con la
OIE.

Los resultados del cuestionario, por lo tanto, permiten que la OIE cree y desarrolle una base de datos importante y
fidedigna sobre los antimicrobianos que van a ser de importancia critica para los animales en el mundo entero.

En cuanto al concepto y los objetivos de los VCIA, en general los que respondieron estan de acuerdo con los criterios
propuestos por la OIE.

El nimero de antimicrobianos considerados como VCIA por las respuestas refleja la complejidad de la medicina
veterinaria, la multiplicidad de las especies objetivo y la variedad de las necesidades regionales o nacionales. Obsérvese
que no todas las sustancias estan disponibles en todos los paises.

En general, se considera que todos los antimicrobianos legalmente disponibles y autorizados son de importancia critica
para tratar, prevenir y controlar las enfermedades de los animales. En la gestion sanitaria, los veterinarios deben
frecuentemente focalizarse sobre el tratamiento, la prevencion y el control de las enfermedades para todo un rebafio o
manada.

La disponibilidad, la eficacia y el coste de numerosos antimicrobianos también es algo que preocupa a los veterinarios
(especialmente a los que se ocupan de los animales de abasto), que cuentan con un niimero limitado de farmacos
antimicrobianos entre los que escoger. Otros factores a tomar en cuenta son: los diferentes tipos de sistemas de
produccion, los tratamientos que se aplican individualmente y a todo el rebafio, la relacion entre patogénesis y
epidemiologia, la diversidad de los patdgenos, la frecuencia de las coinfecciones y el personal necesario para
administrar los tratamientos.

Ademas, es menester tener una amplia gama de productos de distintas clases de antimicrobianos a disposicion del
veterinario que trata enfermedades de los animales, si han demostrado ser seguros y eficaces, para reducir la seleccion
de resistencia por exceso de uso de pocos productos. Limitar las clases importantes de antimicrobianos para uso
veterinario podria aumentar la presion selectiva de resistencia en los antimicrobianos restantes.

La OIE ha creado ahora la primera lista consolidada de sustancias consideradas como VCIA. Definir qué productos
médicos veterinarios que contienen antimicrobianos son considerados como criticas deberia ser competencia nacional o
regional. Es necesario actualizar periodicamente la lista.

Al comparar la lista de antimicrobianos designados por la OMS como de importancia critica, muy importantes o
importantes para los humanos con la lista de VCIA, salta a la vista que las familias de todas las sustancias son casi
siempre las mismas para los humanos y los animales. Pocas clases de antimicrobianos se utilizan exclusivamente para el
hombre o exclusivamente para animales. No obstante, lo que puede ser considerado importante solamente en el sector
humano actualmente, podria en el futuro serlo en clinica veterinaria y viceversa.

La OIE ha elaborado directrices para utilizar con prudencia los antimicrobianos veterinarios y éstas figuran en el anexo
3.9.3 del Cédigo Sanitario para los Animales Terrestres. Los Paises Miembros de la OIE deberan seguir apoyando la
aplicacion de estos principios. Los principios de prudencia deben ser revisados periddicamente y actualizados a medida
que se disponga de nuevas informaciones cientificas. La OIE debera ayudar a los Paises Miembros a poner en practica
las directrices pertinentes con la debida atencion a los antimicrobianos de importancia critica.

En casi todas las respuestas, se indicaba que los antimicrobianos estan regulados con legislacion especifica para
autorizar su uso y que solamente estan disponibles por prescripcion. Sin embargo, seis respuestas decian que no existian
obligaciones legales para autorizarlos o usarlos. Es preocupante que asi sea también en otros paises. Por consiguiente,
se alienta a esos Paises Miembros de la OIE a que apliquen las disposiciones del articulo 3.9.3.3 del Codigo Sanitario
para los Animales Terrestres para constituir organismos reguladores nacionales encargados de autorizar la
comercializacion. Los paises que no dispongan de los recursos necesarios para aplicar tales procedimientos de registro
de los antimicrobianos y que sean abastecidos principalmente mediante importaciones, tendran que tomar las siguientes
medidas, que se estipulan en el Codigo Terrestre:
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a) Comprobar la eficacia de los controles administrativos sobre el control de los antimicrobianos;
b) Comprobar la validez de los procedimientos de registro del pais exportador y de fabricacion como corresponda;

¢) Desarrollar la cooperacion técnica necesaria con autoridades experimentadas para comprobar la calidad de los
antimicrobianos importados, asi como la validez de las condiciones de uso recomendadas.

