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The report of the Eleventh Session of the Codex Committee on Residues of Veterinary Drugs in
Foods (CCRVDF) is attached. It will be considered by the Twenty-third Session of the Codex
Alimentarius Commission (Rome, Italy, 28 June — 3 July 1999).

MATTERS FOR ADOPTION BY THE 23 R° SESSION OF THE
CODEX ALIMENTARIUS COMMISSION

1. Draft and Proposed Draft Maximum Residue Limits for Veterinary Drugs at Steps 8 or
5/8, respectively;ALINORM 99/31, Appendices Il and .

Governments and international organizations wishing to propose amendments or comment on the
above draft Maximum Residue Limits for Veterinary Drugs should do so in writing in conformity
with the Guide to the Consideration of Standards at Step 8 of the Procedure for the Elaboration of
Codex Standards Including Consideration of Any Statements Relating to Economic I1§paeix(
Alimentarius Procedural Manuallenth Edition, pages 24 — 25) to the Chief, Joint FAO/WHO Food
Standards Programme, FAO, Via delle Terme di Caracalla, 00100 Romendtalgter than 1

March 1999.

2. Proposed Draft Maximum Residue Limits for Veterinary Drug at Steps 5; ALINORM
99/31, Appendix V.

Governments and international organizations wishing to submit comments regarding the implications
which the above proposed draft Maximum Residue Limits for Veterinary Drugs or any provisions
thereof may have for their economic interests should do so in writing in conformity with the Uniform
Procedure for the Elaboration of Codex Standards and Related Texts (at Steu&) Alimentarius
Procedural Manual Tenth Edition, pages 20 — 21) to the Chief, Joint FAO/WHO Food Standards
Programme, FAO, Via delle Terme di Caracalla, 00100 Rome tiatyater than 1 March 1999.




REQUEST FOR COMMENTS AND INFORMATION

Governments and interested international organizations wishing to submit comments on
the following subject matter are invited to do so no later tBarDecember 19990 Dr.
Stephen F. Sundlof, Director, Center for Veterinary Medicine, Food and Drug
Administration, HFV-1, MPN-2, 7500 Standish Place, Rockville, Maryland, U.5.A.

(telefax no. 301.594.1830), with a copy to the Chief, Joint FAO/WHO Food Standards
Programme, FAO, Via delle Terme di Caracalla, 00100 Rome, Italy.

1. Discussion Paper on Risk Analysis in the Codex Committee on Residues of Veterinary
Drugs in Foods; ALINORM 99/31, paras. 41 — 44 and Appendix IX.

The Committee agreed to append the above document to its report for circulation and comment, with
the understanding that France would take the lead in revising the paper on the basis of the
Committee’s discussions and comments submitted for further consideration at its next meeting.
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SUMMARY AND CONCLUSIONS

The Eleventh Session of the Codex Committee on Residues of Veterinary Drugs in Foods reached
the following conclusions:

MATTERS FOR CONSIDERATION BY THE EXECUTIVE COMMITTEE AND/OR
CODEX ALIMENTARIUS COMMISSION:

» Advanced draft maximum residue limits fAtpha-Cypermethrin/Cypermethrin, Azaperone,
Bovine Somatotropins, Diclazuril, Dihydrostreptomycin/Streptomycin,
Febantel/Fenbendazole/Oxfendazole, Neomycin, Spectinomycin, Tilmicosin and Ceftiofur
to the Commission for adoption at Step 8 (paras. 63, 64, 70, 75, 76, 77, 79, 80, 82, 94 and
Appendix II);

» Advanced proposed draft maximum residue limitsFebantel/Febendazole/Oxfendazole,
Fluazuron, Nicarbazin, Benzylpenicillin/Procaine Benzylpenicillin, Spectinomycin and
Moxidectin to the Commission for adoption at Step 5/8 (paras. 85, 86, 89, 90, 92, 96 and
Appendix ll1);

» Advanced proposed draft maximum residue limits for
Chlortetracycline/Oxytetracycline/Tetracycline, Cyfluthrin, Danofloxacin, Eprinomectin,
Flumequine, Imidocarb and Sarafloxacinto the Commission for adoption at Step 5 (paras. 83,
84, 87, 88, 91 and Appendix V);

» Agreed to refer its discussions and suggestions concernirigrfeCode of Practice on Good
Animal Feedingto the Executive Committee for consideration (para. 49); and

» Agreed on théPriority List of Veterinary Drugs Requiring Evaluation or Reevaluation
(para. 127 and Appendix VIII).

» Decided to replace the current Codex maximum residue limitBémzylpenicillin with
combined maximum residue limits f@&enzylpenicillin/Procaine penicillin (para. 90);

OTHER MATTERS OF INTEREST TO THE COMMISSION

» Agreed to consider and publishaximum residue limits for veterinary drugs in a new format
to facilitate their readability and use as a reference source (para. 4);

» Noted that the maximum residue limits fOytetracycline in fat tissuehad been withdrawn
and therefore deleted from the database of maximum residue limits for veterinary drugs (para. 7);

» RequestedECFA and JMPR to convene an informal meetingto consider the need for
harmonization and consistencybetween the bodies in the establishment of MRLs (paras. 8111);

» Noted WHO's request for better international cooperation in the fieltboFhuman use of
antimicrobials (para. 22);

» Agreed to further consider these of antimicrobials in animal production at its next meeting,
taking into account the activities of other international bodies (para. 31);

» Noted that the Codex Committee on Fish and Fishery Products was already taking action on
several issues raised in the report of doent FAO/NACA/WHO Study Group on Food
Safety Issues Associated with Products from Aquaculturépara. 34);

» Agreed to append the discussion papeRmk Analysis in the Codex Committee on Residues
of Veterinary Drugs in Foodsto its report for circulation and comment (para. 44);




Vi

Decided to retain draft maximum residue limits fdlbamectin,
Chlorotetracycline/Oxytetracycline/Tetracycline, Dexamethasone, Gentamicin,
Thiamphenicol andCarazolol at Step 7 (paras. 61, 73, 74, 78, 81 and 93);

Decided to retain proposed draft maximum residue limit<fl@nbuterol at Step 4 (para. 95);

Agreed to prepare a revised version of the discussion paper dretiew of Performance
Based Criteria for Methods of Analysis and Sampling for Veterinary Drug Residues in
Foodsfor consideration at its next meeting (para. 101);

Endorsed the modified approach for the consideration ofdéstification of Routine Methods
of Analysis and Sampling for Veterinary Drug Residues in Foodgpara. 107);

Agreed to reinstate theed hocWorking Group on Methods of Analysis and Samplingat its
next Session (para. 110);

Requested the preparation®fiidelines on Residues at Injection Sitefor circulation,
comment and consideration at its next meeting (para. 115);

Requested the redrafting of the document onGbatrol of Residues in Milk and Milk
Productsin a format to allow it to be included as an Appendix to CAC/GL 16-1993 for
circulation, comment and consideration at its next meeting (para. 119);

Agreed to convene thed hocWorking Group on Priorities at its next session (para. 128); an

Requested the preparation of a discussion pap&ata Requirements for the Establishment
of Maximum Residue Limits for Veterinary Drugs for Minor Species for consideration at its
next meeting (para. 130).
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INTRODUCTION

1. The 11" Session of the Codex Committee on Residues of Veterinary Drug Residues in
Foods was held from 15-18 September 1998 in Washington, D.C., at the kind invitation of the
Government of the United States of America. The Session was chaired by Dr. Stephen Sundlof,
Director, Center for Veterinary Medicine, United States Food and Drug Administration. The
Session was attended by 167 participants from 42 Member countries and 15 international
organizations. A List of Participants is attached at Appendix I.

OPENING OF THE SESSION (Agenda Item 1)

2. The Session was opened by Mr. Tom Billy, Administrator, Food Safety and Inspection
Service, United States Department of Agriculture and Vice Chairperson of the Codex Alimentarius
Commission. Mr. Billy addressed the important role of Codex in establishing international
standards to ensure food safety and to facilitate international trade. The impact of Codex standards
in the context of the World Trade Organization Agreements on Sanitary and Phytosanitary
Measures and Technical Barriers to Trade was stressed. Mr. Billy commended the Committee for
its work and progress to date, and especially noted its important role in facilitating discussions on
the role of science within Codex. He concluded his remarks by encouraging the Committee to
continue its emphasis on science as a basis for its decision making.

ADOPTION OF THE AGENDA * (Agenda Item 2)
3. The Committee adopted the Provisional Agenda as proposed.

4. The Committee agreed to consider and publish maximum residue limits for veterinary drugs
(MRLVDs) in a new format to facilitate their readability and use as a reference source. The
Committee agreed that references to recommended methods of analysis would be listed separately
in Volume 3 of theCodex Alimentariusubsequent to their acceptance by the Codex Alimentarius
Commission.

APPOINTMENT OF RAPPORTEUR (Agenda Item 3)
5. The Committee appointed Dr. John Owusu (Australia) to serve as Rapporteur to the Session.

MATTERS REFERRED FROM THE CODEX ALIMENTARIUS COMMISSION AND
OTHER CODEX COMMITTEES 2 (Agenda Item 4a)

6. The Committee noted matters arising from the Codex Alimentarius Commission (CAC) and
other Codex Committees concerning Amendments to the Procedural Manual of the Codex
Alimentarius Commission; Draft Maximum Residue Limits for Bovine Somatotropins (BST); the
adoption of Draft and Proposed Draft Maximum Residue Limits at Various Steps; Methods
Validation for Food Control Purposes; Maximum Residue Limits for Honey, Low-Fat Meat and
Fish; the Review of the Status and Acceptance of Codex Texts under the WTO Agreements; and the
Draft Code of Practice on Good Animal Feeding. The following specific Codex activities were also
noted by the Committee:

! CX/RVDF 98/1.
2 CX/RVDF 98/2 and CX/RVDF 98/2-Add. 1.
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Withdrawal of Codex Maximum Residue Limits for Oxytetracycline in Fat Tissue (Cattle, Pig,
Sheep, Chicken and Turkey)

7. The Committee noted that the Executive Committee at its 45th Séswidnagreed to the
decision of the 10th Session of the CCRVIXB withdraw the MRLs for Oxytetracycline in fat of

cattle, pig, sheep, chicken and turkey, subject to confirmation by the next session of the
Commission. On the basis of this decision, these MRLs had already been deleted from the database
of MRLs for veterinary drugs.

MRLs for Compounds Used Both as Veterinary Drugs and Pesticides

8. The Committee noted discussions held at th¥ $2ssion of the Commission, the"™and

30" Sessions of Codex Committee on Pesticide Residues (CCPR) and the 1997 Joint FAO/WHO
Meeting on Pesticide Residues (JMPRpncerning differences in the way the CCRVDF and the
CCPR established MRLs. These discussions emphasized the need for harmonization and
consistency throughout Codex, particularly in the areas of the consideration of fat solubility of
compounds; residue definitions; commodity definitions, especially the definition of “muscle” in
relation to fat content; levels recommended for the same commodity/compound combinations; and
dietary models used for risk assessment. The Committee further noted the recommendations of the
JMPR on harmonization of recommendations from that body and JECFA for MRLs for compounds
with both agricultural and veterinary uses.

9. The Committee generally recognized the need for harmonization and requested the FAO
Secretaries of the JECFA and JMPR to convene an informal meeting of experts in the areas of
residues of veterinary drugs and pesticides to consider these issues (also see paras. 11 and 62). The
outcome of this meeting would be reported and considered by the CCRVDF and the CCPR. As a
number of issues needing to be addressed depended on the outcome of this meeting, the Committee
deferred discussions on this matter until its next session.

Revision of Recommended Methods of Sampling for the Determination of Pesticide Residues

10. The Committee was informed of the work of thé"2thd 3¢" Sessions of the CCPRN the

revision of the Recommended Methods of Sampling for the Determination of Pesticide Ré&sidues
Noting the importance of harmonization and the impracticality of having different systems of
sampling for residues of pesticides and veterinary drugs, the Committee expressed concern that the
views of the CCRVDF and the Codex Committee on Food Import and Export Inspection and
Certification Systems had not been obtained.

11. Noting that there were still substantial differences in the way MRLs were derived, defined
and analyzed between the two Committees, the Committee agreed that it should be clarified that the
revised methods of sampling developed by the CCPR were applicable only to residues of pesticides
used for plant protection purposes but not to veterinary uses. It also requested the JECFA and
JMPR informal meeting (see para. 9) to consider the revised methods of sampling. As the text was
forwarded by the 30 CCPR for final adoption by the #3Session of the Commission at Step 8,
delegations were encouraged to comment on the text for direct consideration by the Commission.

ALINORM 99/3, paras. 31-32.

ALINORM 97/31A, para. 38.

CX/RVDF 98/2 and CX/RVDF 98/2-Add.1.
CX/RVDF 98/2, paras. 22-25 and pages 11-27.
ALINORM 99/24, Appendix Il1.

~N o g b~ W



WHO A CTIVITIES CONCERNING THE USE OF ANTIMICROBIALS IN LIVESTOCK PRODUCTION

12. Dr Stoehr, representative of WHO, reported on two meetings WHO organized recently to
identify priority public health issues arising from the use of antimicrobials in livestock production.
These meetings were organized against concerns that microbiological and clinical evidence was
mounting that resistant bacteria or resistant determinants might be passed from animals to humans,
possibly resulting in infections that were more difficult to treat.

13. Dr. Stoehr stated that the WHO focus on this subject was on human health and its activities
were based on the scientific information relevant for the assessment of human health problems. Dr.
Stoehr emphasized that any antimicrobial use had the potential to cause selection of resistant forms
of bacteria in the ecosystem of use. This would occur with all uses, including treatment,
prophylactic and growth promotion, as well as therapeutic use of such drugs in humans. The WHO
representative noted that despite the uncertainty over the full magnitude of the public health impact
of antimicrobial use in food animal production, there was enough evidence to cause concern and
therefore, action was needed both in the veterinary and human use of antimicrobial agents to control
or mitigate any problems related to the widespread application of antimicrobials.

WHO Meeting on the Medical Impact of the Use of Antimicrobial Drugs in Food Animals (Berlin,
Germany; 13-17 October 1997)

14. Dr. Stoehr indicated that the WHO meeting report focused on the medical consequences of
resistance acquisition in bacteria of animal origin. This was highlighted by examples of resistance
in foodborne Salmonella, Campylobacter, Enterococci and E. coli, which had already been
identified of being of particular human health concern. Antimicrobials particularly addressed were
Glycopeptides, Macrolides and Quinolones.

15. Recommendations as presented in the report of the Consultation focused on the use of
antimicrobial growth promoters and alternatives to it, threshold levels for mitigation procedures,
risk assessment, and antimicrobial consumption. In terms of food standards, the report
recommended that national authorities should define threshold levels of resistance in bacteria and
circumstances where mitigation procedures should be instigated and, if such procedures were
unsuccessful, then approval should be withdrawn. The implementation of this recommendation
would require standards to be developed and agreed upon at national and consequently also at
international levels. The Consultation also recommended that the CAC should include issues of
antimicrobial resistance among the terms of reference of the Codex Committee on Residues of
Veterinary Drugs in Food.

16. Furthermore, the report of the Consultation recommended that the use of any antimicrobial
agent for growth production in animals should be terminated if it was used in human therapeutics or
was known to select for cross-resistance to antimicrobials used in human medicine. The report
recommended that in general, WHO should promote the development of a systematic approach
towards replacing growth-promoting antimicrobials with safer non-antimicrobial alternatives. This
would entail establishing a list of priority compounds and a comprehensive assessment of the
potential health risks posed by them.

8 WHO/EMC/ZOO/97.4.
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WHO Meeting on the Use of Quinolones in Food Animals and Potential Impact on Human Health
(Geneva, Switzerland; 2-5 June 1998)

17.  The meeting report was not printed at the time of the CCRVDF meeting. Dr. Stoehr

summarized the major conclusions and recommendations of the Consultation in regard to food
safety and food trade. The major objective of the meeting was to identify known and potential links
between quinolone resistance in foodborne and other bacteria, and human treatment problems.

18. Recommendations as presented in the report of the Consultation concluded that the use of
fluoroquinolones in food animals had lead to the emergence of fluoroquinolone resistant
Campylobacter and of Salmonella with reduced susceptibility to fluoroquinolones. There had been
little documented impact of this resistance on human health to date, but there was concern about the
potential human health consequences if resistance were to increase and spread. The representative
of WHO provided additional information on the unpublished report of an outbreak of multidrug
(including quinolones) resistant Salmonellosis (S. typhimurium DT 104) from Denmark with seven
invasive cases of which none responded to treatment with fluorquinolones; one patient died.

19. Furthermore, the report recommended that member countries include the evaluation of
antimicrobial resistance and the monitoring of susceptibility of zoonotic and/or target animal
pathogens post-approval as a critical part of the registration process.

20. Recommendations from the Consultation also covered research needs, data gathering needs
and the prudent use of antimicrobials in livestock and aquaculture.

21. In the research needs section, amongst others, a critical need was identified by the
Consultation to investigate methods and procedures to appropriately address resistance concerns
that arise prior to licensing of quinolones. The meeting noted that this research should define the
appropriate risk assessment models and data needed to allow the models to be implemented.
Additionally, the most appropriate post-approval monitoring schemes should be developed which
complement the pre-approval risk assessment models. The Consultation also recommended that
WHO, jointly with FAO, OIE and other organizations, should develop a code of practice for
prudent use of antimicrobials in food animal production which should include public health
safeguards.

22. The Committee noted WHO's request for better international cooperation in the field of
non-human use of antimicrobials. Antimicrobial use in livestock, aguaculture, horticulture and
other areas outside the human medical area was of concern to a variety of professions, agencies and
organizations. This would also encompass all aspects of food production and processing including
the setting of standards on the microbiological specifications of food related to the prevention of
human infections due to antimicrobial resistant pathogens.

23. The representative of the OIE informed the Committee of the interest OIE was taking in the
subject of antimicrobial resistance. In this matter, it had assisted a number of international expert
consultations, including those two mentioned by WHO. In regard to its terms of reference, OIE had
as a first initiative prepared a report on the role of international trade in animal, products of animal
origin and animal feed in the transmissibility of antimicrobial resistance and the means of
controlling the spread of resistance factors of infective agents. This report, which had been based
on the input of OIE European member countries, will be presented for consideration and further
initiatives to the OIE Regional Commission for Europe at itd" XBonference (Prague, 22-25
September 1998).

