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The Chairman, Head of Unit F2 of DG Entreprise, welcomed the participants, in particu-
lar observers from the new Member States. He informed that a joint session with the
Competent Authorities for the “Biocide directive”(Dir. 98/8) will take place at 2:30 PM
to discuss and endorse the document VETPHARM 248 —Revised- agenda point 8 on
“Borderline issues”.

The list of participants is annexed to the draft minutes.

1. AGENDA

The draft agenda of the 14™ meeting (VETPHARM 236) was adopted with the follow-
ing amendments;

- The French representative asked for information to be provided on the latest develop-
ment on Commission side on the availability of veterinary medicinal products (VMPs).
In particular he seeks information from others Member States (MS) representatives on
the application in their respective country of Article 10.2 of Directive 2001/82/EC es-
pecially in case of minor food producing species for which no authorised VMP is avail-
able within the Community.

- The Chairman informed also the participants that under agenda point 9, they will be
informed on three following guidelines (GL) EMEA/CVMP elaborated to respond to
the strategic plan of containing anti-microbial resistance, recently coming into ef-
fect.[GL EMEA/CVMP/612/01-Final “Guideline on the SPC for antimicrobial prod-
ucts; GL EMEA/CVMP/627/01-Final “Guideline for demonstration of efficacy for
VMP containing antimicrobial substances”; GL EMEA/CVMP/244/01-Final -corr
“Guideline on Pre-authorisation Studies to assess the Potential for Resistance Result-
ing from the Use of Antimicrobial Veterinary Medicinal Products ]

2. MINUTES

The draft minutes of the 13" meeting (VETPHARM 237) were adopted.
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3. INTERPRETATION/IMPLEMENTATION OF CURRENT LEGISLATION

3.1 Information on recent case law and pending cases

The Commission representative presented the judgement of the Court of First In-
stance of 26 February 2003 in Joined Cases T-344/00 CEVA Santé Animale SA v.
Commission of the European Communities and T-345/00 Pharmacia Enterprises
SA v. Commission of the European Communities. (VETPHARM 238), and in-

formed the Committee of the Commission’s appeal against that judgement.

Concerning the case of establishment of MRL for Progesterone and particularly the
classification in one of the Annexes Regulation 2377/90, the French representative
asked the Commission to inform the participants of the last development and con-
clusions expected. The Chairman informed the participants that after discussion
with the Marketing Authorisation Holder, it seems to be most probable that restric-
tion to intravaginal administration could preclude diversion for other purposes than
authorised therapeutic and zootechnical use. In that case progesterone will still be
classified in Annex Il of Regulation 2377/90.The Chairman added that until any
judgement from the European Court of Justice has been issued, the Commission
maintain its conclusions and interpretation on the current legal basis concerning

this case.

3.2 Regulation (EEC) 2377/90:

Avrticle 6 of Directive 2001/82/EC requires the inclusion of a pharmacologically ac-
tive substance in Annex I, 11 or 111 of Regulation 2377/90 as a precondition for ob-
taining a marketing authorisation for veterinary medicinal products for food pro-
ducing animals in the Community. Malachite green and its derivative leuco-
malachite green have never been evaluated according to Council Regulation
2377/90 as no applicant applied for. The use of this substance in food producing

animals is therefore illegal.

The Commission representative summarised actions engaged by the Commission
with respect to indications that malachite green is illegally used in aquaculture. The
issue has been raised with residue experts and in the Standing Committee for the
Food Chain and Animal Health (established with Regulation 2002/178/EC ‘Food
Law’) with Member States, Accession countries and European Economic Area
Members as well as bilaterally with those countries particularly concerned includ-
ing the United Kingdom, France and Chile. Subsequently Member States stepped
up their control activities concerning the substances (malachite green and its me-
tabolite leuco-malachite) and the number of samples aimed at the detection of
malachite green taken increased in 2002. Samples are taken according to the tar-
geted national residue monitoring plans established according to Directive
96/23/EC and according to general control requirements. Moreover, the Commu-
nity Reference Laboratory responsible for analytical support for the respective
group of substances (AFSSA-LERMVD Fougeéres, France) has taken action to im-
prove the analytical methods in place (Limit of detection at 2 ppb). As a result the

number of non-compliant results increased last year.

The delegate from Norway confirmed that the use of malachite green in aquacul-

ture is prohibited in her country and that its illegal use is censured.
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The Commission representatives confirmed to the German representatives that use
of Malachite Green was also forbidden on embryonic eggs of fish.