Se procurara coordinar la regulacion de la autorizacion y el uso de los antimicrobianos en la medicina veterinaria en
todo el mundo.

Desarrollo ulterior de la lista VCIA

La lista de VCIA debera ser actualizada regularmente de acuerdo con las informaciones cientificas mas recientes y
reconociendo que la posicion no es inamovible.

Una vez hayan aceptado esta lista los Paises Miembros de la OIE, la FAO, la OIE y la OMS estudiaran la posibilidad de
reunirse para dar recomendaciones sobre como equilibrar las consideraciones de salud publica con las necesidades en
materia de sanidad animal. El resultado de este proceso sera tomado en cuenta por el Codex, dentro del grupo mixto
Codex/OIE, como se recomendd en la reunion de Oslo.
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Anexo VIII

Mandato del grupo ad hoc encargado de biotecnologia

Mandato

El grupo ad hoc encargado de biotecnologia comprendera un grupo interdisciplinario de expertos de fama mundial en
biotecnologia animal.

El grupo ad hoc trabajara bajo los auspicios de la Comision de Normas Bioldgicas y contribuird al trabajo de esta
comision y de otras comisiones especializadas de la OIE y grupos de trabajo.

Cometido
- Desarrollar directrices para la investigacion sobre vacunas atenuadas vivas para sanidad animal.
- Desarrollar directrices para las nuevas tecnologias, como las vacunas de ADN y vacunas expresadas en vegetales.

- Desarrollar directrices para los riesgos para la sanidad animal relacionados con la transferencia y clonacion
nuclear de células somaticas.

- Desarrollar criterios objetivos para evaluar el estado de salud de los embriones y animales de produccion
derivados de la clonacion y la seguridad biologica asociada de los animales de produccion clonados y sus
productos. Desarrollar directrices para excluir a los animales no autorizados y los productos derivados de la
poblacion ganadera y separarlos de la cadena alimentaria animal y humana.

- Desarrollar directrices para la identificacion, analisis y certificacion para el comercio internacional con animales
de produccion y sus productos para los que se hayan empleado procedimientos biotecnologicos.

- Desarrollar directrices relevantes para aplicar la nanociencia/nanotecnologia en su relacion con la sanidad animal.
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Anexo IX

Conclusiones y recomendaciones del
panel de expertos en vacunas contra la gripe equina — enero de 2006

Estas recomendaciones sobre la composicion de las vacunas para 2006 fueron elaboradas con ocasion del examen de
los datos derivados de la vigilancia de la gripe equina, por el panel de colaboradores internacionales, para el periodo
comprendido entre enero de 2005 y enero de 2006. Las recomendaciones en materia de cepas para las vacunas son las
mismas que para 2005.

Actividad gripal en 2005

En 2005 se informé de brotes de gripe equina en Dinamarca, Francia, Suecia, Tunez, Reino Unido y EEUU. Algunos
ocurrieron en animales vacunados pero en general la enfermedad fue leve.

Toda la actividad gripal estuvo asociada con virus H3NS8. No se informd de indicios serologicos o virologicos de
subtipos virales H7N7 (equine-1) que circulasen entre la poblacion equina. Sin embargo, los laboratorios de
diagnostico tendran que mantener la supervision sero y virologica y, cuando utilicen la amplificacion en cadena por la
polimerasa para establecer un diagnostico rapido, se cercioraran de que se utilizan cebadores especificos para los virus
H7N7 y H3NS.