° WHO/EMC/ZDI/98.12



JOINT FAO/WHO AcCTIVITES CONCERNING THE NON-HUMAN MEDICAL USE OF
ANTIMICROBIALS

24.  The representative of WHO informed the Committee that joint WHO and FAO discussions
on the above subject would include the consideration of the non-human use of antimicrobials and
the consequences of this use on human health. A joint FAO/WHO body had been established,
whose work would primarily focus on the health impact of non-human medical use of antibiotics,
including:

. Development of a code of practice for prudent use of antimicrobials in food
animal production;

. Preparation of an inventory/compendium on antimicrobials licensed/used in
veterinary medicine and agriculture/aquaculture;

. Establishment of an international database on antibiotic use/consumption in
agriculture; and

. Evaluation of the medical risk and impact on human health from the use of

antibiotics in aquaculture, horticulture and food production.

25. Preliminary FAO/WHO discussions emphasized that better and more mechanisms needed to
be developed to address food issues related to antimicrobial resistance including the microbiological
safety of food of animal origin. The discussions also noted that an appropriate body needed to be
identified for both evaluating the human health risk from the consumption of food contaminated
with antimicrobial resistant pathogens and to develop standards ensuring the safety of food as well
as facilitating food trade.

Proposed Joint FAO/WHO Expert Consultation on Food Microbiological Risk Assessment

26. The 229 Session of the Codex Alimentarius Commission (June 1997) had requested FAO
and WHO to convene an international expert advisory body (similar to JECFA and JMPR) on the
microbiological aspects of food safety to address particularly microbiological risk assesSments
The 48" Session of the Executive Committee of the Codex Alimentarius Commission (June 1998)
noted that discussions were underway between FAO and WHO on how such a body could be
established on a permanent basis and in this regard, noted thatt@cbody would be convened

to consider the work programme and proposed terms of reference for the expert advisory body.

CCRVDF DiscussiIONSCONCERNING THE USE OF ANTIMICROBIALS IN  ANIMAL PRODUCTION

27. While acknowledging the occurrence of some public health problems from antimicrobial
resistant foodborne commensals and pathogens, some delegations noted that the majority of the
current problems were caused by the overuse of antimicrobials in human medicine. However, these
delegations expressed concern about the potential human health consequences if resistance in
foodborne and animal pathogens were to further increase and spread.

28. Some delegations suggested that CCRVDF should address issues relating to antimicrobial
resistance and the safety of food of animal origin and in this regard, suggested that the CAC might
wish to consider extending the terms of reference of the CCRVDF accordingly. Whilst supporting

that the CCRVDF should address the assessment of health risks from the consumption of food
contaminated with resistant bacteria, other delegates pointed out that such an extension would not
be necessary as the current CCRVDF terms of reference would already cover the subject of

10 ALINORM 97/37, para. 139.
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antimicrobial resistance. It was noted that JECFA currently considered the impact of antimicrobial

residues on the gut based on available information, but did not consider the transfer of antimicrobial
resistance arising from the use of antimicrobials and their release into the environment, which was
outside the terms of reference of JECFA.

29. In addition, the Committee noted that there might also be a lack of data on which to build
consensus, and that other international organizations such as the OIE, EU and the World Veterinary
Association (WVA) were also addressing the subject.

30. The representative of WHO stressed that there was sufficient evidence to cause concern.
Addressing them would require a very close collaboration between human and veterinary medicine,
agriculture, academia and national agencies. The aim of such collaboration would be, in view of

human health, to assess the scope of the problems and to identify mitigation procedures. As food is
involved, it would be inevitable that safety and trade related issues would be raised which needed to
be resolved at both national and international levels.

31. The Committee agreed to further consider this issue at its next meeting, taking into account
the activities of other international bodies. This information would be presented to the Committee
at its next session.

REPORT ON THE JOINT FAO/NACA/WHO S TubYy GROUP ON FOOD SAFETY | SSUESASSOCIATED
WITH PRODUCTS FROM AQUACULTURE

32. Dr. Moy of the WHO noted that a Study Group on Food Safety issues associated with
products from aquaculture was jointly organized in July 1997 in Thailand by the Programme of
Food Safety and Food Aid of WHO, in collaboration with the Fisheries Department of the FAO,
and the Network of Aquaculture Centres in Asia and the Pacific (NACA). The meeting was
attended by experts from 15 countries.

33. The Study Group considered food safety issues associated with farmed fin fish and
crustaceans, particularly those associated with biological and chemical contamination that may
occur during the production of these aquatic products.

34.  The principal conclusions from the meeting were that there was a need for an integrated
approach to controlling hazards associated with products from aquaculture which required close
collaboration between the health, agriculture and aquaculture, food safety, and education sectors.
Food safety assurance measures should form an integral part of the fish “farm-to-table” food safety
continuum and should be based on the Hazard Analysis and Critical Control Point (HACCP)
system. The Committee noted that the Codex Committee on Fish and Fishery Products was already
taking action on several issues raised in the Consultation report.

REPORT ON ACTIVITIES RELATED TO RISK ANALYSIS IN CODEX AND OTHER
BODIES* (Agenda Item 4b)

35.  The 22" Session of the Commission (July 1997) adoptede four Statements of Principle
Relating to the Role of Food Safety Risk Assessrientith the understanding that the Codex
Committee on General Principles would further consider issues related to equivalence and food

1 CX/RVDF 98/3.
12 ALINORM 97/37, paras. 26-28.
Codex Alimentarius Procedural Manual, Tenth Edition, page 147.
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safety objectives, and recognized that adequate flexibility should exist to take into account the
needs of developing countries. In addition, the Commission adSedinitions of Risk Analysis

Terms Related to Food Safétywith the understanding that they would be subject to regular review

and that Member countries would have the opportunity to provide comments for further
consideration by the Committee on General Principles. Although the report of theession of

the Codex Committee on General Principles (September 1998) had not been finalized at the time of
the present meeting, the Committee noted that their discussions on these subjects were ongoing, and
that their future work included the consideration of both the risk analysis principles and
definitions™®.

36. However, in discussing the Application of Risk Analysis Principles in Codex, the
Commission’ recommended that until such time as the principles were adopted by the
Commission, JECFA, JMPR and other advisory bodies and Codex Committees should be requested
to continue evaluating and improving the application of the elements of risk assessment and risk
management that they have prioritized for attention.

Joint FAO/WHO Expert Consultation on the Application of Risk Management to Food Safety
Matters (Rome, Italy, 27-31 January 199%)

37. The WHO Representative informed the Committee that the Commission took note of
recommendations 2 to 6 addressed to it by the Joint FAO/WHO Expert Consultation on Risk
Management, and requested the relevant Codex committees to consider the recommendations and to
propose action as necessaryThe WHO Representative noted that the Consultation summarized
risk management procedures in the various Codex Committees and proposed risk management
principles and frameworks, including definitions for key risk management terms. The WHO
Representative noted that, in contrast to risk assessment, the risk management paradigm proposed
by the Consultation was not yet fully accepted by many Member Countries because the practice of
risk management was often less formalized.

Joint FAO/WHO Expert Consultation on Food Consumption and Exposure Assessment of
Chemicals (Geneva, Switzerland, 10-14 February 1897)

38. The WHO Representative noted that the above Consultation addressed a range of issues
which involved methods for assessing both chronic and acute hazards posed by food. The
Consultation also specifically addressed the need for greater harmonization of risk assessment
procedures within various Codex Committees dealing with chemicals in food. The Consultation
considered approaches for acute hazard exposure assessment which may be relevant for the
CCRVDF and twelve specific recommendations related to both hazard characterization and
exposure assessment were formulated.

39. In response to one recommendation, WHO was currently developing a database on single
day food consumption for average adults and children ages six and under. A Codex Circular Letter
had been issued requesting such information to be provided by Member Countries. Regarding
harmonization, the Consultation reviewed dietary exposure methods used by Codex Committees
and recommended that dietary exposure assessment should use terminology from its reports as a

14 ALINORM 99/37, paras. 29-30.

15 Codex Alimentarius Procedural Manual, Tenth Edition, pages 44-45.
16 ALINORM 99/33, paras. 13-23.

17 ALINORM 97/37, paras. 160-167.

18 FAO Food and Nutrition Paper 65, FAO, Rome.

19 Recommendations 2 to 6 are reproduced in the Annex to document CX/RVDF 98/3.

20 WHO/FSF/FOS/97.5, WHO, Geneva.
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means to standardize dietary exposure assessment procedures and as a basis for the development of
definitions for additional exposure assessment terms. The Consultation also recognized the special
needs of developing countries in understanding the principles and procedures for conducting
exposure assessments and to have access to the necessary resources to utilizing such knowledge.

Joint FAO/WHO Expert Consultation on the Application of Risk Communication to Food
Standards and Safety Matters (Rome, Italy, 2-6 February 1998)

40. The WHO Representative noted that the report of the Consultation on risk communication
was not yet available but summarized its conclusions. The Consultation considered elements and
guiding principles of risk communications and on strategies to improve risk communications by
Codex and national governments. The Consultation noted that improvements in risk
communication among all parties could be achieved by giving more attention to the risk
communication process. These included the involvement and interaction of all interested parties,
the use of persons with training and experience in risk communication, the clear formulation of risk
communication messages taking into account the target audience, and the fostering of transparency
during the entire process. In regard to national governments, specific guidance was provided on
risk communication during food safety crisis situations. Because the report was not available, the
Committee agreed that it would be discussed at its next Session.

DISCUSSION PAPER ON RISK ANALYSIS IN THE CODEX COMMITTEE ON
RESIDUES OF VETERINARY DRUGS IN FOODS* (Agenda Item 4c)

41.  The 10th Session of the CCRVDF considéteddiscussion paper prepared by the Delegation

of France on the application of risk analysis to the work of this Committee. The Committee agreed to
refer its main findings to the Commission, but noting forthcoming Consultations on risk analysis,
indicated its intention to circulate a revised paper for comment incorporating the issues raised and the
outcome of these Consultations and of the Commission’s deliberations (also see Agenda Item 4b). The
Committee encouraged delegations to send comments on the discussion paper directly to France, and
welcomed their offer to revise the document accordingly for discussion at its current meeting.

42. The Commission notél the activities on risk assessment in the CCRVDF, and the
Chairperson of the Committee added that the Committee’s deliberations on this issue were still at an
early stage and substantial time would be needed to clearly separate risk assessment and risk
management components of its work, which had been combined at present.

43.  The revised paper was presented by Dr J. Boisseau (France). He noted that the paper had
been expanded to take into account the recommendations of the FAO/WHO consultations,
particularly those on risk management and risk communication. He reviewed the three elements of
risk analysis as they pertain to this Committee and in particular, noted that issues related to risk
assessment would require the development of risk assessment policies. In the interest of
transparency, these policies should be made explicit.

44.  Several delegations congratulated the French Delegation on its excellent work. Due to the
late availability of the document, an in-depth discussion of the paper was not possible. The
Committee agreed to append the document to its report (see Appendix IX) for circulation and
comment, with the understanding that France would take the lead in revising the paper on the basis
of the above discussions and comments submitted for further consideration at its next meeting. The
delegations of the Netherlands, New Zealand, Sweden, the United Kingdom and the United States

21 CX/RVDF 98/4.
22 ALINORM 97/31A, paras. 8-13.
23 ALINORM 97/37, para. 149.
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and representatives of Consumers International, COMISA, WHO and WVA agreed to assist France
in this effort. In revising the paper, the Committee also requested that the document include
specific risk assessment policy issues that may need to be addressed.

CONSIDERATION OF THE DRAFT CODE OF PRACTICE ON GOOD ANIMAL
FEEDING ?* (Agenda ltem 4d)

45.  The 23 Session of the Commission (July 1997) noted the outcome of the FAO Expert
Consultation on Animal Feeding and Food Safegnd agree® that the Draft Code of Practice for
Good Animal Feeding should be referred to the CCRVDF and other Codex committees for
consideration, with the coordinating role taken by the Executive Committee. Discussions held at the
Codex Committees on Food Hygiene (October 1997), Food Additives and Contaminants (March
1998) and Pesticide Residues (April 1998) were summarized in document CX/RVDF 98/5;
discussions held at the %#5Session of the Executive Committee were summarized in document
CX/RVDF 98/2-Add. 1.

46. The representative of FAO, Dr. J. Paakkanen, highlighted the conclusions of the
Consultation, and noted that most recommendations of the meeting were already incorporated into
the draft Code of Practice.

47. In discussing the report and recommendations of the Consultation, the Committee identified
several issues which might require further attention, specifically:

» quality control of feeds, especially medicated feeds, at manufacture (e.g. dose
control);

* procedures for handling complaints and managing product recalls;

e requirements for treatment and /or exclusion of specific types of meat/fish meals as
components of animal feeds;

* inclusion of a section on good feeding practices;

* inclusion of specific elements of the code into industry quality assurance (QA)
programs; and

* inclusion of appropriate QA procedures to ensure adequate pathogen controls and
control of contamination of feeds, including carry-over contamination.

48.  With regard to medicated feed, some delegations suggested the inclusion of appropriate
antimicrobial resistance-related recommendations of the Report of the WHO Meeting on the
Medical Impact of the Use of Antimicrobial Drugs in Food Animals (Berlin, 13-17 October 997)

and other consultations addressing this issue. The Committee expressed divergent opinions as to
the use of antibiotics in medicated feeds, including substances used for growth promotion, and a
final decision was not reached. With regard to treatment and/or exclusion of specific types of
components in animal feed, some delegations suggested the inclusion of more specific
recommendations relating to transmissible spongiform encephalopathy (TSE) as made by expert
Consultations addressing this issue (also see paras. 14-16). It was also suggested that the Executive
Committee should clearly identify the role of each Codex committee, or assign the continued
consideration of the Code to one specific Committee.

2 CX/RVDF 98/5 and comments from Australia, the United Kingdom, the United States (CX/RVDF 98/5-Add.
1), Sweden and Consumers International (CRD 4).

FAO Expert Consultation on Animal Feeding and Food Safety, FAO Food and Nutrition Paper 69.

26 ALINORM 97/37, para. 129.

2 WHO/EMC/ZO0/97 .4

25
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49. The Committee agreed to refer the above discussions and suggestions to the Executive
Committee for its consideration.

REPORT ON OIE ACTIVITIES, INCLUDING THE HARMONIZATION OF TECHNICAL
REQUIREMENTS FOR REGISTRATION OF VETERINARY MEDICINAL PRODUCTS
(VICH) %8 (Agenda Item 4e)

50. The representative of the OIE reported on the progress achieved within VICH since its last
report to the Committee in 1996. The VICH Steering Committee met twice at OIE Headquarters in
Paris in August 1997 and February 1998.

51. Five draft guidelines relating to quality had been released for worldwide consultation.
Having evaluated the work of and giving further guidance to its five working groups, it was
expected that further draft guidelines would be available at the next Steering Committee meeting in
October 1998. Two new working groups, on biologicals and pharmocovigilance, would take up
their work as soon as one of the currently existing groups had advanced its draft guidelines to the
broad consultation stage. Underlining the importance of efficiency of the VICH system, the
Committee will consider a series of short and medium term measures at its next meeting.

52.  While having always met in OIE Headquarters in Paris, the Committee decided that it would
now meet on a rotating basis in the other two regions (United States, Japan). The next meeting will
be held in Tokyo from 20-22 October 1998. In order to further foster communication, the
Committee decided to establish a worldwide web site during the course of 1998 and to hold a public
conference in the EU in 1999.

53. The OIE Representative further informed the Committee on the OIE programme on
veterinary medicinal products, including as its main components international harmonisation
(including VICH), conference organisation and participation, training and technology transfer and
preparation of documentation on specific topics of importance to OIE.

54. Attention was also drawn to th& ¢nternational Technical Consultation on Veterinary Drug
Registration (ITCVDR), tentatively scheduled to be held in early 1999 in Asia, which would
provide a forum to government registration authorities to be informed and to exchange information
on international harmonisation (OIE, VICH, WTO, FAO and Codex Alimentarius), aquaculture and
related good production practices, including veterinary medicinal product use, the use of
antimicrobials in veterinary medicine and the possible impact on human health.

REPORTS OF THE FORTY-EIGHTH AND FIFTIETH MEETINGS OF THE JOINT
FAO/WHO EXPERT COMMITTEE ON FOOD ADDITIVES ?° (Agenda item 5)

55.  The FAO and WHO Joint Secretaries of JECFA summarized the results of the forty-eighth
and fiftieth meetings of the Joint FAO/WHO Expert Committee on Food Additives (JECFA).

56. Thirteen veterinary drugs were evaluated at the forty-eighth meeting, including two
anethelminthic agents (moxidectin and thiabendazole), eight antimicrobial agents (ceftiofur,
danofloxacin, dihydrostreptomycin, and streptomycin, enrofloxacin, flumequine, gentamicin, and
spiramycin), one glucocorticosteroid (dexamethasone), and two insecticides (cyfluthrin, and
fluazuron).

28 Conference Room Document 3.

29 Report of the 48 Meeting of the Joint FAO/WHO Expert Committee on Food Additives (WHO Technical
Report Series No. 879) and Summary and Conclusions of thé/&eting of the Joint FAO/WHO Expert
Committee on Food Additives (unnumbered).
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57.  Sixteen veterinary drugs were evaluated at the fiftieth meeting, including five
anethelminthic agents (eprinomectin, febantel, fenbendazole, oxfendazole, and moxidectin), five
antimicrobial agents (gentamicin, procaine benzylpenicillin, sarafloxacin, spectinomycin, and the
tetracyclines (chlortetracycline, oxytetracycline, and tetracycline), three antiprotozoal agents
(diclazuril, imidocarb, and nicarbazin), one glucocorticosteroid (dexamethasone), one group of
production aids (recombinant bovine somatotropins), and one tranquilizing agent (azaperone).

CONSIDERATION OF DRAFT MAXIMUM RESIDUE LIMITS FOR VETERINARY
DRUGS AT STEP 7(Agenda Item 6%

58.  Several delegations stressed the importance of the availability of the Reports and
Monographs of JECFA evaluations when considering MRLs, in particular, when both the ADIs and
MRLs were amended by JECFA. They requested the timely publication of both documents in order
to expedite the elaboration of MRLs. The Committee was informed that the Reports generally took
longer to publish than the Monographs.

59. It was suggested that better coordination be established between JECFA and other scientific
bodies working in the same area, such as the Committee for Veterinary Medicinal Products
(CVMP) of the European Community.

ABAMECTIN

60. The Delegation of Germany, speaking on behalf of the European Community, expressed
opposition to the basis of the ADI setting of the 1997 JMPR because the NOEL of the most
sensitive species, CF1 mouse, had not been used for the ADI setting and no human data were
available on abamectin, as opposed to ivermectin. It was also stated that data on a new avermectin
was now available. The Committee requested the EC to provide the data to the IMPR.

61. The Committee decided to retain the draft MRLs at Step 7 (see Appendix IV) with the
understanding that if no data or information were received by JMPR by the next session of the
Committee, the Committee would consider their advancement to Step 8.