3.3 Transmissible Spongiform Encephalopathy (TSE)

The Commission representative gave an update on the revision of the ”Note for
guidance (NfG) on minimising the risk of transmitting animal spongiform encepha-
lopathies via human and veterinary medicinal products”. The Biotech Working
Party members in their May 2003 meeting have revised the NfG; they have dis-
cussed and amended it as appropriate in accordance with the comments received
during the consultation period. They will discuss again the revised version at their
June meeting and hopefully adopt it for presentation in both CVMP and CPMP
committees July meetings. Optimally, each Committee at its September meeting
could adopt the joint revised CVMP/CPMP NfG, which then would be published
on the Commission web site and EMEA Web site and published in the Official
Journal of the EU. The main changes introduced in this revision are the following;

- Introduction of principles of risk assessment as the basis for regulatory compli-
ance

- Update of Section 2 on the scope of the NfG; “TSE relevant species’ and to what
materials this NfG is applicable

- Update of section 3 with respect to geographical source of bovine animals; BSE
negligible risk (closed) bovine herds and introduction of the new 3 categories of
WHO classification of tissue infectivity.

- Introduction of new sections on risk assessment of materials or substances used in
manufacture and preparation of a medicinal product and risk benefit evaluation.

4. VETERINARY MEDICINAL PRODUCTS - LEGISLATIVE ISSUES

4.1 Variations regulations

The Commission representative informed the participants that two new regulations
on variations have been adopted on the 3™ June 2003 but are not yet officially pub-
lished as revised Annexe | of Directive 2001/83/ EC should be adopted before and
then published jointly. The Publication is expected soon before 1% July 2003.

These two new regulations on variations shall be applicable on 1% October 2003.
She informed that on 13™ June 2003 a Notice To Applicants (NTA) meeting is
convene in which it is intended to further discuss Guidelines on Type | Variations.
The new Guidelines on dossier requirements for type 1A and IB notifications for
variations to the terms of marketing authorisations granted following the mutual
recognition procedure or the centralised procedure, will contain in a convenient
format both the conditions applicable to these types of variations in accordance
with the new Commission Regulations and the corresponding dossier requirements
to be fulfilled. These Guidelines will replace the previous guidance in Volume 2C
and 6C of the Notice to Applicants for medicinal products for human use and vet-
erinary medicinal products.

The new application form for variations to a marketing authorisation shall apply
from 1 October 2003 in accordance with the new Commission Regulations on
variations. This application form will be self-explanatory and will replace the pre-
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vious application forms in Volume 2C and 6C of the Notice to Applicants for me-
dicinal products for human use and veterinary medicinal products. The previous
explanatory note on how to fill in the form is therefore redundant and will be de-
leted.

[Regulations (EC) No 1084/2003 and No 1085/2003) have been published in the
Official Journal L 159 of 27.6.2003

4.2 Review of the veterinary pharmaceutical legislation (VETPHARM 239)

The Chairman informed the participants on the latest events concerning the Review
2001 process. On 2™ June 2003, a political agreement has been concluded during
the Health Council on the Directive 2001/83/EC “Human code” and on Regulation
2309/93.

The same political agreement still has to be finalised for the Directive 2001/82/EC
“Veterinary code” during the next meetings of the Council-working group under
the Greek or Italian presidency.

As soon as the political agreement will be obtained for all 3 legal texts, it is
planned to adopt the Common positions by September 2003, to allow starting the
2" Reading by the European Parliament at the latest in its October session.

The Commission services are very confident with this planning as both Greek and
Italian presidencies are working very actively towards this objective. Indeed, the
Chairman stressed that the Review 2001 should optimally be completed before two
important date’s -Election in the EP in the next spring of 2004, and accession of
new Member States. (May 2004).

5. MARKETING AUTHORISATION PROCEDURE

5.1 Centralised procedure and referrals

The EMEA representative informed the participants on the status of the application
received in the Agency for;

- MRL applications; it was planned for 2003 to receive 2 new MRL applications
dossiers but just one has been received yet.

- Applications for marketing authorisations under Centralised procedure; it was
planned to receive 10 new applications but just 3 have been received yet, plus 5
hopefully starting in the autumn.

The French representative questioned about the criteria applying for extrapolation
of existing MRL. The Commission representative underlined that there is a differ-
ence between extrapolation and extension of MRL. Concerning MRL extension
application, the Agency (EMEA) is in charge of receiving them and to assess the
documentation. Concerning the MRL extrapolation to others species, the CVMP is
still working to elaborated further on this issue.
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5.2 Mutual recognition procedure

The Greek chairman of the VMRFG, gave an exhaustive summary of the work ac-
complished in Mutual Recognition Procedures (MRP) developed during the Greek
presidency.