Caracteristicas de los aislados recientes

Todos los virus tipificados antigénica y/o genéticamente como provenientes de Europa y Norteamérica en 2005
pertenecian a la estirpe “americana”, salvo uno aislado en el Reino Unido. En las pruebas por inhibicion de la
hemoaglutinaciéon (IH) que usaron antisuero especifico post-infeccion, los virus de estirpe americana aislados en
Europa y Norteamérica estaban estrechamente relacionados con la cepa de vacuna prototipo A/South Africa/4/2003 y
con la cepa de referencia A/eq/Newmarket/5/2003. Las secuencias HA1 de virus de estirpe americana aislados desde
2003 en América, Europa y Surafrica corresponden todos a un tnico subgrupo filogenético, al que antes se llamaba
“estirpe de Florida” (Lai et al., 2001; 2004). Las secuencias de virus aisladas en América desde 2003 y representadas
por A/eq/South Africa/4/2003 (y A/eq/Ohio/2003) se caracterizan por dos cambios mas de aminoacidos en sitios
antigénicos, comparadas con las secuencias de virus HA1 aisladas en Europa. Estos cambios adicionales parecen
contribuir a aumentar la diferencia respecto a los virus similares a A/eq/Newmarket/1/93 que se incorporan actualmente
a las vacunas. El virus de estirpe europea aislado en 2005 reaccion6 bien a las pruebas de IH con antisuero especifico
frente a la cepa de referencia de estirpe europea A/eq/Newmarket/2/93.

Recomendaciones para la composicion de las vacunas contra la gripe equina

Entre enero de 2005 y enero de 2006, los virus H3N8 de estirpe “americana” siguieron circulando en Europa y
Norteamérica y afectaron a algunos caballos vacunados. Estos virus, junto con los que causaron los focos en 2003/4 en
Surafrica y circulaban en Norteamérica, estaban antigénicamente relacionados con las cepas recomendadas actualmente
para las vacunas: similares a A/eq/South Africa/4/2003. Solamente un virus de estirpe “europea” fue caracterizado en
2005 y ningun episodio clinico serio ha sido atribuido a estos virus. Sea como fuere, se mantiene la recomendacion de
incluir un virus de estirpe europea en las vacunas y de que se siga vigilando a los virus de estirpe europea.

Por consiguiente, se recomienda que las vacunas contengan:
. un virus de tipo A/eq/South Africa/4/2003 (H3N8) (estirpe americana)'
'A/eq/Ohio/2003 es igual de aceptable que A/eq/South Africa/4/2003.

. un virus de tipo A/eq/Newmarket/2/93 (H3N8) (estirpe europea)’

Aleq/Suffolk/89 y Al/eq/Borlinge/91, que son las cepas utilizadas actualmente en las vacunas, siguen siendo
aceptables.
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Reactivos de referencia

Los reactivos de referencia especificos para las cepas de vacunas de estirpe europea recomendadas estan disponibles
para normalizar el contenido de las vacunas por difusién radial simple (SRD) y pueden obtenerse en el Instituto
Nacional de Control y Normas Biologicas (NIBSC). La preparacion de los reactivos para la recomendacion de 2005
esta siendo examinada.

Tres antisueros equinos contra la gripe (anti-A/eq/Newmarket/77 [H7N7], anti-A/eq/Newmarket/1/93 [H3N8] y anti-
A/eq/Newmarket/2/93 [H3NS]) estan disponibles como preparaciones bioldgicas de referencia de farmacopea europea
(EP BRP) para los analisis serologicos de las vacunas contra la gripe equina por hemdlisis radial simple. Estos
antisueros también estan disponibles en el laboratorio de referencia de la OIE en Newmarket (Reino Unido) para ser
usados como estandar primario en los analisis serologicos de diagndstico. El suero equino obtenido tras la infeccion
con el virus A/eq/South Africa/4/2003 (H3NS) esta siendo objeto actualmente de un estudio internacional conjunto para
establecerlo como estandar primario EP BRP/OIE para sustituir al suero anti-A/eq/Newmarket/1/93 (H3NS).

Reactivos de referencia SRD

EP BRP para andlisis serolégico de
las vacunas contra la gripe equina

Estandares primarios de la OIE para
los andlisis seroldgicos de diagndostico

NIBSC, Blanche Lane, South
Mimms, Potters Bar, Herts,

European Directorate for the Quality of
Medicines, BP 907, F-67029

Animal Health Trust, Lanwades Park,
Kentford, Newmarket, Suffolk,

EN6 3QG, UK Strasbourg Cedex, France CB8 7UU, UK
Fax: (+44-1707) 64.67.30 http://www.pheur.org Fax: (+44 -8700) 50.24.61
enquiries@nibsc.ac.uk info@aht.org.uk
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