ALPHA -CYPERMETHRIN AND CYPERMETHRIN

62. The Committee noted that there were a number of Codex MRLs adopted for animal products
arising from veterinary uses based on the recommendations of the Codex Committee on Pesticide
Residues, which had different residue and commodity definitions (see paras. 8-9). The issues raised
included, risk assessment policies, different diet patterns and impracticalities in having two different
MRLs for substance/commodity combinations. The Committee reaffirmed that there must be only
one Codex MRL for a substance/commodity combination. Several delegations stressed that
substances used for veterinary purposes must be evaluated by JECFA and MRLs for these uses be
elaborated by the CCRVDF.

63. The Committee agreed to advance all draft MRLs to Step 8 (see Appendix Il) with the
understanding that if the outcome of the informal meeting between JECFA and JMPR (see paras. 9
and 11) required amendments of these MRLs, it would reconsider them at its next Session.

30 CL 1997/16-RVDF, CL 1998/8-RVDF and comments from Denmark, Germany, India, Mexico, Norway,
Slovak Republic, South Africa, Spain, the European Community (CX/RVDF 98/6) and Consumers
International (Conference Room Document 4).
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AZAPERONE
64. The Committee agreed to advance all draft MRLs to Step 8 (see Appendix II).
BOVINE SOMATOTROPINS

65. The Committee recalled that the®23ession of the Codex Alimentarius Commission (July
1995) had adjourned debate on the adoption of maximum residue limits for bovine somatotropins
until its 22" Sessioff. At the 229 Session of the Commission, the Delegation of the Netherlands,
expressing the views within the European Union, presented a proposal to suspend the consideration
of the adoption of the MRLs for BST pending the reevaluation of scientific data by JECFA and the
CCRVDF and the examination of the application of the “other legitimate factors” in relation to BST

by the Committee on General Principles. A roll-call vote was called, and the motion ffassed

66. In reviewing the application of the statements of principle on the role of science and the
extent to which other factors should be taken into account in the case of BST and PST"the 13
Session of the Codex Committee on General Principles (CCGP) (September 1998) recognized that
no consensus existed on the application of other factors in the case of BST and that further
discussion was needed. It agreed that although the general and specific issues under consideration
were related, they should be clearly identified in order to avoid confusion and to facilitate
discussion. To this effect, the CCGP agreed that two papers should be prepared by the Secretariat
on these issues: 1) consideration of other legitimate factors in the framework of risk analysis as
recommended by the Commission, and 2) application of other legitimate factors to the case of BST.
The CCGP agreed to return to these matters at its next S&$sion

67. The CCGP noted that the Summary and Conclusions of the 50th JECFA Meeting, which
included the complete section on the BST evaluation, had been published and distributed and was
available on the Internet. However, the supporting toxicological monographs were not yet available
and the final report, following editing, would be published by WHO in the coming months.

68. The Delegation of Germany, speaking on behalf of the European Community, believed that
the CCRVDF was obliged to postpone the adoption of MRLs for BST because of the unavailability
of the final toxicological monographs and the ongoing consideration of “other legitimate factors” by
the CCGP. Several delegations, as well as the observers from the European Community and
Consumers International, referred to the recent meeting of the CCGP stressing the need for
transparency and consensus in Codex decision making procedures. In the interest of transparent
risk assessment and a full and open scientific debate, the CCRVDF in its role as risk managers
required the full toxicological monographs and the result of the consideration of “other legitimate
factors” by the CCGP before proceeding further, and that neither of these conditions had been met
at this time. The Delegation of Germany noted that although the mandate of the Codex
Alimentarius Commission allowed the elaboration of standards for reasons of the protection of
consumer health and the facilitation of international trade, the EC currently allowed the importation
of BST treated animals and the products thereof and therefore, there was no urgent need to
elaborate MRLs for BST.

69. Other delegations supporting the advancement of the MRLs for adoption by the Commission
were of the opinion that both the EC/CVMP and JECFA had agreed on the recommendation of an
MRL of “not specified” for BST, and that JECFA had already reviewed additional data in

conducting the reevaluation of BST at its 50th meeting. These delegations noted, and the JECFA

31 ALINORM 95/37, paras. 47-48.
32 ALINORM 97/37, paras. 64-70.
3 ALINORM 99/33, paras. 59-70.
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Secretariat confirmed, that the publication of the full JECFA report and toxicological monographs

would not change the result of the evaluation. It was also noted that the CCRVDF had previously
advanced other MRLs for final adoption in the absence of the final toxicological monograph report,

and that the Commission had instructed the CCRVDF to take account of the scientific factors only,
as “other legitimate factors” were to be considered by the CCGP. It was stated that the SPS
Agreement allowed importing countries to restrict the importation of BST treated animals and the

products thereof if scientifically justified.

70. It was noted that the Commission had requested the CCRVDF to consider the scientific
aspects of the issue only. After a lengthy discussion with divergent opinions, the Chairman noted
that there was no consensus. However, as no specific scientific objections had been raised on the
basis of the summary report of the'5S0ECFA, his decision was to advance the MRLs for BST for
adoption at Step 8 (see Appendix ) to the®2BAC. It was emphasized that this decision was
subject to subsequent scrutiny of the final JECFA report and toxicological monographs.
Furthermore, the outcome of the discussion on other legitimate factors relevant to BST by the
CCGP would have a bearing on the final consideration of MRLs for BST by the CAC. The
delegations of Denmark, Finland, France, Germany, Ireland, Italy, the Netherlands, Norway,
Portugal, Spain, Sweden and the United Kingdom objected to this decision on the basis that the
Committee should await publication of the final report and toxicological monographs of the JECFA
and the CCGP deliberations on other legitimate factors related to BST.

CHLOROTETRACYCLINE /OXYTETRACYCLINE /TETRACYCLINE

71. The Committee noted that the ADI had been increased by the 50th JECFA and MRLs had
also been increased to accommodate all uses of these substances and that the estimated intake was
well below the new ADI.

72.  The representative of WHO explained that the ADI was derived from the microbiological
endpoint which was based on the development of resistance in human microflora. As this was
especially sensitive and the variation of responses was small, the safety factor of 1 had been used.
Recognizing that the methodology was evolving at present, the Committee agreed to review the
policy and methodology of the ADI setting based on microbiological endpoints elucidated in the
toxicological monograph of the 50th JECFA.

73. Several delegations proposed the advancement of the MRLs to Step 8. However, based on
the reasons stated above, the Committee decided to retain (also see para. 83) the draft MRLs for
tissues of cattle, pig, sheep and poultry at Step 7 (Appendix IV) pending the publication of the
toxicological monograph by the 50th JECFA.

DEXAMETHASONE

74. The Committee noted that while the Commission adopted the MRLs for dexamethasone at
Step 5, JECFA at its 48th and 50th Sessions had recommended to withdraw all the draft MRLs due
to the lack of appropriate methods of analysis for regulatory monitoring. However, it was
recognized that dexamethasone was widely registered and had potential for misuses/abuses which
might give rise to health concerns. The Committee decided to retain all the proposed draft MRLs at
Step 7 (see Appendix IV).

DICLAZURIL

75.  The Committee agreed to advance all draft MRLs to Step 8 (Appendix II).
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DIHYDROSTREPTOMYCIN /STREPTOMYCIN

76.  The Committee was informed that the MRLs were temporary due to the fact that a validated
method was available only for dihydrostreptomycin. Noting that these MRLs were scheduled for
reevaluation by the 52nd JECFA, the Committee agreed to advance them to Step 8 (Appendix Il).

FEBANTEL /FENBENDAZOLE /OXFENDAZOLE

77. The Delegation of Germany, speaking on behalf of the EC, informed the Committee that the
ADI within the EC was the same as that recommended by JECFA and therefore, the EC could
accept an increase of the established MRLs in the EC up to the MRLs proposed by JECFA. The
Committee agreed to advance (also see para. 85) the draft MRLs for the tissues of cattle, pig and
sheep to Step 8 (Appendix II).

GENTAMICIN

78. The Committee noted that the 50th JECFA increased the ADI and MRLs. While it was
recognized that the estimated intake was below the new ADI, the Committee decided to retain all
the draft MRLs at Step 7 (Appendix V) as no details of the toxicological evaluation were available
(also see paras. 71-73).

NEOMYCIN

79.  The Committee agreed to advance all draft MRLs to Step 8 (Appendix II).

SPECTINOMYCIN

80. Noting that the estimated intake was below the ADI, the Committee agreed to advance (also
see para. 92) the draft MRLs for the tissues of cattle, pig and chicken (except chicken eggs) to Step
8 (Appendix II).

THIAMPHENICOL

81. Based on the fact that the ADI was temporary, the Committee decided to retain all the draft
MRLs at Step 7 (Appendix IV) awaiting their reevaluation by the 52nd JECFA.

TILMICOSIN
82. In response to the question on the use of safety factor of 10, the WHO Secretary to the
JECFA explained that the basis of the ADI was the toxicological endpoint and the safety factor of

100 was used. The Committee agreed to advance all the draft MRLs to Step 8 (Appendix II).

CONSIDERATION OF PROPOSED DRAFT MAXIMUM RESIDUE LIMITS FOR
VETERINARY DRUGS AT STEP 4 (Agenda ltem 7

CHLORTETRACYCLINE /OXYTETRACYCLINE /TETRACYCLINE

83. The Committee agreed to advance (also see para. 73) the proposed draft MRLs in giant
prawn and fish to Step 5 (see Appendix V).

3 CL 1997/16-RVDF, CL 1998/8-RVDF and comments from Australia, Cuba, Denmark, Mexico, Norway,
Spain, the United States and the European Community (CX/RVDF 98/7).
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CYFLUTHRIN , DANOFLOXACIN AND EPRINOMECTIN

84. The Committee agreed to advance all proposed draft MRLs to Step 5 (see Appendix V).
The Committee requested the informal meeting of JECFA and JMPR to consider the harmonization
of MRLs and related matters for cyfluthrin (also see paras. 9, 11 and 62-63).

FEBANTEL /FENBENDAZOLE /OXFENDAZOLE

85. The Committee agreed to advance (also see para. 77) the proposed draft MRLs in muscle,
liver, kidney and fat of goat and horse to Step 5/8, with a recommendation to omit Steps 6 and 7
(see Appendix IlI).

FLUAZURON

86. The Committee was informed that since the 48th JECFA five countries had evaluated
fluazuron resulting in similar conclusions. The Committee therefore agreed to advance all the
proposed draft MRLs to Step 5/8, with a recommendation to omit Steps 6 and 7 (see Appendix Il1).

FLUMEQUINE

87.  The Committee noted that the temporary status of MRLs (except those for cattle) was due to
the lack of information on the ratio between marker and total residues, which had been requested
for review by JECFA in 2000. It was also noted that"4BECFA report contained the methodology

for deriving ADIs from microbiological endpoints (also see paras. 17-22). The Committee agreed
to advance the proposed draft MRLs to Step 5 (see Appendix V).

I MIDOCARB
88.  The Committee agreed to advance all the proposed draft MRLs to Step 5 (see Appendix V).
NICARBAZIN

89. The Committee agreed to advance all the proposed draft MRLs to Step 5/8, with a
recommendation to omit Steps 6 and 7 (see Appendix IlI).

PROCAINE BENZYLPENICILLIN

90. The Committee noted that the 50th JECFA had evaluated procaine benzylpenicillin and
allocated the ADI and residue definition identical to those of benzylpenicillin as the procaine
moiety would not pose toxicological concerns. It was recognized that the proposed MRLs for the
tissues of cattle and pig were also at the same levels as those adopted by the Commission for
benzylpenicillin. Based on this information, the Committee decided to combine the MRLs for
benzylpenicillin and procaine penicillin and to advance them to Step 5/8, with a recommendation to
omit Steps 6 and 7 (see Appendices Il and VII).

SARAFLOXACIN

91. The Committee agreed to advance (also see paras. 17-22) all the proposed draft MRLs to
Step 5 (see Appendix V).



16

SPECTINOMYCIN

92. The Committee agreed to advance (also see para. 80) the proposed draft MRLs for sheep
tissues and chicken eggs to Step 5/8, with a recommendation to omit Steps 6 and 7 (see Appendix

).

CONSIDERATION OF DRAFT AND PROPOSED DRAFT MAXIMUM RESIDUE LIMITS
FOR VETERINARY DRUGS RETAINED AT STEPS 7 AND 4 (Agenda ltem 87

CARAZOLOL

93. The Committee noted that all MRLs for carazolol had been returned to Step 7 by the 22nd
Session of the Commission due to concerns that the concentration of residues at the injection site
might exceed the ADF. Recognizing that high level residues at the injection site could pose health
risks, the Committee agreed to retain all draft MRLs at Step 7 (see Appendix IV) and to request
JECFA to review this issue based on the principles outlined in the paper contained in CL 1998/4-
RVDF on Guidelines on Residues at Injection Sites (also see paras. 111-115).

CEFTIOFUR

94. The Committee noted that the MRLs for ceftiofur had been retained at Step 7 by'the 10
CCRVDF pending the reevaluation of the compound by th ZIBCFA’. The Committee agreed
to advance all draft MRLs, as amended by JECFA, to Step 8 (see Appendix Il).

CLENBUTEROL

95.  The Committee noted that no new information had become available on this substance since
the 10" CCRVDF®. Due to concerns about residues of clenbuterol arising from misuses, the
Committee decided to retain all proposed draft MRLs at Step 4 (see Appendix VI).

REVISION OF CODEX MAXIMUM RESIDUE LIMITS

M OXIDECTIN

96. The Committee noted that the 50th JECFA converted the temporary MRLs for deer tissues
to full MRLs maintaining the same levels. As these temporary MRLs had been adopted by the

Commission in 199, the Committee agreed to advance the full MRLs for deer tissues to Step 5/8,
with a recommendation to omit Steps 6 and 7 (see Appendix I1).

% ALINORM 97/31A, Appendices IIl and VI, respectively.
%6 ALINORM 97/37, para. 72.

37 ALINORM 97/31A, para. 23 and Appendix III.

38 ALINORM 97/31A, para. 39 and Appendix VI.

%9 CL 1998/8-RVDF.

40 ALINORM 97/37, para. 71.
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REVIEW OF PERFORMANCE BASED CRITERIA FOR METHODS OF ANALYSIS AND
SAMPLING FOR VETERINARY DRUG RESIDUES IN FOODS “*! (Agenda Item 9a)

97.  The 16 Session of the CCRVDF requestédustralia to revise the document considéfed

in light of the Committee’s discussion and comments submitted for circulation and comment prior
to the current CCRVDF meeting. Due to time constraints, comments were not requested and
therefore, comment summary paper CX/RVDF 98/8-Add. 1 was not issued.

98. In presenting the document, the Delegation of Australia noted that it included an executive
summary of the Joint FAO/IAEA Expert Consultation on Validation of Analytical Methods for
Food Control* (Vienna, Austria, 2-4 December 1997). It was also noted that the conclusions and
recommendations of the Consultation were discussed at the ad hoc Working Group on Methods of
Analysis and Sampling immediately prior to the current meeting.

99. The Delegation of Australia suggested that two recommendations of the Consultation
concerning full collaborative studies for methods used for determining compliance with
international and other standards as well as matters related to the suitability of laboratories
undertaking validation were important points for the Working Group on Methods of Analysis and
Sampling. Those systems specifically mentioned were good laboratory practice and the ISO/IEC
Guide 25. The equivalence of method criteria, accreditation of personnel and the lack of expertise
and confirmatory technology in developing countries were felt to be other important issues to be
considered by the Working Group.

100. Several delegations were of the opinion that the Committee should focus its efforts on other
priority issues directly applicable to its terms of reference, especially in consideration of the work
undertaken by other international bodies and Codex committees. The status of such texts under the
WTO Agreements was also questioned.

101. The Delegation of Australia agreed to prepare a revised version of the discussion paper
based on the above discussions for consideration by the Working Group and the full plenary
Session at its next meeting. The delegations of Canada, France, Mexico, the Netherlands, New
Zealand and the representatives of OIE and WVA agreed to assist Australia in this effort.

102. The Committee agreed that the Working Group should more thoroughly examine the above
document, the Consultation report and the work of other international organizations and Codex
committees (i.e., CCMAS, CCPR) when discussing this issue.

4 CX/RVDF 98/8 and CX/RVDF 98/8-Add. 1 (not issued).
42 ALINORM 97/31A, paras. 57-61.
43 CX/RVDF 96/8.

a“ FAO Food and Nutrition Paper 68. Also see document CX/RVDF 98/2, paras. 17-21, for additional details.
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CONSIDERATION OF THE IDENTIFICATION OF ROUTINE METHODS OF
ANALY)%SIS AND SAMPLING FOR VETERINARY DRUGS RESIDUE IN FOODS (Agenda
Item 9b

Compilation of Information on Analytical Methods

103. The Delegation of the United States reported that the information on analytical methods
provided by Member countries in response to CL 1998/7-RVDF showed that in total methods were
reported for 50 compounds considered by Codex. The initial objective of this exercise was to
catalogue methods of analysis used by national governments to ascertain the availability of methods
to support Codex MRLs. The next step would be to catalogue validated methods of analysis for
veterinary drug residues.

Report of the ad hoc Working Group on Methods of Analysis and Sampling

104. DrR. Ellis (USA), Chairperson of the Working Group, presented its report.

105. The Committee was informed that the outcome of the Joint FAO/IAEA Expert Consultation

on Validation of Analytical Methods for Food Control (Vienna, December 1997) would necessitate

substantive changes in the operation of the Working Group. In accordance with the

recommendations of the Consultation, the Working Group would develop recommendations on
performance criteria by:

. using the information currently available on method performance criteria in
the Codex AlimentariusSecond Edition, Volume 3, pp. 64-69;
. applying principles of the harmonized protocol established by

IUPAC/ISO/AOAC International for defining within laboratory and between
laboratory method performance data and any other available documents on

this issue;

. reviewing these proposals in conjunction with methods performance issues
within the CCMAS and other Codex Committees; and

. drafting a paper outlining the procedures to be applied so that reviews of

methods could be done consistently and in a more transparent manner both
within the CCRVDF and within JECFA.

106. It was noted that JECFA would bear primary responsibility for reviewing methods for
compounds on its agendas of the 50th and later meetings while the Working Group would
undertake the similar exercise for compounds reviewed by the 48th and earlier JECFA meetings. It
was further noted that in order to make the process more transparent, the individual compound-
rapporteur system would be replaced by teams that would evaluate methods within four classes of
compounds: anthelmentics; antimicrobials; antiprotozoals, insecticides, trypanocides; and growth
promoters, beta-adrenoceptor blockers, and tranquilizers.