5.3 Suspension of marketing authorisation.

The Commission representative informed the participants about the favourable
opinion delivered by the Standing Committee for Veterinary Medicinal Products,
acting by qualified majority (YYes 79/87 — No: ES 8/87 — Absent: FR 10/87)) Com-
mission Decision of 22/04/03 C(2003) 1401 concerning the suspension of market-
ing authorisations for VMPs containing the substance “Benzathine Benzylpenicil-
line” intended for intramuscular and/or subcutaneous administration to food-
producing species (VETPHARM 240). She reminded them about their obligation to
inform the responsible Commission service about the implementation in their re-
spective country of the above Commission decision. Only Finland had as yet com-
plied with this obligation.

5.4 Notice to applicants

The Commission representative informed the participants that the revision of Vol-
ume 6A for Veterinary medicinal products (Chapters 4 and 7)(VETPHARM 241)
had been published last April, on the following web page
http://pharmacos.eudra.org/F2/eudralex/vol-6/home.htm

6. OFFICIAL CONTROL AUTHORITY BATCH RELEASE (OCABR) OF
IMMUNOLOGICALS VETERINARY MEDICINAL PRODUCTs (IVMPs)

The European Directorate Quality of Medicine (EDQM) representative presented the
Summary of progress on OCABR of IVMPs by Veterinary Official Medicines Control
Laboratories (OMCL) prepared by EDQM and tabled during the meeting
(VETPHARM 242). He added that the drafting group among veterinary OMCLSs net-
work who has drafted the 12 first specific guidelines [Currently out for internal consul-
tation within the Network of OMCL vet by end of August 2003], planned to finish its
work by early 2004.

The Chairman asked for comments from the participants. The British representative in-
formed the Chairman and the EDQM representative that she was not able to comment
immediately on a document tabled during the meeting but that written comments will
be provided to the Commission services with copy to EDQM as appropriate.

The Chairman questioned the participants as well as the EDQM representative on the
following issues;

- Real involvement of Member States, which already carry out OCABR of veterinary
vaccines, in the Vet OMCL Network?

- Is there any planned study in EDQM on the respective and compared cost effective-
ness of Human OMCL and Vet OMCL?
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- Which new Member State is currently participating actively in the Vet OMCL net-
work and would be interested in applying OCABR as described in Article 82 of Direc-
tive 2001/82/EC?

The EDQM representative informed that these issues are to be looked at, especially in
the context of the Review 2001. He informed the participants of an annual meeting of
the Veterinary OMCL network to be held in EDQM, Strasbourg, late in October 2003
and of another one in May 2004, during which the necessary tools to fully implement
OCABR, as described in Article 82 of Dir.2001/82/EC, by those member states in-
volved, would be finalised (Procedures and guidelines).

7. INTERNATIONAL ISSUES

7.1 Mutual Recognition Agreements (MRA): Update (VETPHARM 243)

The Commission and EMEA representatives informed that regularly updated ver-
sion of the "Current status of Mutual Recognition Agreements - GMP sector" and
a table "Mutual Recognition Agreements - Key Elements and Product Coverage"
are now available on http://pharmacos.eudra.org/F2/mra/index.htm. The Commit-
tee was updated on the actual status of MRAs.

The MRAs will extend to the new Member States from the first day of their ac-
cession, without the need to amend the texts of the MRA framework agreements,
since they do not list the countries to which the respective MRA applies. The only
place where the Member States are referred to be the list of Designat-
ing/Regulatory Authorities contained in the Sectoral Annexes.

However, the GMP sectors present certain difficulties, since they rely on mutual
recognition of systems generally on the basis of reciprocal evaluations carried out
to build up confidence in each other's inspection systems. In this respect, the
situation will differ in those MRAs that have directly been implemented (Austra-
lia, New Zealand, Switzerland) and those that foresee a period of confidence
building (Canada, Japan, USA). As regards the former, the Commission did not
receive aby comments from Australia and New Zealand until now, and intends to
engage in discussions with Switzerland during the next Joint Committee meeting
in June 2003. If there are no objections the amendment of the respective sectoral
Annexes will suffice. On the contrary, Canada will not accept new Member States
automatically but insist on inspections. Further modalities have to be discussed
with Canada. The Commission would prefer if new Member States could apply
for inspection by Canada. To avoid difficulties, the Commission is offering "pre-
inspections” and recommending the new Member States not to apply for inspec-
tion by Canada until they are well prepared for it. In the meantime and in order to
be able to export to Canada, the new Member States will be able to ask for valida-
tion by Member States’ agencies already listed in the system.