107. The Committee endorsed the modified approach to method evaluation as described above.

108. The Committee discussed whether or not the selection of methods of analysis was within its
Terms of Reference. It was pointed out that at present a number of countries were moving towards

® CL 1998/7-RVDF and information submitted on analytical methods by Australia, Finland, France, Malaysia,
Mexico, Slovak Republic, South Africa, Turkey, United Kingdom, the United States and Uruguay (CX/RVDF
98/9) and the Report of the ad hoc Working Group on Methods of Analysis and Sampling (Conference Room
Document 1).
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establishing performance criteria which methods should meet and away from prescribing specific
methods. If the CCRVDF were to follow the same path, the current Terms of Reference were felt to
be appropriate. However, it was also pointed out that a list of official/recommended methods would
be beneficial to many developing countries in performing residue analyses. No conclusion was
reached on the question of the Terms of Reference.

109. The Delegation of Costa Rica requested that performance criteria be established for
screening methods due to their importance in ensuring compliance to MRLs. The Delegation of
Nigeria requested that reference standards be provided to developing countries.

110. The Committee thanked the Working Group for its work and agreed to reinstate the ad hoc
Working Group at its next Session under the chairmanship of the United States to review methods
under the alternative proposals for performance-based criteria for the evaluation of routine control
methods.

GUIDELINES ON RESIDUES AT INJECTION SITES (Agenda ltem 10¥

111. The Committee recalled that at the last session it had requested Australia to revise document
CX/RVDF 96/7 in light of advice provided by JECFA, for circulation and comment prior to the
current sessic. The Delegation of Australia presented the discussion paper contained in CL
1998/4-RVDF. It was stated that the paper had been prepared with a focus on consumer safety and
residue surveillance but the discussion of the 48th JECFA had not been included as the report of the
48th JECFA had not been available at the time of its preparation. The Committee was advised that
JECFA supported the CCRVDEF initiative. The Committee was provided with the outcome of the
JECFA consideration of this matter at its 48th Meetfhg

112. The paper explained the procedures for situations where a single-dose had potential for
toxicological/pharmacological effects and where no such effects were expected. In the former
situation, the paper proposed that estimated intakes should not exceed acute reference doses and
that a withdrawal period should be set in such a manner that the residues at injection sites would
deplete below the acute reference dose. In the latter situation, the MRLs were to be set in the usual
manner.

113. A number of delegations welcomed the paper in view of the potential health risk if high
level residues at injection sites were consumed. Some delegations stressed the importance of
addressing acute toxicity and requested that acute reference doses be allocated by JECFA for
compounds of concern. In this connection, the Committee was informed of the recommendations of
the Joint FAO/WHO Expert Consultation on Food Consumption and Exposure Assessment of
Chemicals and current activities of the Codex Committee on Pesticide Residues regarding acute
hazard exposure assessment. It was also proposed that a specific sampling plan be developed for
analysis of residues at injection sites, including extra-label use of veterinary drugs. The Committee
might seek the assistance of the CCMAS in this regard.

114. Other matters raised included the deletion of the second sentence of paragraph 22 of the
document, whether injection sites should be specified and whether veterinary practices on injection
sites should be regulated at the international or national level.

46 CL 1998/4-RVDF and comments from Cuba, Mexico, Slovak Republic, South Africa and the United States
(CX/RVDF 98/10).
4 ALINORM 97/31A, paras. 54-56.

48 WHO Technical Report Series 879 (1998) pp. 4-5.
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115. The Committee requested Australia to prepare Guidelines on Residues at Injection Sites
based on the discussion paper, information contained in the Report of the 48th JECFA and
comments provided or made at the session for circulation and comment at Step 3 before the next
session of the Committee. The Delegation of the Netherlands expressed caution that injection site
residues might not be a rare event and that in order to reduce the evidence of injection site residues,
the irritating properties of substances and the persistency of formulations should be evaluated, and
offered to provide data on this subject to Australia. The EC and COMISA would also send their
comments to Australia

CONTROL OF VETERINARY DRUG RESIDUES IN MILK AND MILK PRODUCTS
(Agenda Item 11}

116. The 10th Session of the CCRVDF requested the United States to revise document
CX/RVDF 96/10 in the light of the Committee’s discussions, for circulation and comment prior to
the current Sessidh The Committee recalled that document was being prepared with a view
towards its eventual incorporation as an Appendix into the Codex Guidelines for the Establishment
of a Regulatory Programme for Control of Veterinary Drug Residues in Foods (CAC/GL 16-1993).

117. The Committee was also informed of related activities of the 30th Session of the Codex
Committee on Food Hygiene (October 1997) concerning the elaboration of the proposed draft Code
of Hygienic Practice for Milk and Milk Products The Committee also noted the activities of the

3" Session of the Codex Committee on Milk and Milk Products concerning the draft General
Standard for the Use of Dairy Terms for Labelling, especially as related to the proposed definition
for milk®?, which differed from the definition for milk contained in the Glossary of Terms and
Definitions developed by the CCRVDF (Codex Alimentarius Volume"8Elition, page 76).

118. The Committee welcomed the paper prepared by the USA. Those comments made at the
Session included a need for management practices specific to milk production; the broadening of
the scope to cover food safety and quality issues; the need for MRLs for all veterinary drugs likely
to persist in milk, including antibiotics; the need for integrated systems in the production of milk to
control, prevent and reduce residues of veterinary drugs in milk; and the need to cover other milk
producing animals in addition to cows.

119. The Committee requested the United States to redraft the document in the light of written
and oral comments for circulation, additional comment and subsequent consideration at its next
Session. In taking this decision, the Committee noted that the document should be revised in a
format to allow it to be included as an Appendix to CAC/GL 16-1993.

CONSIDERATION OF THE PRIORITY LIST OF VETERINARY DRUGS REQUIRING
EVALUATION OR REEVALUATION % (Agenda item 12)

120. The Chairman of th@d hoc Working Group on Priorities, Dr J. Owusu (Australia),
introduced the repott and recommendations of the group.

49 CL 1997/27-RVDF and comments from Australia, Costa Rica, Czech Republic, France, Morocco, New

Zealand, Spain, the United Kingdom, Consumers International (CX/RVDF 98/11), Mexico and Turkey
(unpublished).

%0 ALINORM 97/31A, paras. 64-66.

>1 ALINORM 99/13, paras. 62-65.

52 ALINORM 99/11, paras. 7-20 and Appendix II, Sections 2.1 and 4.2.

>3 CL 1998/3-RVDF and comments from Australia and the United States (CX/RVDF98/12).

> Report of theAd HocWorking Group on Priorities (Conference Room Document 2).
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121. Ivermectin (MRLs in cattle milk), dicyclanil, lincomycin, and melengestrol acetate were
added to the Priority List.

122. Of the substances on the previous priorityJjsinly cyhalothrin, metrifonate, and temephos

had not been evaluated or been placed on an agenda of JECFA. Based on information provided on
the availability of data, these substances were tentatively placed on the agenda of the fifty-fourth
meeting of JECFA in 2000. The availability of data on temephos was uncertain, and would be
removed from the priority list at the next CCRVDF session if a firm indication of data availability
was not provided by that time.

123. Deltamethrin and permethrin had been evaluated by the Joint FAO/WHO Meeting on
Pesticide Residues (JMPR) and will be evaluated toxicologically by JMPR in 2000 and 1999,
respectively, under the CCPR Periodic Review Programme. They remain on the agenda of the fifty-
second meeting of JECFA in 1999 for residue evaluation.

124. As it was noted that few substances were added to the priority list for evaluation, questions
were raised as to whether or not the convening of a JECFA meeting in 2001 would be justified, and
that this may jeopardize the continuity of the process and the work of both JECFA and CCRVDF.

125. The question was raised as to why the natural hormones (estraflighbgesterone, and
testosterone) had been placed on the agenda of the JECFA for reevaluation. It was pointed out that
they were placed on the agenda at the initiative of the JECFA Secretariat to ensure that all the latest
information had been evaluated. On the evaluation of natural hormones, the European Commission
pointed out that it had written to the JECFA Secretariat in order to make JECFA aware that a
number of substantial studies were currently being prepared by the EU and had requested that the
JECFA evaluation be deferred to a later JECFA meeting. The European Community therefore
reiterated the request to defer the JECFA consideration.

126. Some delegations expressed reservations about the potential use of lincomycin and
melengestrol acetate as growth promoters. The concern with lincomycin related to the use of
antibiotics as growth promoters. The Committee decided to retain these substances on the list
because they met the criteria for inclusion on the priority list.

127. The Committee endorsed the priority list proposed by atlehoc Working Group, as
contained in the attached Priority List of Veterinary Drugs Requiring Evaluation of Reevaluation
(Appendix V1I1).

128. The Committee thanked the Working Group and its Chairman for its work and agreed to
convene the ad hoc Working Group at its next session under the chairmanship of Australia.

DISCUSSION PAPER ON DATA REQUIREMENTS FOR THE ESTABLISHMENT OF
MAXIMUM RESIDUE LIMITS FOR VETERINARY DRUGS FOR MINOR SPECIES °°
(Agenda Item 13)

129. The 18 Session of the CCRVDF accepted the offer of New Zealand to prepare a discussion
paper on the above issue for consideration at its current magtiri@ue to time constraints, the
document was not issued. The Committee was also informed that the issue of data requirements for
minor species was discussed at th& d8CFA Session.

% ALINORM 97/31A, Appendix VII.
% CX/RVDF 98/13 (Not issued).
> ALINROM 97/31A, para. 79.
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130. The Committee accepted the offer of the Delegation of New Zealand to prepare a Discussion
Paper on Data Requirements for the Establishment of Maximum Residue Limits for Veterinary
Drugs for Minor Species for consideration at its next meeting. The FAO Secretary to JECFA also
agreed to present a document concerning the 52nd JECFA discussions on this subject for
consideration by the f2CCRVDF Session.

OTHER BUSINESS AND FUTURE WORK (Agenda Item 14)

131. The delegations of Argentina, Brazil, Chile, Costa Rica, Mexico, Nicaragua and Peru
requested the Codex Alimentarius Commission to improve the CCRVDF decision making process
as follows:

* To focus the objectives of the CCRVDF on its terms of reference, as stipulated in
the Codex Alimentarius Procedural Manual, including:

To determine priorities for the consideration of residues of veterinary drugs
in foods;

To recommend maximum levels of such substances; and

To determine criteria for analytical methods used for the control of veterinary
drug residues in foods.

* To reiterate the need for the Committee’s decisions to be based on
scientific/technical principles, leaving aside any other kind of consideration in
this respect.

« To propose the establishment of a procedure to move forward CCRVDF
decisions when neither consensus nor argument and/or scientific antecedents
opposing the advance of such decisions are tabled.

These delegations stressed that these proposals would contribute to a more rapid and
efficient work of the Committee, the work of the people involved and in doing so, improve

the quality of life of their citizens.

132. The Committee had no other business to discuss.

DATE AND PLACE OF NEXT SESSION (Agenda Item 15)

133. The Committee was informed that its"18ession was tentatively scheduled to be held in

the United States in approximately 18 months time, the exact dates and place to be decided
between the Codex and Host Government Secretariats.
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ANNEX

CODEX COMMITTEE ON RESIDUES OF VETERINARY DRUGS IN FOODS
CURRENT STATUS OF WORK

SUBJECT STEP FOR DOCUMENT
ACTION BY REFERENCE*
Draft Maximum Residue Limits for Veterinany
Drugs 8 | 28 CAC Appendix Il
Proposed Draft Maximum Residue Limits for
Veterinary Drugs 5/8 | Z3CAC Appendix IlI
Proposed Draft Maximum Residue Limits for
Veterinary Drugs 5 23 CAC Appendix V
Proposed Draft Maximum Residue Limits for JECFA
Veterinary Drugs 7 | 12" CCRVDF | Appendix IV
Proposed Draft Maximum Residue Limits for JECFA
Veterinary Drugs 4 | 12" CCRVDF | Appendix VI
Discussion Paper on Risk Analysis in the Codex Governments
Committee on Residues of Veterinary Drugs|in France
Foods 3 | 12" CCRVDF | Appendix IX
Guidelines on Residues at Injection Sites Australia
Governments
2/3 | 12" CCRVDF | Paras. 111 - 115
Guidelines on the Control of Veterinary Drug United States
Residues in Milk and Milk Products Governments
2/3 | 12" CCRVDF | Paras. 116 - 119
Codex Maximum Residue Limits fqr
Benzylpenicillin to be Replaced by Maximum
Residue Limits for Benzylpenicillin/Procaire Appendix Il
Benzylpenicillin | e 2% cAC Appendix VII
Priority List of Veterinary Drugs Requiring 239CAC
Evaluation or Reevaluaton | - Governments
12" CCRVDF | Appendix VIII
Consideration of the Draft Code of Practice on Good 46" CCEXEC
Animal Feedng | o 12" CCRVDF | Paras. 45 — 49
Methods of Analysis and Sampling: Discussion
Paper on the Review of Performance Based Criteria
for Methods of Analysis and Sampling for Australia
Veterinary Drug Residues in Foods -----12" CCRVDF | Paras. 97 - 102
Methods of Analysis and Sampling: Identification |of
Routine Methods of Analysis and Sampling for Governments
Veterinary Drug Residues in Foods ---+- 12" CCRVDF | Paras. 103 — 110
Discussion Paper on Data Requirements for |the
Establishment of Maximum Residue Limits for New Zealand
Veterinary drugs for Minor Species | ---- 12" CCRVDF | Paras. 129 — 130
Report on OIE Activities, Including the
Harmonization of Technical Requirements for OIE
Registration of Veterinary Medicinal Products ---1-12" CCRVDF | Paras. 50 — 54
* All references refer to the current report of the eleventh Session of the Codex

Committee on Residues of Veterinary Drugs in Foods (ALINORM 99/31).
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Kluuvikatu.4 A

P.O. Box 232

FIN-00171 Helsinki, Finland

Tel: +358 9 160 3388

Fax: +358 9 160 3338

e-mail: pia.makela@mmm.fi
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Dr. Timo Hirvi

Head of the Department of Chemistry
National Veterinary & Food Research
Institute

P. O. Box 368 (Hameentie 57)
FIN-00231 Helsinki, Finland

Tel: +358 9 393 1912

Fax: +358 9 393 1811
e-mail:timo.hirvi@eela.elisa.fi

France
Francia

Jacques Boisseau

Directeur, ANMV

CNEVA

BP 203

35302 Fougeéres Cedex (France)
Tel: (33)29994 7872

Fax: (33) 299 94 78 99

Georges Monsallier
Président, SIMV

6, rue de La Trémoille
75008 Paris

Tel: 0147 2394 20
Fax: 01 40 70 00 13

Jean Pierre Doussin

Charge de Mission

Ministere de 'Economie et des Finances
Paris, France

Tel: (33) 14497 3470

Fax: (33) 144 9730 37

e-mail:
jean.pierre.doussin@dgccrf.finances.gouv.fr

Jean-Marc Heintz

Conseiller scientifique et réglementaire
Sécurité alimentaire

Nestlé France S.A.

Département assurance qualité/
affaires scientifiques et réglementaires
7, Boulevard Pierre Carle - BP900 Noisiel
77446 Marne La Vallée Cédex 02

Tel: 0160532078

Fax: 01 60 53 54 65

e-mail: Jean-Marc.Heintz@fr.nestle.com




Gilles LeLard

Vétérinaire Inspecteur en Chef
Ministere de I"agriculture et de la forét
251 rue de Vaugirard 75732

Paris Cédex 15

Tel: 01 49 55 84 66

Fax: 01 49 5543 98

Guy Milhaud

Professeur de pharmacie et toxicologie
Représentant

Ordre national des vétérinaires francais
Ecole nationale vétérinaire

94704 Maisons - Alfort Cédex

Tel: 0143967135

Fax: 01 43 96 7134

Germany
Allemagne
Alemania

Dr. llse-Dore Schiitt

Regierungsdirektorin

(Head of Delegation)

Ministry of Health

Am Propsthof 78 a

53121 Bonn

Tel: +49 228 941- 4250

Fax: +49 228 941- 4946

E-mail: schuett@haus.ll.bmg.bund400.de

Prof. Dr. Reinhard Kroker

Director and Professor

Federal Institute for Health Protection
of Consumers and Veterinary Medicine
Postfach 33 00 13

D-14191 Berlin

Tel: +49 30 8412 2364

Fax: +49 30 8412 2965
e-mail:r.kroker@bgvv.de

Dr. Udo Mallick

Director and Professor

Federal Institute for Health Protection
of Consumers and Veterinary Medicine
Postfach 33 00 13

D-14191 Berlin

Tel: +49 30 8412 2381

Fax: +49 30 8412 2955
e-mail:u.mallick@bgvv.de
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Dr. Martin Schneidereit
Executive Director

Federation of German Animal Health Industry

Aennchenplatz 6
53173 Bonn

Tel: +49 228 31 8296
Fax: +49 228 31 8298

Dr. Alexander Bottner

Director Development Pharmaceuticals
Hoechst

Hoechst Roussel Vet GmbH
Rheingaustrasse 190

D-65203 Wiesbaden

Tel: +49 611 962-7867

Fax: +49 611 962-7854

Hungary
Hongrie
Hungria

Mrs. Lorena Kovacsics

National Food Investigation Institute
Mester u.81

H-1095 Budapest

Hungary /H-1465 Bp-94. Pf: 1740

Tel: +36 12155440 or +36 1 215 6193
Fax: +361 215 6858

Indonesia
Indonésie

Mr. Patuan Natigor Siagian
Agricultural Attache

Embassy of Indonesia

2020 Massachusetts Avenue, NW
Washington, DC 20036

Tel: (202) 775-5340

Fax: (202) 775-5365

Ireland
Irlande
Irlanda

Mr. Paul Rafter

Veterinary Inspector

Central Meat Control Laboratory
Department of Agriculture and Food
Abbotsdown, Dublin 15

Ireland

Israel



Stefan Soback
Head, National Residue Control Laboratory
State of Israel

Ministry of Agriculture & Rural Development

Veterinary Services & Animal Health
Kimron Veterinary Institute

P.0.B. 12

Beit Dagan 50250

Tel: 972-3-9681692

fax: 972-3-9681692
e-mail:ssoba_vs@netvision.net.il

Italy
ltalie
Italia

Dr. Gabriella Conti

Dirigente Farmacista

Dipartimento Alimentere Nutrizione e
Sanita Pubblica Veterinaria

Ufficio XI

Rome - Italy

Tel: +39.6.59943584
Fax:+39.6.59943253

Dr. Laura Achene

Laboratory of Veterinary Medicine
Instituto Superiore di Sanita
Rome - Italy

Tel: +39.6.49902545

Fax: +39.6.49387077

Professor Clara Montesissa

Institute of Veterinary Pathology & Hygiene
Agripolis

35020 Legnaro

Padova - Italy

Tel: +39 49 8272604

Fax: +39 49 827 2602

E-mail: Monty@ux1.unipd.it

Japan
Japon

Dr. Akira Miki

Senior Veterinary Officer
Veterinary Sanitation Division
Environmental Health Bureau
Ministry Health and Welfare
Tokyo, Japan

Tel: 03-3595-2337

Fax: 03-3503-7964

Dr. Tadashi Nagata
Japan Food Hygiene Association
Japan

Dr. Yutaka Tamura

Head, Bacterial Disease Section Il
National Veterinary Assay Laboratory
Japan

Tel: +81-423-21-1841

Fax: +81-423-21-1769

Republic of Korea
République de Corée
Republicade Corea

Dr. Jong-Myung Park

Director, Toxicology & Chemistry Division
National Veterinary Research & Quarantine
Service

#480 AnYang 6 dong

AnYang City, 430-016

Tel: (343) 467-1835

Fax: (343) 467-1845

E-mail: parkim@nvri.go.kr

Dr. Heung-Gu Yang

Animal Health Division

Livestock Bureau

Ministry of Agriculture & Forestry
#1, Chung Ang Dong, Kwachon City
Kyunggido

Tel: (2) 500-2693

Fax: (2) 503-0020

Dr. Sung-Kug Park

Korea Food and Drug Administration
#5 Nokpundong Eun pyungku
Seoul, 122-020

Tel: 02-380-1682

Fax: 02-382-4892

Dr. Byoung-Sun Chang

LG Chemical Ltd.

104-1, Mooniji-Dong, Yusong-Gu
Taejon, 305-380, Korea

Tel: (42) 866-2195

Fax: (42) 862-0332

E-mail: bsjang@1gchem.co.kr

Lebanon
Liban
Libano



Victor El-Zmeter
Counselor

Deputy Chief of Mission
Embassy of Lebanon
2560 28th Street, NW
Washington, DC 20008
Tel: 202-939-6313
Fax: 202-939-6324

Mexico
Mexique

MVZ Matha Chavez Nino

Subdirectora De Servicios a la Industria

Direccion General De Salud
Animal - Conasag - Sagar
Recreo No. 14

Col. Actipan

03230 México, D.F.

Tel: (5) 5349496

Fax: (5) 5349496

Netherlands
Pays-Bas
Paises Bajos

Dr. Melanie Peters

Ministry of Agriculture
Department MKG
Bezuldenhoutseweg 73
Postbus 20401

2500 EK Den Haag

The Netherlands

Tel: 0031703785071

Fax: 0031703786141
e-mail:melaniep@euronet.nl

Dr. Willem Droppers

Ministry of Health
Department of Health Policy
POB 20350

2500 EJ Den Haag

The Netherlands

Tel: 0031703406999

Fax: 0031703405554

e-mail: wif.droppers@minvs.nl
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Dr. Dick Groothuis

Ministry of Health

Inspectorate for Health Protection
P.O. Box 16108

2500 BC Den Haag

The Netherlands

Tel: (31) 70340 6927

Fax: (31) 70340 5435

e-mail:dg@ry.igb.nl

Dr. Rainer Stephany

National Institute of Health & the
Environment

P.O.Box 1

3720 BA Bilthoven

Tel: 31-30-274-2613

Fax: 31-30-274-4403

e-mail: rainer.stephany@rivm.nl

New Zealand
Nouvelle-Zélande
Nueva Zelandia

Dr. Bill Jolly

Counsellor (Veterinary Services)
New Zealand Embassy

37 Observatory Circle, NW
Washington, DC 20008

USA

Tel: (202) 328-4861

Fax: (202) 332-4309
e-mail:jolly.wt@juno.com

Nicaragua

Dr. Erik Prado Hernandez
Ministerio Agropecuario

4 Forestal

KM 3% eta a Masaya
Manaqua/Nicaragua

2783418

E-mail: Fosemag@tmx.com.ni

Nigeria
Dr. Bawa Abubakar

National Agency for Food
& Drug Administration & Control

Regulation & Registration Directorate

Phase Il, 2nd Floor, Room 231
Federal Secretariat Complex
Ikoyi - Lagos

Tel: 01-687879, 01-2693105
Fax: 01-2693104



Norway
Norvege
Noruega

Dr. John Race

(Head of Delegation)

Special Advisor

International Liaison

Norwegian Food control Authority
P.O. Box 8187 Dep.

N-0034 Oslo

Tel: +47 22 246268

Fax: +47 22 246699
e-mail:john.race@snt.dep.telemax.no

Ms. Christin Schultz

Senior Executive Officer

Norwegian Food Control Authority

P.O. Box 8187 Dep.

N-0034 Oslo

Tel: +47 22 246770

Fax: +47 22 246699

e-mail: christin.schultz@snt.dep.telemax.no

Professor Magne Yndestad

Dept. of Pharmacology

Microbiology and Food Hygiene
Norwegian College of Veterinary Medicine
P.O. Box 8146 Dep.

N-003 Oslo

Tel: +47 22 964830

Fax:+47 22 964850

Dr. Sverre O. Roald

Regional Chief Officer

Norwegian Government Fish Inspection
Quiality Control Service

Directorate of Fisheries

P.O. Box 168

N-6001 Alesund

Tel: +47 70 127636

Peru
Pérou

Alfredo Valencia

Embassy of Peru

1700 Massachusetts Avenue, NW
Washington, DC 20036

Tel: (202) 833-9860

Philippines
Filipinas
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Victoriano B. Leviste

Agriculture Attaché

Embassy of Philippines

1600 Massachusetts Avenue, NW
Washington, DC 20036

Lucio Manghinang, Jr.

Agriculture Analyst

Philippine Embassy

1600 Massachusetts Avenue, NW
Washington, DC 20036

Poland
Pologne
Polonia

Prof. Jan Zmudzki

Head, Department of Pharmacology
and Toxicology

National Veterinary Research Institute
Al. Partyzantow 57

24-100 Pulawy, Poland

Tel: +48 81 886 3051, ext. 141
Fax: +48 81 886 2595

Portugal

Dr. Helena Ponte
Direccao-Geral de Veterinaria
Largo da Academia Nacional
De Belas Artes n°2

1200 Lisboa Portugal

Tel: 01- 3239500/34

Fax: 01-3239565

Slovakia
Slovaquie
Eslovaquia

Mrs. Judita Hederova

Researcher

Institute of the Control for Veterinary
Bioprep. & Medicine

Povazska 15

949 11 Nitra

Slovakia



South Africa
Afrique du sud
Sudafrica

Mrs. Annette Casey

Assistant Director

Directorate: Food Control
Department of Health

Private Bag X828

0001 Pretoria

South Africa

Tel: +27.12.3120515

Fax: +21.12.3264376
e-mail:caseya@hltrsa2.pwv.gov.za

Dr. H.A. Napier-Bax
State Veterinarian

National Directorate of Vet. Public Health

Private Bag X138

Pretoria, 0001 South Africa
Tel: 012.319.7523

Fax: 012.329.8892

Spain
Espagna
Espafia

Prof. Dr. Arturo Anaddn
Departamento de Toxicologia
Facultad de Veterinaria

Universidad Complutense de Madrid
28040 - Madrid - Spain

Tel: 34-91-3943834

Fax: 34-91-3943840

E-mail: anadon@eucmax.sim.es

Dr. J.A. Garrido

Consejero Técnico

Direccion General de Salud Publica
Ministerio de Sanidad y Consumo
P° del Prado 18-20

28071 Madrid - Spain

Tel: 34-91-596 2095

Fax: 34-91-596 4409

E-mail: jgarrido@msc.es

Sweden
Suede
Suecia
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Dr. Hakan Johnsson

Head of Chemistry Laboratory 3
National Food Administration
Box 622

SE-751.26

Uppsala

Sweden

Tel: 46-18-175-737

Fax: 46-18-105-848

Dr. Urban Johnson
Head of Section
Ministry of Agriculture
Drottninggatan 21
S-103 33 STOCKHOLM
Sweden

Tel: +46 8 763 11 37
Fax: +46 8 20 64 96

Dr. Premysl Slanina
Toxicology Division

National Food Administration
Box 622

SE-751.26

UPPSALA

Sweden

Switzerland
Suisse
Suiza

Dr. Herbert Koch

Swiss Federal Veterinary Office
Schwarzenburgstrasse 181
CH-3003, Bern

Switzerland

Tel: 41 31 323 8539

Fax: 41 31 323 3813

E-mail: Herbert.Koch@bvet.admin.ch

Dr. Josef Schlatter

Toxicology Unit

Swiss Federal Office of Public Health

c/o Institut fur Veterinarpharmakologie
und Toxikologie

Winterhurerstrasse 260

CH-8057, Zurich

Switzerland

Tel: +411 635 8779

Fax: +411 635 8940

e-mail:josef.schlatter@bag.admin.ch




Thailand
Thailande
Tailandia

Dr. Danis Davitiyananda
Associate Professor

Department of Veterinary Pharmacology

Faculty of Veterinary Science
Chulalongkorn University
Henri Dunang Road
Bangkok 10330 Thailand
Tel: (662) 375-1221

Fax: (662) 375-8777

Churairat Rongrodejanarak
Expert on Food Standard
Department of Medical Sciences
Tiranont Road

Nonthaburi 11000

Thailand

Tel: (662) 9511023

Fax: (662) 9511022

Prakarn Virakul

Minister Counselor (Agriculture)
Office of Agricultural Affairs
Royal Thai Embassy

1024 Wisconsin Ave., NW
Washington, DC 20007

Tel: (202) 338-1543

Fax: (202) 338-1549
e-mail:moacdc@erols.com

Warunee Sensupa

Food Specialist

Food Control Division

Food and Drug Administration
Ministry of Public Health

Tiranont Road, Nonthaburi 11000
Thailand

Tel: (662) 5918476

Fax: (662) 5907322

Usa Bamrungbhuet

Standards Officer

Office of the National Codex
Alimentarius Committee

Thai Industrial Standards Institute
Rama Vi St., Ratchathewi
Bangkok 10400 Thailand

Tel: (662) 2461993

Fax: (662) 2487987

E-mail: usak@tisi.go.th

Panisuan Jamnarnwej

Thai Frozen Foods Association
13th Floor ITF Building

Silom Road

Bangkok 10500

Thailand

Tel: (662) 2355622-4

Fax: (622) 2355625

Jocelyn O. Naewbanij

Advisor, Laboratory Services Department
Manager, Information Services Department

National Food Institute (Thailand)
Gypsum Metropolitan Tower

11h Floor

539/2 Sri-Ayudhya Road
Rajdhevee, Bangkok 10400
Thailand

Tel: (662) 642-5335-40

Fax: (662) 642-5342
e-mail:jocelyn@nfi.or.th

United Arab Emirates
Emirats arabes unis
Emiratos Arabes Unidos

Dr. Naeem Akhner Rabi
Chemistry Department of Food

& Environment Control Center
POB 3774
Abu-Dhabi, United Arab Emirates
Tel: 331500.333131
Fax: 331500.214430

Dr. Madduri Veerabhadra Rao
Head of Chemistry Unit

Food & Environment Laboratory
Dubai Municipality

P.O. Box 7463

Dubai, United Arab Emirates
Tel: 3011620 (009714)

Fax: 358448 (009214)

United States of America
Etats-Unis d'’Amérique
Estados Unidos de América

Dr. Robert Livingston

(Head of Delegation)

Center for Veterinary Medicine (HFV-1)
Food and Drug Administration

7500 Standish Place

Rockville, MD 20855

Tel: (301) 594-5903

Fax: (301) 594-2297



Dr. Pat Basu

Director, Chemistry & Toxicology Division
Food Safety and Inspection Service

U.S. Department of Agriculture

Room 6912 - Franklin Court Building
1400 Independence Avenue, SW
Washington, DC 20250

Tel: (202) 501-7319

Fax: (202) 501-7639

e-mail: pat.basu@usda.gov

Dr. Richard Ellis

Director, Scientific Research & Oversight
U.S. Department of Agriculture

Room 6913 - Franklin Court Building
1400 Independence Avenue, SW
Washington, DC 20250

Tel: (202) 501-7625

Fax: (202) 501-7628
e-mail:richard.ellis@usda.gov

Dr. John O’Rangers

Office of New Animal Drug Evaluation
Center for Veterinary Medicine (HFV-150)
Food and Drug Administration

7500 Standish Place, Room 389
Rockville, MD 20855

Tel: (301) 594-1645

Fax: (301) 594-2297
e-mail:joranger@bangate.fda.gov

Dr. Nicholas Weber

Center for Veterinary Medicine (HFV-151)
Food and Drug Administration

7500 Standish Place

Rockville, MD 20855

Tel: (301) 594-1700

Fax: (301) 594-2298
e-mail:nweber@bangate.fda.gov

Mr. John Adams

Director of Milk Safety and Animal Health
National Milk Producers Federation

1840 Wilson Boulevard

Arlington, VA 22201

Tel: (703) 243-6111

Fax: (703) 841-9328
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Mr. Dave Bossman

President

American Feed Industry Association
1501 Wilson Boulevard, Suite 1100
Arlington, VA 22209

Tel: (703) 524-0810

Fax: (703) 524-1921

E-mail: dbossman@afia.com

Dr. Richard Carnevale
Vice President
Regulatory, Scientific

and International Affairs, AHI
501 Wythe Street
Alexandria, VA 22314-1917
Tel: (703) 684-0011
Fax: (703) 684-0125
e-mail:rcarnevale@abhi.org

Dr. Diana M. Galer

Pfizer, Inc.

Eastern Point Road, Bldg. 200/4
Groton, CT 06340

Tel: (860) 441-6078

Fax: (860) 441-1609

E-mail: galerd@pfizer.com

Dr. Gordon Kemp

AHI Representative

Director of Science Policy Affairs
Pfizer, Inc.

Eastern Point Road

Groton, CT 06340

Tel: (860) 441-4958

Fax: (860) 441-4101

E-mail: kempgl2@pfizer.com

Mr. Steve Kopperud

Senior Vice President

American Feed Industry Association
1501 Wilson Boulevard, Suite 1100
Arlington, VA 22209

Tel: (703) 524-0810

Fax: (703) 524-1921

Dr. David Kowalczyk

Monsanto Co., B2SC

800 N. Lindberg Boulevard

St. Louis, MO 63167

Tel: (314) 694-5348

Fax: (314) 694-2791

E-mail: david.f.kowalczyk@monsanto.co




Dr. Donald M. Lucas

Director, Global Clinical & Regulatory
Affairs

Roche Vitamins, Inc.

45 Waterview Boulevard

Parsippany, NJ 07054-1298

Tel: (973) 257-8194

Fax: (973) 257-8663

E-mail: donald.lucas@roche.com

Dr. Alexander MacDonald
Pharma Science, Inc.

16 Cypress Avenue

N. Caldwell, NJ 07006

Tel: (973) 228-2392

Fax: (973) 228-3498
e-mail:beemac201l@aol.com

Dr. Harless A. McDaniel

American Veterinary ldentification Devices
15400 Aylesbury Street

Silver Spring, MD 20905

Tel: (301) 384-1184

Fax: (301) 384-7160
e-mail:avidrepmac@aol.com

Dr. Michael McGowan

Director, Regulatory Affairs & QA
Pfizer, Inc.

Eastern Point Road

Groton, Ct 06340

Tel: (860) 441-4947

Fax: (860) 441-1609

E-mail: Mcgown@pfizer.com

Mr. C. W. McMillan
Consultant

4003 Pinebrook Road
Alexandria, VA 22310-0009
Tel: (703) 960-1982

Fax: (703) 960-4976
e-mail:cwmco@aol.com

Mr. Robert B. Nicholas
McDermotte, Will and Emery
600 13th Street, NW
Washington, DC 20005-3096
Tel: (202) 756-8000

Fax: (202) 756-8087
e-mail:rnicholas@mwe.com

Phillip C. Olsson, ExQ.

Olsson, Frank & Weeda, P.C.
1400 16th Street, NW, Suite 400
Washington, DC 20036

Tel: (202) 789-1212

Fax: (202) 234-3550
e-mail:pcolsson@sprintmail.com

Dr. Larry C. Pendlum
Regulatory Affairs
Elanco Animal Health
2001 W. Main Street
Greenfield., IN 46140
Tel: (317) 277-4466
Fax: (317) 277-4962

e-mail:lcp@lilly.com

Ms. Janna O’Connell

Cultor Food Science

4253 N. Port Washington Road
Milwaukee, WI153212

Tel: (414) 332-3545

Fax: (414) 332-1423

E-mail: JO’Connell@cultorfs.com

Dr. Stephen F. Sutherland

Director, Regulatory Affairs

Pharmacia & Upjohn Co.

7000 Portage Road

9691-190-43

Kalamazoo, MI 49001

Tel: (616) 833-2426

Fax: (616) 833-2707

E-mail: stephen.f.sutherland@pnu.com

Mr. Richard Thomas
Pharmacia & Upjohn Co.
7000 Portage Road
9691-190-43
Kalamazoo, M1 49001
Tel: (616) 833-2776
Fax: (616) 833-2707

Theodore I. Wishousky

Director, Regulatory Affairs

Production Animal Projects

Merial

2100 Ronson Raod

ISO-210

Iselin, NJ 08830

Tel: 732.726.2852

Fax: 732.726.2921
e-mail:theodore_wishousky@merck.com




Mr. Eric Wolf

Koffolk, Inc.

P.O. Box 675935

14735 Los Quintos

Rancho Santa Fe, CA 92067

United Kingdom
Royaume-Uni
Reino Unido

Dr. J. Michael Rutter

Director of Veterinary Medicines
Veterinary Medicines Directorate
Woodham Lane, New Haw
Addlestone, Surrey KT15 3NB
Tel: 441932 336911

Fax: 44 1932 336618

E-mail: m.rutter@vmd.maff.gov.uk

Dr. Raj Patel

Head, Analytical Chemistry Unit
Veterinary Laboratories Agency
Woodham Lane, Addlestone
Surrey, KT15 3NB

United Kingdom

Tel: 44 1932 357 527

Fax: 44 1932 357 890

Uruguay

Renata Antonaz
[.Q. Renata Antonaz

Ministerio de Ganaderia Agricultura Y Pesca
Division De Laboratorios Veterinarios “M.C.

Rubino

Ruta 8 Km 17500
Uruguay - M.G.A.Y.

Tel: 598-2-222-1063/78
Fax: 598-2-222-1157

Organizations
Organisations
Organizaciones

AOAC International

Dr. Alfredo M. Montes Nino
Microbioticos

Lisandro de la Torre 2029
(1440) Buenos Aires

Argentina

Tel: +1-54-1-686-5759

Fax: +1-54-1-686-2502
e-mail:montes@impsatl.com.ar
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Dr. Alexander MacDonald
Pharma Science Inc.