Answering a question from France the Commission representative informed that
the EU re-evaluation of the Italian veterinary GMP sector beginning of June 2003
has been successful. At present there would be the re-evaluation by Canadian in-
spectors and the Commission would be confident that also this sector is going to
prove equivalency with Canadian GMP requirements.
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7.2 Enlargement
7.2.1 PERF IlI: Update on Acquis.

The Commission representative gave a short update on the last meeting of the
PERF 111 Acquis Working Group in Tallin from 2-4 June 2003. Most of the topics
concern both the human and the veterinary sectors especially focussing on a
smooth phasing in of the centrally and the mutual recognition authorisation pro-
cedures. Reflection papers have been drafted or already been published. A special
veterinary outbreak session concentrated upon teat dips, packaging and labelling
issues and on the preparation of the Veterinary PERF 111 Conference, which will
take place in Warsaw from 24-26 September 2003. Additionally the Commission
plans to publish a "Communication on the application of Community legislation
on medicinal products in the context of the European Union's enlargement™ by the
end of 2003.

7.2.2 Protocol to the Europe Agreements on Conformity Assessment and Accep-
tances (PECAS)

The Commission representative informed that a table concerning key elements of
the GMP sector of PECAs and the Guidance Document on the "Implications of
the Operational phase of the GMP annexes to the Protocol to the European
agreement on Conformity assessment and Acceptance of industrial products
(PECA) with European Union associated countries”, are available on
http://pharmacos.eudra.org, in a new section "PECAs". Additionally participants
were updated on the actual status of the PECAs.

The Czech representative gave an oral report on the improvements made by the
Czech Veterinary Institute. A re-evaluation together with an observed inspection
of a company exporting to Italy would be envisaged but not yet confirmed for
May 2003. (After meeting note: the re-evaluation has been successfully carried
out in July 2003)

7.3 VICH

The Commission representative reported the conclusions of the 12" VICH Steer-
ing Committee meeting held on 7-8 May 2003 in London;

- Importance of international harmonisation on the collection and evaluation
pharmacovigilance data;

- Signed-off of VICH GL 36 and VICH GL 37 on Safety issues and released for
consultation until November 2003;

- Review of VICH Work Plan 2000-2005; what continuation of harmonisation ac-
tivities after 2005?

A press release from the 12™"VICH SC meeting is available on VICH Web site
http://vich.eudra.org/pdf/06_2003/pr03021.pdf.

Next VICH SC is scheduled for 7-8 October 2003, in Washington D.C, USA.
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7.4 Codex Alimentarius

The Commission representative reported the status of major issues discussed at
the 14th session meeting of the CCRVDF held in Washington, 4-7 March 2003
(VETPHARM 246). In particular, she underlined that;

- Concerning the “Code of practice to minimise and contain antimicrobial resis-
tance”, CCRVDF members were request to send their comments to the Codex
Secretariat not later than 30 June 2003. A drafting Group, chaired by US, will
meet in 14-15 July 2003 in Washington D.C for revision and finalisation of the
proposed draft code. A Commission representative assisted by an EU expert
(CVMP member, actual chairwoman of the efficacy WP in CVMP) will partici-
pate in this meeting. The revised version of the draft code of practice will be for-
warded to Codex secretariat for circulation by end of 2003 and further considera-
tion at its 15™ Session.

- Concerning the “discussion paper on Risk management methodologies, includ-
ing Risk assessment Policies”, European Commission services will convey a
drafting working group, chaired by France, to develop the document that should
be presented to the CCDRVF after the drafting group meeting to be held in Janu-
ary 2004.

- Concerning the proposed ““revised draft guidelines for the establishment of a
regulatory program for the control of veterinary residues in foods” CCRVDF
members were request to send their comments to the Codex Secretariat not later
than 30 June 2003. A drafting Group, chaired by New Zealand will revise and fi-
nalise the proposed revised guidelines that will be forwarded to Codex secretariat
for circulation by end of 2003 and further consideration at its 15" Session.

8. BORDERLINE ISSUES

The chairman welcomed the Commission representative (DG Environment) [chairman
of the meeting of Competent Authorities for the Biocide directive (Dir. 98/8)] and all
Competent Authorities for the joint session. He introduced the issue and proposed to all
participants to discuss the revised document - VETPHARM 248-revised -[Doc-
Biocides-2002/02 —rev3 -11.06.03] — that was tabled, and if agreed to endorse it.