16 Cypress Avenue

N. Caldwell, NJ 07006 USA
Tel: +1-201-228-2392

Fax: +1-201-228-3498
e-mail:beemac201l@aol.com

Center for Science in the Public Interest

Dr. Patricia Lieberman

Staff Scientist

CSPI

1875 Connecticut Ave., NW Suite 300
Washington, DC 20009

e-mail: plieb@cspinet.org

Confédération mondiale de
I'industrie de la santé animale
(COMISA)

Dr. Christian Verschueren
Secretary-General
COMISA

Rue Defacqz, 1

B - 1000 Brussels (Belgium)
Tel: +32-2-541-0111

Fax: + 32-2-541-0119
e-mail: comisa@fedesa.be

Mr. Carl J. Gahwiler

President of COMISA

c/o Elanco Animal Health

Lilly Corporate Center

Indianapolis, IN 46285-2023 (U.S.A.)
Tel: 1-317-276-2544

Fax: 1-317-276-9434

e-mail: gahwiler_carl_j@lilly.com

Dr. Paul Dick

Elanco Animal Health

160 Research Lane - Suite 120
Guelp, Ontario N1G 4T2 (Canada)
Tel: 1-519-821-0277

Fax: 1-519-821-7831

E-mail: dick_paul@elanco.com

Raul J. Guerrero

Senior Regulatory Consultant
Elanco Animal Health

A Division of Eli Lilly and Company
2001 West Main Street

Greenfield, Indiana 46140

Tel: (317) 277-4434

Fax: (317) 277-4755

E-mail: r.querrero@lilly.com
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Dr. Hariolf Schmid Van den Abbeele

Development Manager Council of Ministers of the European Union
Novartis Products, Inc. Rue de la Loi, 175

Animal Health Sector 1048 Brussels, Belgium

CH-4002 Basel Tel: +32.2.285.8563

Switzerland Fax: +32.2.285.7928

Tel: +41-61-6972738
Fax: +41-61-6976352
E-mail: ah.novartis.com

Dr. W. Martin Strauss

Director Global Regulatory Organizations
MONSANTO Company

600 13th Street, NW, Suite 660
Washington, DC 20005

Tel: (202) 383-2845

Fax: (202) 783-1924

European Commission
Commission europénne
Comision Europea

Egon Gaerner

Europaische Kommission

Generaldirecktion Ill - Industre

Post: Rue de la Loi/Wetstraat 200

B-1049 Bruselles/Brussel

Biro: Rond-Point Schuman/Schumanplein 11
Tel: (+32-2) 295.31.26

Consumers International Fax: (+32-2) 296.09.51
Ms. Lisa Lefferts Ms. Gudrun Gallhoff
Consultant European Commission
5280 Rockfish Valley Highway DG Il - Industry

Faber, VA 22938-4001 RP 11 4/46

USA 200 Rue de la Loi
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APPENDIX II
DRAFT MAXIMUM RESIDUE LIMITS FOR VETERINARY DRUGS
(Advanced to Step 8)
alpha-Cypermethrin
ADI:  0-20 pg/kg body weight (1996)
Residue Definition:  alpha-Cypermethrin
Species Tissue MRL (png/kg) Step JECFA CCRVDF
cattle muscle 100 T 8 47 10V
sheep muscle 100 T 8 47 10v
chicken muscle 100 T 8 47 1o0v
cattle liver 100 T 8 47 10V
sheep liver 100 T 8 47 1o0v
chicken liver 100 T 8 47 1o0v
cattle kidney 100 T 8 47 1ov
sheep kidney 100 T 8 47 10v
chicken kidney 100 T 8 47 10V
cattle fat 500 T 8 47 1ov
sheep fat 500 T 8 47 10v
chicken fat 500 T 8 47 10v
cattle milk 25 (ug/h T 8 47 10v
chicken eggs 50 T 8 47 10v
Azaperone
ADI:  0-6 pg/kg body weight (1998)
Residue Definition: ~ Sum of azaperone and azaperol
Species Tissue MRL (ung/kg) Step JECFA CCRVDF
pig muscle 60 8 38,43,50 9V, 10V
pig liver 100 8 38,43,50 9V, 10V
pig kidney 100 8 38,43,50 9V, 10V
pig fat 60 8 38,43,50 9V, 10V

Keys for List of MRLs for Veterinary Drugs

ADI Acceptable Daily Intake (expressed in micrograms/kilogram body weight)

Tissue Muscle, Liver, Kidney, Fat, Fat/Skin, Milk or Egg

MRL Maximum Residue Limit (unless noted otherwise, expressed in micrograms/kilogram)

Step Step of the MRL at the time of consideration by the CCRVDF or Year of its adoption by the Godex
Alimentarius Commission

JECFA Meeting number of the Joint FAO/WHO Expert Committee on Food Additives where the substance
was evaluated and/or MRL recommended/considered

CCRVDF | Session number of the CCRVDF where the MRL was considered and Appendix number of its| report
where the MRL is contained.
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Bovine somatotropins
ADI:  Not specified (1992) The ADI applies to somagrebove, sometribove,
somavubove, somidobove.

Residue Definition:  Not applicable

Species Tissue MRL (png/kg) Step JECFA CCRVDF
cattle muscle not specified 1/ 8 40,50 71V, 8ll
cattle liver not specified 1/ 8 40,50 71V, 8l
cattle kidney not specified 1/ 8 40,50 71V, 8l
cattle fat not specified 1/ 8 40,50 71V, 8lI
cattle milk not specified 1/ 8 40,50 71V, 8l

ADI "not specified" means that available data on the toxicity and intake of the veterinary drug indicate a large margin of
safety for consumption of residues in food when the drug is used according to good practice in the use of veterinary
drugs. For that reason, and for the reasons stated in the individual evaluation, the JECFA concluded that use of the
veterinary drugs does not represent a hazard to human and that there is no need to specify a numerical ADI.

1/ MRL "not specified" means that available data on the identity and concentration of residues of the veterinary drug in
animal tissues indicate a wide margin of safety for consumption of residues in food when the drug is used according to
good practice in the use of veterinary drugs. For that reason, and for the reasons stated in the individual evaluation, the
JECFA concluded that the presence of drug residues in the named animal product does not present a health concern and
that there is no need to specify a numerical MRL.

Ceftiofur

ADI:  0-50 pg/kg body weight (1995)
Residue Definition:  Desfuroylceftiofur
Species Tissue MRL (png/kg) Step JECFA CCRVDF
cattle muscle 1000 8 45,48 91V, 10lll
pig muscle 1000 8 45,48 alv, 1011
cattle liver 2000 8 45,48 9lv, 101
pig liver 2000 8 45,48 alv, 101l
cattle kidney 6000 8 45,48 alv, 101l
pig kidney 6000 8 45,48 alv, 1011
cattle fat 2000 8 45,48 alv, 101l
pig fat 2000 8 45,48 alv, 10l
cattle milk 100 (gl 8 45,48 alv, 101l
Cypermethrin

ADI:  0-50 pg/kg body weight (1996)
Residue Definition:  Cypermethrin
Species Tissue MRL (ng/kg) Step JECFA CCRVDF
cattle muscle 200 T 8 47 1ov
sheep muscle 200 T 8 47 10v
chicken muscle 200 T 8 47 10V
cattle liver 200 T 8 47 10V
sheep liver 200 T 8 47 1o0v
chicken liver 200 T 8 47 10v
cattle kidney 200 T 8 47 10v
sheep kidney 200 T 8 47 10v
chicken kidney 200 T 8 47 10V
cattle fat 1000 T 8 47 10v
sheep fat 1000 T 8 47 10v
chicken fat 1000 T 8 47 10V
cattle milk 50 (o) T 8 47 10V
chicken eggs 100 T 8 47 10V
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Diclazuril
ADI:  0-30 pg/kg body weight (1998)
Residue Definition:  Diclazuril

Species Tissue MRL (png/kg) Step JECFA CCRVDF
sheep muscle 500 8 45,50 9V, 10V
rabbit muscle 500 8 45,50 9V, 10V
poultry muscle 500 8 45,50 qv, 10V
sheep liver 3000 8 45,50 9V, 10V
rabbit liver 3000 8 45,50 9V, 10V
poultry liver 3000 8 45,50 9V, 10V
sheep kidney 2000 8 45,50 9V, 10V
rabbit kidney 2000 8 45,50 9V, 10V
poultry kidney 2000 8 45,50 av, 10V
sheep fat 1000 8 45,50 9V, 10V
rabbit fat 1000 8 45,50 9V, 10V
poultry fat/skin 1000 8 45,50 9V, 10V

Dihydrostreptomycin/Streptomycin

ADI:  0-50 pg/kg body weight (1997) Group ADI for combined residues of
dihydrostreptomycin and streptomycin.

Residue Definition: ~ Sum of dihydrostreptomycin and streptomycin

Species Tissue MRL (png/kg) Step JECFA CCRVDF
cattle muscle 500 T 8 43,48 av, 10V
pig muscle 500 T 8 43,48 9v, 10V
sheep muscle 500 T 8 43,48 9V, 10V
chicken muscle 500 T 8 43,48 9V, 10V
cattle liver 500 T 8 43,48 9V, 10V
pig liver 500 T 8 43,48 9V, 10V
sheep liver 500 T 8 43,48 9V, 10V
chicken liver 500 T 8 43,48 qv, 10V
cattle kidney 1000 T 8 43,48 9V, 10V
pig kidney 1000 T 8 43,48 9V, 10V
sheep kidney 1000 T 8 43,48 av, 10V
chicken kidney 1000 T 8 43,48 av, 10V
cattle fat 500 T 8 43,48 av, 10V
pig fat 500 T 8 43,48 9V, 10V
sheep fat 500 T 8 43,48 9V, 10V
chicken fat 500 T 8 43,48 av, 10V
cattle milk 200 (ng/H) T 8 43,48 9V, 10V
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Febantel/Fenbendazole/Oxfendazole
ADI:  0-7 pg/kg body weight (1998) Group ADI

Residue Definition:  Sum of fenbendazole, oxfendazole and oxfendazole sulphone, expressed as
oxfendazazole sulphone equivalents

Species Tissue MRL (png/kg) Step JECFA CCRVDF

cattle muscle 100 8 38,45,50 6V, 7V, 8V, 9V, 10V
pig muscle 100 8 38,45,50 6V, 7V, 8V, 9V, 10V
sheep muscle 100 8 38,45,50 6V, 7V, 8V, 9V, 10V
cattle liver 500 8 38,45,50 6V, 7V, 8V, 9V, 10V
pig liver 500 8 38,45,50 6V, 7V, 8V, 9V, 10V
sheep liver 500 8 38,45,50 6V, 7V, 8V, 9V, 10V
cattle kidney 100 8 38,45,50 6V, 7V, 8V, 9V, 10V
pig kidney 100 8 38,45,50 6V, 7V, 8V, 9V, 10V
sheep kidney 100 8 38,45,50 6V, 7V, 8V, 9V, 10V
cattle fat 100 8 38,45,50 6V, 7V, 8V, 9V, 10V
pig fat 100 8 38,45,50 6V, 7V, 8V, 9V, 10V
sheep fat 100 8 38,45,50 6V, 7V, 8V, 9V, 10V
cattle milk 100 (ng/l) 8 38,45,50 6V, 7V, 8V, 9V, 10V
sheep milk 100 (ng/l) 8 38,45,50 6V, 7V, 8V, 9V, 10V
Neomycin

ADI:  0-60 pg/kg body weight (1996)
Residue Definition:  Neomycin.

Species Tissue MRL (ng/kg) Step JECFA CCRVDF
cattle muscle 500 8 43,47 av, 10V
pig muscle 500 8 43,47 9V, 10V
sheep muscle 500 8 43,47 9V, 10V
goat muscle 500 8 43,47 av, 10V
chicken muscle 500 8 43,47 av, 10V
turkey muscle 500 8 43,47 9v, 10V
duck muscle 500 8 43,47 av, 10V
cattle liver 500 8 43,47 av, 10V
pig liver 500 8 43,47 qv, 10V
sheep liver 500 8 43,47 9V, 10V
goat liver 500 8 43,47 9V, 10V
chicken liver 500 8 43,47 avVv, 10V
turkey liver 500 8 43,47 av, 10V
duck liver 500 8 43,47 av, 10V
cattle kidney 10000 8 43,47 9V, 10V
pig kidney 10000 8 43,47 av, 10V
sheep kidney 10000 8 43,47 av, 10V
goat kidney 10000 8 43,47 9V, 10V
chicken kidney 10000 8 43,47 av, 10V
turkey kidney 10000 8 43,47 av, 10V
duck kidney 10000 8 43,47 9V, 10V
cattle fat 500 8 43,47 av, 10V
pig fat 500 8 43,47 qv, 10V
sheep fat 500 8 43,47 9V, 10V
goat fat 500 8 43,47 9v, 10V
chicken fat 500 8 43,47 qv, 10V
turkey fat 500 8 43,47 av, 10V
duck fat 500 8 43,47 9V, 10V
cattle milk 500 (ng/l) 8 43,47 9V, 10V

chicken eggs 500 8 43,47 aV, 10V
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Spectinomycin
ADI:  0-40 pg/kg body weight (1994)
Residue Definition:  Spectinomycin

Species Tissue MRL (png/kg) Step JECFA CCRVDF
cattle muscle 500 8 42,50 8V, 9v, 10V
pig muscle 500 8 42,50 8V, 9v, 10V
chicken muscle 500 8 42,50 8V, 9V, 10V
cattle liver 2000 8 42,50 8V, 9v, 10V
pig liver 2000 8 42,50 8V, 9v, 10V
chicken liver 2000 8 42,50 8V, 9v, 10V
cattle kidney 5000 8 42,50 8V, 9v, 10V
pig kidney 5000 8 42,50 8V, 9v, 10V
chicken kidney 5000 8 42,50 8V, 9v, 10V
cattle fat 2000 8 42,50 8V, 9v, 10V
pig fat 2000 8 42,50 8V, 9v, 10V
chicken fat 2000 8 42,50 8V, 9v, 10V
cattle milk 200 (ng/l) 8 42,50 8V, 9V, 10V
Tilmicosin

ADI:  0-40 pg/kg body weight (1996)
Residue Definition:  Tilmicosin

Species Tissue MRL (png/kg) Step JECFA CCRVDF
cattle muscle 100 8 47 10v
pig muscle 100 8 47 10v
sheep muscle 100 8 47 1o0v
cattle liver 1000 8 47 1o0v
pig liver 1500 8 47 10v
sheep liver 1000 8 47 1o0v
cattle kidney 300 8 47 1ov
pig kidney 1000 8 47 1o0v
sheep kidney 300 8 47 10v
cattle fat 100 8 47 1ov
pig fat 100 8 47 10v
sheep fat 100 8 47 10v
sheep milk 50 (g T 8 47 10v
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APPENDIX 111

PROPOSED DRAFT MAXIMUM RESIDUE LIMITS FOR VETERINARY DRUGS
(Advanced to Step 5/8)

Benzylpenicillin/Procaine benzylpenicillin

ADI: 30 pg-penicillin/person/day (1998) Residues of benzylpenicillin and procaine
benzylpenicillin should be kept below this level.

Residue Definition:  Benzylpenicillin

Species Tissue MRL (png/kg) Step JECFA CCRVDF
cattle muscle 50 5/8 50
pig muscle 50 5/8 50
chicken muscle 50 1/ 5/8 50
cattle liver 50 5/8 50
pig liver 50 5/8 50
chicken liver 50 1/ 5/8 50
cattle kidney 50 5/8 50
pig kidney 50 5/8 50
chicken kidney 50 1/ 5/8 50
cattle milk 4 (ngfl) 5/8 50

1/ Applies to procaine benzylpenicillin only.

Febantel/Fenbendazole/Oxfendazole
ADI:  0-7 pg/kg body weight (1998) Group ADI

Residue Definition:  Sum of fenbendazole, oxfendazole and oxfendazole sulphone, expressed as
oxfendazazole sulphone equivalents

Species Tissue MRL (png/kg) Step JECFA CCRVDF
goat muscle 100 5/8 50

horse muscle 100 5/8 50

goat liver 500 5/8 50

horse liver 500 5/8 50

goat kidney 100 5/8 50

horse kidney 100 5/8 50

goat fat 100 5/8 50

horse fat 100 5/8 50

Keys for List of MRLs for Veterinary Drugs

ADI Acceptable Daily Intake (expressed in micrograms/kilogram body weight)

Tissue Muscle, Liver, Kidney, Fat, Fat/Skin, Milk or Egg

MRL Maximum Residue Limit (unless noted otherwise, expressed in micrograms/kilogram)

Step Step of the MRL at the time of consideration by the CCRVDF or Year of its adoption by the Godex

Alimentarius Commission
JECFA Meeting number of the Joint FAO/WHO Expert Committee on Food Additives where the substance
was evaluated and/or MRL recommended/considered
CCRVDF | Session number of the CCRVDF where the MRL was considered and Appendix number of its| report
where the MRL is contained.
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Fluazuron

ADI:  0-40 pg/kg body weight (1997)
Residue Definition:  Fluazuron

Species Tissue MRL (png/kg) Step JECFA CCRVDF
cattle muscle 200 5/8 48
cattle liver 500 5/8 48
cattle kidney 500 5/8 48
cattle fat 7000 5/8 48
Moxidectin
ADI:  0-2 pg/kg body weight (1995)
Residue Definition:  Moxidectin
Species Tissue MRL (ung/kg) Step JECFA CCRVDF
deer muscle 20 1/ 5/8 45,47, 48,50
deer liver 100 1/ 518 45,47, 48,50
deer kidney 50 1/ 5/8 45,47, 48,50
deer fat 500 1/ 5/8 45,47, 48,50

1/ Revised MRL.

Nicarbazin

ADI:  0-400 pg/kg body weight (1998)

Residue Definition: N, N'-bis(4-nitropheyl)urea

Species Tissue MRL (png/kg) Step JECFA CCRVDF
chicken muscle 200 1/ 5/8 50
chicken liver 200 1/ 5/8 50
chicken kidney 200 1/ 5/8 50
chicken fat/skin 200 1/ 5/8 50
1/ Broilers.
Spectinomycin
ADI:  0-40 pg/kg body weight (1994)
Residue Definition:  Spectinomycin
Species Tissue MRL (ng/kg) Step JECFA CCRVDF
sheep muscle 500 5/8 50
sheep liver 2000 5/8 50
sheep kidney 5000 5/8 50
sheep fat 2000 5/8 50
chicken eggs 2000 5/8 50
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APPENDIX IV

DRAFT MAXIMUM RESIDUE LIMITS FOR VETERINARY DRUGS
(Retained at Step 7)

Abamectin

ADI:  0-2 pg/kg body weight (1995) Established for the sum of abamectin and (Z)-8,9
isomer by the 1997 JMPR.

Residue Definition:  Avermectin B

Species Tissue MRL (png/kg) Step JECFA CCRVDF
cattle liver 100 7 47 1ov
cattle kidney 50 7 47 10v
cattle fat 100 7 47 10V
Carazolol

ADI:  0-0.1 pg/kg body weight (1994) ADI based on the acute pharmacological effects

of carazolol.

Residue Definition:  Carazolol
Species Tissue MRL (png/kg) Step JECFA CCRVDF
pig muscle 5 1/ 7 38,43 7V, 8V, 9lV, 10l
pig liver 25 7 38,43 7V, 8V, 9lV, 10Il
pig kidney 25 7 38,43 7V, 8V, 91V, 10lI
pig fat/skin 5 1/ 7 38,43 7V, 8V, 9lV, 10l

1/ The concentration at the injection site may exceed the ADI.

Keys for List of MRLs for Veterinary Drugs

ADI Acceptable Daily Intake (expressed in micrograms/kilogram body weight)

Tissue Muscle, Liver, Kidney, Fat, Fat/Skin, Milk or Egg

MRL Maximum Residue Limit (unless noted otherwise, expressed in micrograms/kilogram)

Step Step of the MRL at the time of consideration by the CCRVDF or Year of its adoption by the Godex

Alimentarius Commission
JECFA Meeting number of the Joint FAO/WHO Expert Committee on Food Additives where the substance
was evaluated and/or MRL recommended/considered
CCRVDF | Session number of the CCRVDF where the MRL was considered and Appendix number of its| report
where the MRL is contained.
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Chlortetracycline/Oxytetracycline/Tetracycline
ADI:  0-30 pog/kg body weight (1995) Group ADI
oxytetracycline and tetracycline.
Residue Definition:  Parent drugs, singly or in combination.

for

chlortetracycline,

Species Tissue MRL (png/kg) Step JECFA CCRVDF
cattle muscle 200 7 45,47,50 av, 10V
pig muscle 200 7 45,47,50 9V, 10V
sheep muscle 200 7 45,47,50 qv, 10V
poultry muscle 200 7 45,47,50 9v, 10V
cattle liver 600 7 45,47,50 av, 10V
pig liver 600 7 45,47,50 qVv, 10V
sheep liver 600 7 45,47,50 9V, 10V
poultry liver 600 7 45,47,50 9V, 10V
cattle kidney 1200 7 45,47,50 9V, 10V
pig kidney 1200 7 45,47,50 9V, 10V
sheep kidney 1200 7 45,47,50 av, 10V
poultry kidney 1200 7 45,47,50 9V, 10V
cattle milk 100 (VeT))) 7 45,47 qv, 10V
sheep milk 100 (ug/l) 7 45,47 9V, 10V
poultry eggs 400 7 45,47,50 9V, 10V
Dexamethasone

ADI:  0-0.015 pg/kg body weight (1994)
Residue Definition:  Dexamethasone.
Species Tissue MRL (ng/kg) Step JECFA CCRVDF
cattle muscle 0.5 T 7 42,43,48 8V, 9V, 10V
pig muscle 0.5 T 7 42,43,48 8V, 9v, 10V
horse muscle 0.5 T 7 42,43,48 8V, 9v, 10V
cattle liver 2.5 T 7 42,43,48 8V, 9v, 10V
pig liver 2.5 T 7 42,43,48 8V, 9v, 10V
horse liver 25 T 7 42,43,48 8V, 9v, 10V
cattle kidney 0.5 T 7 42,43,48 8V, 9v, 10V
pig kidney 0.5 T 7 42,43,48 8V, 9v, 10V
horse kidney 0.5 T 7 42,43,48 8V, 9v, 10V
cattle milk 0.3 (Mg T 7 42,43,48 8V, 9v, 10V
Gentamicin

ADI:  0-20 pg/kg body weight (1998)
Residue Definition:  Gentamicin.
Species Tissue MRL (ng/kg) Step JECFA CCRVDF
cattle muscle 100 7 43,48,50 9v, 10V
pig muscle 100 7 43,48, 50 av, 10V
cattle liver 2000 7 43, 48,50 av, 10V
pig liver 2000 7 43,48,50 av, 10V
cattle kidney 5000 7 43,48,50 av, 10V
pig kidney 5000 7 43,48,50 av, 10V
cattle fat 100 7 43,48,50 aV, 10V
pig fat 100 7 43,48,50 9V, 10V
cattle milk 200 (nall) 7 43,48,50 9V, 10V
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Thiamphenicol

ADI:  0-6 pg/kg body weight (1996) (Temporary)
Residue Definition:  Thiamphenicol

Species Tissue MRL (png/kg) Step JECFA CCRVDF
cattle muscle 40 T 7 47 10V
chicken muscle 40 T 7 47 10V

cattle liver 40 T 7 47 10V
chicken liver 40 T 7 47 10V

cattle kidney 40 T 7 47 10v
chicken kidney 40 T 7 47 1o0v

Cattle fat 40 T 7 47 10V
Chicken fat 40 T 7 47 10V
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APPENDIX V

PROPOSED DRAFT MAXIMUM RESIDUE LIMITS FOR VETERINARY DRUGS

(Advanced to Step 5)

Chlortetracycline/Oxytetracycline/Tetracycline

ADI:  0-30 pg/kg body weight (1995) Group ADI for chlortetracycline,
oxytetracycline and tetracycline
Residue Definition:  Parent drugs, singly or in combination.
Species Tissue MRL (png/kg) Step JECFA CCRVDF
Fish muscle 200 T 1/ 5 50
Giant prawn muscle 200 1/2/ 5 50
1/ Applies only to oxytetracycline.
2/ Penaeus monodon
Cyfluthrin
ADI:  0-20 pg/kg body weight (1997)
Residue Definition:  Cyfluthrin
Species Tissue MRL (png/kg) Step JECFA CCRVDF
cattle muscle 20 5 48
cattle liver 20 5 48
cattle kidney 20 5 48
cattle fat 200 5 48
cattle milk 40 (ng/l) 5 48
Danofloxacin
ADI:  0-20 pg/kg body weight (1997)
Residue Definition:  Danofloxacin.
Species Tissue MRL (ng/kg) Step JECFA CCRVDF
cattle muscle 200 5 48
pig muscle 100 5 48
chicken muscle 200 5 48
cattle liver 400 5 48
pig liver 50 5 48
chicken liver 400 5 48
cattle kidney 400 5 48
pig kidney 200 5 48
chicken kidney 400 5 48
cattle fat 100 5 48
pig fat 100 5 48
chicken fat 100 1/ 5 48
1/ Fat/skin in normal proportion.
Keys for List of MRLs for Veterinary Drugs
ADI Acceptable Daily Intake (expressed in micrograms/kilogram body weight)
Tissue Muscle, Liver, Kidney, Fat, Fat/Skin, Milk or Egg
MRL Maximum Residue Limit (unless noted otherwise, expressed in micrograms/kilogram)
Step Step of the MRL at the time of consideration by the CCRVDF or Year of its adoption by the C

Alimentarius Commission

odex

JECFA Meeting number of the Joint FAO/WHO Expert Committee on Food Additives where the subj

was evaluated and/or MRL recommended/considered

stance

CCRVDF | Session number of the CCRVDF where the MRL was considered and Appendix number of its

where the MRL is contained.

report
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Eprinomectin
ADI:  0-10 pg/kg body weight (1998)
Residue Definition:  EprinomectinB

Species Tissue MRL (png/kg) Step JECFA CCRVDF
cattle muscle 100 5 50
cattle liver 2000 5 50
cattle kidney 300 5 50
cattle fat 250 5 50
cattle milk 20 (ugfl) 5 50
Flumequine

ADI:  0-30 pg/kg body weight (1997)
Residue Definition:  Flumequine
Species Tissue MRL (png/kg) Step JECFA CCRVDF
cattle muscle 500 5 42,48
pig muscle 500 T 5 42,48
sheep muscle 500 T 5 42,48
chicken muscle 500 T 5 42,48
trout muscle 500 T 1/ 5 42,48
cattle liver 1000 5 42,48
pig liver 1000 T 5 42,48
sheep liver 1000 T 5 42,48
chicken liver 1000 T 5 42,48
cattle kidney 3000 5 42,48
pig kidney 3000 T 5 42,48
sheep kidney 3000 T 5 42,48
chicken kidney 3000 T 5 48
cattle fat 1000 5 48
pig fat 1000 T 5 48
sheep fat 1000 T 5 48
chicken fat 1000 T 5 48
1/ Muscle/skin in normal proportion.
Imidocarb

ADI:  0-10 pg/kg body weight (1998)
Residue Definition:  Imidocarb.
Species Tissue MRL (png/kg) Step JECFA CCRVDF
cattle muscle 300 T 5 50
cattle liver 2000 T 5 50
cattle kidney 1500 T 5 50
cattle fat 50 T 5 50
cattle milk 50 (Mgl T 5 50
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Sarafloxacin
ADI:  0-0.3 pg/kg body weight (1998)
Residue Definition:  Sarafloxacin

Species Tissue MRL (png/kg) Step JECFA CCRVDF
chicken muscle 10 5 50

turkey muscle 10 5 50

chicken liver 80 5 50

turkey liver 80 5 50

chicken kidney 80 5 50

turkey kidney 80 5 50

chicken fat 20 5 50

turkey fat 20 5 50
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APPENDIX VI

PROPOSED DRAFT MAXIMUM RESIDUE LIMITS FOR VETERINARY DRUGS
(Retained at Step 4)

Clenbuterol

ADI:  0-0.004 pg/kg body weight (1996)
Residue Definition:  Clenbuterol
Species Tissue MRL (png/kg) Step JECFA CCRVDF
cattle muscle 0.2 4 47 10VI
horse muscle 0.2 4 47 10VI
cattle liver 0.6 4 47 10VI
horse liver 0.6 4 47 10VI
cattle kidney 0.6 4 47 10VI
horse kidney 0.6 4 47 10VI
cattle fat 0.2 4 47 10VI
horse fat 0.2 4 47 10VI
cattle milk 0.05 (pg/l) 4 47 10VI

Keys for List of MRLs for Veterinary Drugs

ADI Acceptable Daily Intake (expressed in micrograms/kilogram body weight)

Tissue Muscle, Liver, Kidney, Fat, Fat/Skin, Milk or Egg

MRL Maximum Residue Limit (unless noted otherwise, expressed in micrograms/kilogram)

Step Step of the MRL at the time of consideration by the CCRVDF or Year of its adoption by the Godex
Alimentarius Commission

JECFA Meeting number of the Joint FAO/WHO Expert Committee on Food Additives where the substance
was evaluated and/or MRL recommended/considered

CCRVDF | Session number of the CCRVDF where the MRL was considered and Appendix number of its| report

where the MRL is contained.
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APPENDIX VII

CODEX MAXIMUM RESIDUE LIMITS FOR BENZYLPENICILLIN
TO BE REPLACED BY MAXIMUM RESIDUE LIMITS FOR
BENZYLPENICILLIN/PROCAINE BENZYLPENICILLIN

Benzylpenicillin
ADI: 30 pg/person/day (1990) Daily intake of the parent drug should be kept below

this level.
Residue definition:  Benzylpenicillin.
Species Tissue MRL (png/kg) Step JECFA CCRVDF
cattle muscle 50 (1993) 36
pig muscle 50 (1993) 36
cattle liver 50 (1993) 36
pig liver 50 (1993) 36
cattle kidney 50 (1993) 36
pig kidney 50 (1993) 36
cattle milk 4 (1993) 36

Keys for List of MRLs for Veterinary Drugs

ADI Acceptable Daily Intake (expressed in micrograms/kilogram body weight)

Tissue Muscle, Liver, Kidney, Fat, Fat/Skin, Milk or Egg

MRL Maximum Residue Limit (unless noted otherwise, expressed in micrograms/kilogram)

Step Step of the MRL at the time of consideration by the CCRVDF or Year of its adoption by the Godex

Alimentarius Commission
JECFA Meeting number of the Joint FAO/WHO Expert Committee on Food Additives where the substance
was evaluated and/or MRL recommended/considered
CCRVDF | Session number of the CCRVDF where the MRL was considered and Appendix number of its| report
where the MRL is contained.
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APPENIDX VIII

PRIORITY LIST OF VETERINARY DRUGS REQUIRING EVALUATION OR
REEVALUATION

1. Substances scheduled for evaluation or reevaluation at the fifty-second meeting of JECFA in February
1999:

Substances on the previous priority list of Substances recommended for reevaluation

CCRVDF by JECFA (temporary ADI and/or MRLS)
or by the JECFA Secretariat

Deltamethrin (residues) — toxicological Abamectin (residues; referral from JMPR)

evaluation by 2000 JIMPR Azaperone (analytical method)
Permethrin (residues) — toxicological evaluatioDihydrostreptomycin/streptomycin (residues)

by 1999 JMPR Doramectin (residues)
Phoxim Natural hormones (estradiol-f/progesterone,
Porcine somatotropin and testosterone)
Carazolol Thiamphenicol

2. Substances provisionally scheduled for evaluation or reevaluation at the fifty-fourth meeting of JECFA
in February 2000:

Substances proposed for the priority list of the  Substances recommended for reevaluation

CCRVDF by JECFA (temporary ADI and/or MRLS)
or by the JECFA Secretariat
Cyhalothrin Cypermethrin (residues)
Dicyclanil a-Cypermethrin (residues)
Ivermectin (residues) Flumequine (residues)
Lincomycin
Melengestrol acetate
Metrifonate
Temephos

3. Substance provisionally scheduled for reevaluation at the fifty-sixth meeting of JECFA in
February 2001:

Substances proposed for the priority list of the  Substances recommended for reevaluation
CCRVDF by JECFA (temporary ADI and/or MRLS)
or by the JECFA Secretariat
Imidocarb (residues)
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APPENDIX IX

RISK ANALYSIS IN THE CODEX COMMITTEE ON
RESIDUES OF VETERINARY DRUGS IN FOODS

1. Introduction

The ninth session of the Codex Committee on Residues of Veterinary Drugs in Foods (CCRVDF)
endorsed the incorporation of a science-based approach to risk analysis into its work, and agreed that France
should prepare a discussion paper, with the assistance of Australia, Canada, the United States, Norway, New
Zealand and the Netherlands, for examination at its tenth session (ALINORM 97/31 — para. 14). France duly
prepared a paper with the help of these countries and the United Kingdom, FAO and WHO. It was submitted
to the tenth session of the CCRVDF in 1996 and gave rise to a number of observations which have been
taken into account in this latest draft, in addition to input from the two expert consultations that have since
been organized by FAO and WHO on risk management and communication.

Risk analysis has been described in several Codex documents: CL 1995/40 CAC, ALINORM 93/37,
ALINORM 95/9, CX/RVDF 94/5, CX/EXEC 96/43/6, reports of the joint FAO/WHO expert consultations
held in March 1995 (risk analysis limited in practice to risk assessment), January 1997 (risk management),
February 1997 (food consumption and evaluation of exposure to chemical substances) and February 1998
(risk communication). Risk analysis is now recognized as a process comprising three stages: risk assessment,
risk management and risk communication. This paper sets out to determine the extent to which each stage is
taken into account in the Codex procedure for setting maximum residue limits (MRLS) of veterinary drugs in
foods. It will then look into the respective roles of the Joint FAO/WHO Expert Committee on Food
Additives (JECFA) and the CCRVDF in the risk analysis process. Lastly, it will put forward proposals for
further integrating this risk analysis process into the setting of MRLs and the work of the JECFA and
CCRVDF.

The definitions of the risk analysis components referred to in this paper are those adopted
provisionally in July 1997 by the Codex Alimentarius Commission and given in the “definition” section of
the Manual of Procedures.

The general aim of the Codex Alimentarius is to set standards to ensure that food is wholesome and
safe. The veterinary use of chemical substances in the form of drugs can, however, have a prejudicial impact
on health through food. The aim, therefore, is to assess both the direct toxic risks in food after the use of
veterinary drugs and the secondary risks from possible changes in biological balances or husbandry practices
that they may induce. Assessment of toxic risk comes under the general framework of dangerous substances
likely to contaminate food, regardless of origin. The Codex Committee on General Principles should define a
risk assessment policy. The analysis should lead to as broad an understanding as possible of the benefits and
risks for public health of using these substances as veterinary drugs. On the toxicological level, it should
result in Acceptable Daily Intakes (ADIs), maximum thresholds in animal-based foods and suggested
methods of analysis.

This paper is open-ended in the sense that presently unknown or neglected aspects will eventually
come to light and will have to be taken into consideration.

2. Mandates of the CCRVDF and JECFA

At its sixteenth session in 1985, the Codex Alimentarius Commission strongly supported the
recommendation of the 1984 joint FAO/WHO Expert Consultation on Residues of Veterinary Drugs in
Foods (JECFA) and decided to set up a Codex Committee on Residues of Veterinary Drugs in Foods
(CCRVDF), giving it the following mandate:

- toidentify priority veterinary drugs for analysis of residues in foods
- torecommend Maximum Residue Limits (MRLSs) for these substances
- to establish codes of use, if necessary

- to determine criteria for selecting methods of analysis used to detect veterinary drug residues in
foods.
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At its first session in 1986, the CCRVDF defined a veterinary drug as any substance applied or
administered to food-producing animals, such as meat or dairy stock, poultry, fish or bees, for therapeutic,
prophylactic or diagnostic purposes or for modification of physiological functions or behaviour.

The aim of the JECFA, a joint FAO/WHO committee of experts outside the structure of the Codex
Alimentarius, is to help the CCRVDF in its work by evaluating scientific data on metabolism,
pharmacokinetics and toxicity of drugs and their residues. On the basis of its scientific evaluation, the
JECFA proposes ADIs and MRLs for the consideration of the CCRVDF-.

3. Risk analysis
3.1. Risk assessment

Risk assessment is a science-based process involving four stages:
- hazard identification

- hazard characterization

- exposure assessment

- risk characterization

The purpose of this process is to evaluate the known or potential adverse effects on health from
human exposure to food-borne hazards, in this case human exposure to veterinary drug residues.

3.1.1. Hazard identification

The purpose of this stage is to identify drug residues capable of causing adverse effects on health and
possibly present in a selected food.

The definition of veterinary drug residue adopted by the Codex Alimentarius includes both the parent
substance administered to an animal for therapeutic purposes and all the chemical compounds produced by
its biotransformation that may be present in food derived from the treated animal. The metabolic changes
vary in magnitude depending on the substances and may in some cases be intense and rapid. In such cases, it
is technically and hence economically difficult to identify all the residues resulting from the parent
substance. Therefore, in the case of heavy metabolism of the substance under study, hazard identification is
basically limited in practical terms to this substance and to the main residues resulting from its metabolism.
Consequently, while for practical reasons the MRL values are usually expressed in substance equivalent, the
calculations of consumer exposure consider the full range of residues from its metabolism.