He explained that the latest revisions were introduced to specify that full compliance
with all requirements of Directive 2001/82/EC of any application for teat dip product
have to be met, before any marketing authorisation as Veterinary Medicinal Product
could be granted by the responsible authorities. He recalled that the following require-
ments are deemed compulsory: GMP certification for the process and the manufacturer
production site of the active substance; pre-clinical and clinical trials.

As long as all requirements of Directive 2001/82/EC are not met, the product (contain-
ing the biocide substance) could not be granted a marketing authorisation as Veterinary
Medicinal Product by any responsible authority.

The UK representative informed the participants about the UK opinion on the classifi-
cation of teat dip products. All the 189 teat dip products currently authorised in UK are
authorised as Veterinary Medicinal Products; none is authorised as biocidal product.
Indeed UK considers these teat dip products are to be considered VMPs either by pres-
entation or by function. The Chairman thanked the UK representative for the informa-
tion provided but reminded her that this would necessitate that for each UK marketing
authorisation for a teat dip product, full compliance with directive 2001/82/EC is
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achieved and that in particular efficacy trials criteria are adequately performed and as-
sessed. The UK could not confirm that this was really the case.

The Irish representative indicated that teat dips have up to now been classified in Ire-
land as Veterinary Medicinal Products, adding that his authorities will now review the
situation in light of the draft guidance document. In conclusion and after some further
debate, it was generally accepted that the amended guidance document in
VETPHARM 248-revised- to classify teat dip products as generally falling under
Dir.98/8/EC in the future was endorsed.

The Guidance document will be published on DG Environment web page and DG En-
terprise as soon as possible.
http://europa.eu.int/comm/environment/biocides/prodmilk.pdf
http://pharmacos.eudra.org/F2/pharmacos/docs/Doc2003/June/prodmilk.pdf

9. ANY OTHER BUSINESS

* The Chairman introduced the Commission representative from DG Justice and Home
Affairs, who presented the outcome of the questionnaire on Ketamine diversion (EU
Action Plan on Drugs 2000 — 2004) - VETPHARM 250.

The chairman proposed that veterinary committee member’s liase, at national level,
with their colleagues from Pharmaceutical Committee, before the 15 September 2003,
to propose a national common position on the conclusions of the questionnaire on
Ketamine Diversion and propositions for the next Pharmaceutical Committee meeting.

* The Commission representative informed the participants about the publication and
coming into force of 3 guidelines adopted by CVMP in accordance with the strategic
plan for containing antimicrobial resistance [Guideline EMEA/CVMP/612/01-Final
“Guideline on the SPC for antimicrobial products; Guideline EMEA/CVMP/627/01-
Final “Guideline for demonstration of efficacy for VMP containing antimicrobial sub-
stances” - these two guidelines apply from 11 June 2003; Guideline
EMEA/CVMP/244/01-Final -corr “Guideline on Pre-authorisation Studies to assess
the Potential for Resistance Resulting from the Use of Antimicrobial Veterinary Me-
dicinal Products- this guideline apply from 11 January 2003]

The Chairman asked information from Member States representatives about enforce-
ment of these 3 guidelines for VMPs authorised under the decentralised and national
procedures. EMEA should also inform the Commission about their enforcement for
centrally authorised VMPs.

EMEA representative informed the participants of their willingness to discuss this issue
during Infoday meeting between CVMP/Animal Health Industry before end of 2003.

* The Belgium representative questioned the Chairman about the possible review of
Req.2377/90. The Chairman answered that the different Commission services con-
cerned are considering carefully the issue but that no date could be fixed on this possi-
ble review.
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* The French representative expressed the concern of France about the implementation
of Article 10.2 of Directive 2001/82/EC especially in case of minor food producing spe-
cies e.g. food producing rabbits or food producing quails. He stated that the inadequa-
cies between the withdrawal period fixed in article 10.2 (28 days for meat from poultry
and mammals) and short cycle of production of certain species (3 weeks for quails) pre-
clude to use the provisions of Article 10.1 for these minor species and increased the
problem of availability of veterinary medicine. He reflected to the discussions between
Member States on implementation of Article 10 at the occasion of the review of the vet-
erinary pharmaceutical legislation. He asked the Chairman about the measures that the
Commission has in place to control, the enforcement of the European veterinary phar-
maceutical legislation in Member States, and proposed to enlarge the missions of the
Food and Veterinary Office to encompass the European veterinary pharmaceutical leg-
islation ( Directive 2001/82/EC; Regulation 2309/93/EC).
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