There are however two exceptions to this general rule:

* When the substance with an adverse effect not relating to the digestive tract generates allied
residues, take-up bioavailability studies make it possible to set aside the non-bioavailable
compounds of all the residues covered by the MRL.

* When the risk assessment of a particular substance is based on some clearly defined
pharmacological adverse effect, and above all if the substance under study is also used in human
medicine, an appropriate model can be used to compare the pharmacological activity of the
parent substance and that of its main metabolites. In this case, the MRL will only relate to the
compounds expressing this pharmacological activity.

Once the adverse effects of the drug residues have been quantitatively evaluated in the hazard
characterization stage, the toxic effects observed in the laboratory animal have to be extrapolated to humans.
The question is whether the drug residues present in the food from treated animals are likely to have the
same toxic effects on the consumer as those observed in the laboratory animal. This can only be answered by
comparing the metabolic profiles of the substance in the laboratory animal, where the adverse effect was
identified, and in the food-producing animal which, when treated, will be the source of consumer exposure to
the drug residues. Analogy of metabolic profiles provides the scientific basis for the results of the
toxicological evaluation of the laboratory animal to be extrapolated to humans. Such metabolic information
is however incomplete and any extrapolation from animal to human is based more on assumption than
analogy of metabolic profile.

3.1.2. Hazard characterization
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In this stage, the nature of the adverse effects associated with veterinary drug residues that may be
present in the food is evaluated qualitatively and/or quantitatively. This difficult task requires a methodology
to evaluate the results of the necessary toxicological and pharmacological tests. In this connection, WHO
published the methodology for evaluating the safety of food contaminants together with a list of
toxicological tests in its 1987 compendilBnvironmental Health Criteria 7.0

Hazard characterization can sometimes be based on observations in humans, but is more generally
carried out by means of toxicological studies on laboratory animals. It can also be done with the inelp of
vitro experiments.

The epidemiological studies carried out on humans are very useful because a hazard (an adverse
effect in humans from an intake of toxic drug residues) can be directly characterized without need for
extrapolation. Unfortunately, the statistical power of this methodological tool is too weak to identify with the
required accuracy the adverse effects of lower quantities of residues unlikely to produce acute toxic effects.
The evidence of allergic effects in humans from penicillin residues is a fortunate exception. More frequently,
useful information can be obtained for drugs that are also used in human medicine. In these cases it is
possible to observe adverse effects caused by the higher doses used when treating humans. But it is still
necessary to extrapolate the chronic risks at low dose. Therapeutic tests carried out on humans using drugs
that are also employed in veterinary medicine can provide indications of doses associated with
pharmacological effects. The difficulty however lies in the fact that the purpose of the exercise in human
medicine is to determine an effective, optimal dose and only rarely a dose without effect, which is the whole
point of evaluating the innocuousness of veterinary drug residues.

As public opinion is turning increasingly against animal experimentation, scientific research has
sought to develofn vitro testing. However, despite progress made, the results are rarely comparable to
vivo tests because of their simplification, although they do provide invaluable information to enhance the
qualitative characterization of the hazards.

The limitations of studies conductéd vitro and on humans make animal experimentation the best
source of the toxicological and pharmacological information needed to evaluate the safety of veterinary drug
residues. The JECFA uses a very complete battery of toxicological tests, most of them codified by OECD
protocols, to detect general or specific toxic effects. This battery combines acute, sub-acute or chronic
toxicity tests, toxic effects on reproduction, and teratogenic, mutagenic, carcinogenic and immunotoxic
effects. The undesirable effects sought also include any pharmacological effects that might help characterize
the hazards for antibiotic, tranquillizer, anti-inflammatory and other residues.

For ethical and economic reasons, this complex battery of toxicological pests is restricted to the
parent substance and is not used to assess the toxicity of all the residues resulting from its metabolism. This
neglect of the specific toxic potential of each residue has given rise to the premise whereby the parent
substance and all its metabolites are jointly responsible for the observed toxic effects and where the toxicity
of each metabolite is similar to that of the parent substance.

In each toxicological test, the laboratory animals are exposed to increasing doses of the substance,
calculated, if necessary, to cause adverse effects to emerge. Identifying the correlation between dose and
effect is an important component of hazard characterization. The objective is to determine any relationship
that might exist between degree of exposure to a chemical agent and severity and/or frequency of adverse
effect on health. The joint FAO/WHO expert consultation of March 1995 estimated that setting the ADI, the
quantity of residue that can be absorbed daily without risk to consumer health, was the final stage of this
hazard characterization process. It should therefore be inferred that, as far as veterinary drug residues are
concerned, this stage concerns both:

» the dose-response relationship that must be established for the laboratory animal undergoing the
toxicological tests and that helps determine a dose without observed toxic effect in the animal
(NOEL)

» extrapolating to humans the conclusions of this toxicological test on the laboratory animal to set
an ADIL.

In its dose-response assessment to determine a dose that is risk free for human health, the JECFA has
never used mathematical models to extrapolate risks at low dose and determine a "virtually safe" dose, on the
grounds that their lack of validation which produce very different results. However, the JECFA could
usefully address this matter in its deliberations. When progress in this area permits selection from various
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validated models, this exercise should no longer be solely associated with risk assessment but will also
incorporate an element of risk management. While the scientific approach to risk assessment may determine
the choice of mathematical tool suited to the mechanism originating the toxic effect to be modelled, any
decision regarding virtually safe dose and socially acceptable level of risk to consumer health (e.g. whether
1/100 000, 1/1000 000 or 1/10 000 000) will clearly come under risk management.

The JECFA procedure is therefore more pragmatic. It is based on determining a NOEL for the
laboratory animal and a subsequent ADI for humans based on NOEL and safety factor. A NOEL is the
highest dose in a toxicological test that caused no adverse effect in the laboratory animal.

The value of the safety factor used to calculate an ADI from a NOEL is normally 100 and itself
comprises two factors:

- Thefirstis designed to:

» offset the uncertainty of the NOEL value that arises from the necessarily restricted number of
animals used in the toxicological study

» take into account the possibility that human beings might be more sensitive to the toxic
effect than the most sensitive laboratory animal. If the NOEL has been determined on the
basis of undesirable effects on humans, this factor is not used.

- The second factor is designed to take account of the genetic variability of consumers likely to
absorb these drug residues, which is much wider than the genetic variability of the laboratory
animals used in the toxicological study.

This safety factor value of 100 can be increased to take account of the severity of the toxic effect
observed, or to offset shortcomings in the toxicological study or in the toxicological report as a whole. An
ADI is therefore calculated for each toxicological study and the ADI with the lowest value will be the one
eventually adopted.

This ADI calculation process is based on the premise that humans are at least as sensitive as the most
sensitive laboratory animal exposed to the most sensitive test. This concept is not based on any scientific
evidence but is used as a precaution against the uncertainties inherent in the process of risk assessment. The
ADI corresponds to the quantity of residue that consumers can absorb each day throughout their lives
without incurring any appreciable risk to their health and, as such, expresses the intention to keep the risk to
public health so low as to be insignificant. Under this perspective, the setting of this value is therefore
strongly influenced by the concept of risk management.

But this approach has two drawbacks, one due to the need to have a NOEL, the other to the standard
nature of the security factor.

If, for any reason, it is not possible to determine a NOEL for an animal then it is not possible to
establish an ADI. In such a case, if it is still possible or desirable to set MRLs, the pragmatic approach used
is an exercise in risk management.

The safety factor value of 100 that is often used does not consider the slope of the curve expressing
the relationship between dose and frequency and/or severity of adverse health effect. It does not therefore
always guarantee the same margin of safety in extrapolation from animal to human.

This hazard characterization stage is therefore an area requiring more research. It would be well to
look further into the mechanisms that generate the observed toxic effects and thus to refine the modalities
used to determine the NOELs and the value of the safety factors. Such an effort has been made with
substances thought to be carcinogenic, seeing whether they are genotoxic using a battery of short mutagenic
tests. At the same time attempts are made to find any pre-cancerous lesions that might be produced in the
studies of sub-chronic toxicity. But the cost of these mechanistic studies too often precludes exhaustive
investigation.

3.1.3. Exposure assessment

This expression is used to refer to the qualitative and quantitative evaluation of the likely intake of
drug residues through food, as well as exposure from other sources, if applicable.

Estimating consumer exposure is based on the daily consumption of a particular food combined with
its content of veterinary drug residues.
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In view of the difficulty of assessing such exposure by scientific approach, the JECFA preferred for
the time being and for purposes of simplification to reduce the risk to the consumer to the absolute minimum
by deliberately overestimating exposure, by combining the worst-case scenario and a globally standardized
consumer food intake.

The worst-case scenario is based on the assumption that all the food of animal origin from animals
likely to have been treated with a veterinary drug is contaminated by its residues at a level at most equal to
the value of the MRLs set for the drug. The scenario is not a realistic reflection, because very few veterinary
drugs are administered on a massive scale to all the members, and throughout the lives, of any one animal
species. Conversely, there are many seasonal and even occasional uses of veterinary drugs, or cases in which
they are only administered to treat sick animals. Lastly, statistical methods for establishing withdrawal times
used by national authorities responsible for registering veterinary drugs strengthen the highly protective
character of this scenario in relation to public health. On the other hand, the possibility of using veterinary
drugs incorrectly reduces this margin of safety.

Concern for international standardization translates as the adoption of the following daily food
intake: 300 g of muscle, 100 g of liver, 50 g of kidney, 50 g of fat, 100 g of eggs, 1.5 | of milk and 20 g of
honey. The value set for milk seems to be particularly high, but has been estimated as appropriate to ensure
that infants do not consume veterinary drug residues at levels exceeding ADIs. The JECFA has considered
that the potential error from using these intakes only accounts for a small proportion of the uncertainty
inherent in the risk assessment procedure and that there is no need to specify these values any further.

The components of this diet should however be reconsidered on the basis of more relevant studies of
intake if the exposure assessment stage is to use the scientific approach employed in the risk assessment
procedure.

As the administration of veterinary drugs to an animal takes place under strictly controlled
conditions, the values of maximum residue contents in foods can also be defined in particular by establishing
appropriate withdrawal times. The MRL values are therefore established in such a way that maximum daily
intake of residues is below that authorized by the corresponding ADI. The determination of MRL values
therefore relates more to risk characterization than to exposure assessment.

3.1.4. Risk characterization

This stage sets out to provide a qualitative and/or quantitative estimate, given the uncertainties of
assessment, of the probability of occurrence and severity of known or potential adverse health effects in a
given population based on hazard identification, hazard characterization and exposure assessment.

The aim is to characterize the risks to the consumer from residues possibly present in animal
products, on the basis of use of the substance and particularly the withdrawal time, given that the period of
administration and the dose are predetermined by the objective of effectiveness.

The conditions under which the drug is used need to be estimated as do acceptable residues linked to
the level of acceptable risk to the consumer. The acceptable level of risk, which is determined in theory at the
risk management stage, has already been expressed in terms of residues by the ADI under hazard
characterization. Moreover, the elements considered for hazard identification, hazard characterization and
exposure assessment make it possible, for a given form of utilization of a particular substance, to establish a
profile of residues in animal tissues and to associate this with a profile of consumer exposure. Comparison of
this consumer profile and ADI indicates whether the mode of utilization of the substance is acceptable or not.
Analysis of the different results of residue content in animal products then provides an indication of level of
residues in one or several animal tissues, making it possible to distinguish between veterinary drug
applications that do or do not permit compliance with the ADI.

As expressed by the 1995 joint FAO/WHO expert consultation, it is this risk characterization stage
that leads to one or several proposed MRLs associated with sound veterinary drug practices which, on the
basis of established food intake, can guarantee that ADI values will not be exceeded.

The JECFA does not use rigorous mathematical models to set MRLs from a particular ADI. The
MRLs are set, using available metabolism and pharmacokinetic data, at the end of a procedure heavily
dependent on trial and error and strongly influenced by risk management. The few examples below illustrate
the close interaction between risk assessment and risk management in setting MRLSs.

The MRLs express a ceiling for all residues of a drug likely to pose a risk to consumer health.
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Since it is difficult in practical terms for a monitoring plan to measure analytically a series of
residues with widely differing chemical structures, control exigencies require that MRL values be expressed
in terms of a single chemical entity, know as the marker residue. It is important that the contents of this
marker residue evolve in the different tissues of treated animals in proportion to all targeted residues, if it is
to reflect them. But, for obvious practical reasons, this marker residue must also satisfy two requisites: it
must permit a practical dose and must be commercially or otherwise available for the purposes of official
controls.

The MRL values for the different tissues (muscle, liver, kidney, fat) are set in proportions that reflect
the tissue distribution of the residues. But, to avoid producing a set of highly complex figures for different
tissues and different animal species, the JECFA tries as far as possible to harmonize these values to keep
their number down. Similarly, when it appears that the residue contents in a given tissue are likely to be too
small for the feasible control after recommended withdrawal time of residue contents in other tissues, the
JECFA cannot propose any MRL for that particular tissue.

When a veterinary drug is used for both meat and dairy animals, the ADI breakdown between meat
and milk is done by trial and error. This is a decision pertaining to risk management. The CCRVDF should
therefore give this matter serious attention. To help weigh up the various risk management options, the
JECFA should provide precise indications on the conditions of use of the substance and the good veterinary
practices that influence risk assessment, thus enabling Governments to gauge their margin of manoeuvre for
the management options.

Lastly, the MRL values may be reduced to take account of the normal conditions under which a
particular veterinary drug is used where these lower MRL values can always be controlled by a viable
analytical method.

Even though the JECFA is not involved in setting withdrawal times, it has to refer to a practical
withdrawal time in order to establish a consistent set of MRL values. If it emerges that compliance with the
MRLs requires unrealistically long withdrawal times, the JECFA cannot recommend any MRL. This
situation can arise in particular for milk and eggs.

Furthermore, the JECFA at the present limits its proposed MRLs to animal species for which the
necessary information is already available. This strict approach raises the problem of controlling veterinary
drug residues for the so-called minor animal species, for which the veterinary drug industry considers the
economic market too small to justify the funding of the studies required. Thought needs to be given to
defining a pragmatic approach that is compatible with reasonable risk management.

The whole pragmatic approach used in establishing MRLs indicates strong interlinkage between risk
assessment and risk management. The particular relevance of scientific data from pharmacokinetics,
metabolism and statistics suggests that the JECFA should retain its role of proposing MRLs for CCRVDF
consideration. However, the CCRVDF is basically involved in risk management and, as such, should also
assume greater responsibility in this connection when invited to consider JECFA-proposed MRLs that have
been based on risk management decisions.

3.2. Risk management

Risk management is understood as the process whereby the policy options determined by risk
assessment findings are weighed up, and where any necessary control and regulation measures are instituted
and put into effect.

The joint FAO/WHO expert consultation that discussed this issue in January 1997 tried to configure
this concept of risk management, but its conclusions were somewhat imprecise and further thought is needed
on defining the components of risk management. The consultation divided risk management into four
component parts: risk evaluation, assessment of management options, implementation of management
options and monitoring and review.

3.2.1. Risk evaluation

This first stage of risk management includes:

- identification of a public health problem

- description of the problem

- classification of the identified danger in terms of risk assessment and management priorities
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- establishment of a risk assessment policy
- appointment of a body to conduct the risk assessment
- consideration of risk assessment findings.

In the field of veterinary drug residues, all these actions defining risk evaluation, the first stage of
risk management, are under the responsibility of the Codex Member Nations sitting on the CCRVDF. The
first five elements of risk evaluation correspond to the work of the CCRVDF at step 1 of the Codex standard
drafting procedure. At this step, the CCRVDF establishes a priority list of veterinary substances that could
pose a risk to public health and submits this list to the JECFA Secretariat so that its WHO and FAO experts
can assess the related risks (step 2 of the Codex procedure). One seemingly central element of this stage, the
establishment of a risk assessment policy, needs to be discussed in at length.

The 1997 FAO/WHO consultation considered that such policy should protect scientific integrity,
coherence and transparency of risk assessment. More specifically, this component of risk management
should deal with identification of populations at risk, criteria for ranking hazards and modalities for
determining safety factors.

The protection of scientific integrity, coherence and transparency of risk assessment by the JECFA is
crucial if confidence in the JECFA and its MRL proposals is to be total. As the JECFA is not strictly
speaking a Codex structure, the CCRVDF and FAO/WHO should discuss how this objective of risk
management can be achieved. They should focus on the management of JECFA meetings by FAO and WHO
and look into the modalities of selection of the experts who should complete a declaration of interest.

The 1997 consultation addressed the topic of safety factors which is vitally important for the
protection of public health. Setting MRLs is in fact based on a series of safety factors including:

- the assumption that humans are at least as sensitive as the most sensitive laboratory animal to a
potentially toxic residue;

- the safety factor used to infer an ADI from an NOEL, including the additional safety factor,
generally with a value of 2, to establish a provisional ADI until further information is available
to convert this into a definite ADI;

- the over-estimate of consumer exposure to drug residues;
- the assumption that all the residues covered by the MRLs are as toxic as the parent substance;
- the assumption of total bioavailability of residues “free” from the human gastro-intestinal tract;

- the reduction of MRL values to take account of normal conditions under which the veterinary
drugs are administered.

The CCRVDF has not dealt with this important issue and it is the JECFA - a group of experts
responsible for risk assessment - who have defined related policy.

Establishing the value of these different safety factors would seem to be a basic component of public
health policy as the exercise involves decisions on the magnitude of a socially acceptable risk. This needs to
be assessed in the light of observed toxic effect, quality of information on residue toxicity and content,
benefit-risk trade-off with assessment determined by the therapeutic or productive purpose for administering
the substance in question. This is a central aspect of risk management that should be dealt with by the
mandated parties. It is odd, to say the least, that the CCRVDF has never addressed this important matter and
issued the necessary directives to the JECFA.

The JECFA is also involved in determining risk evaluation policy when it proposes guidelines to the
CCRVDF, as in the case of evaluation of microbiological risk from antibiotic residues. The JECFA’s
scientific expertise is clearly to the benefit of Codex performance, but the CCRVDF should be more active in
critically assessing the proposals it makes.

In contrast, the CCRVDEF is involved in policy formulation when it drafts guidelines such as that for
assessing the safety of veterinary drug residues at injection point.

The final component of risk evaluation, consideration of risk assessment findings, is clearly under
the remit of the CCRVDF and corresponds to steps 4 and 7 of the Codex standards drafting procedure.

3.2.2. Assessment of management options
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The joint FAO/WHO consultation divided this stage into three parts without giving details:
identification of possible management options, selection of preferred option and final decision. So far, the
CCRVDF has done very little in this area for which the States have the required competence.

The joint FAO/WHO consultation on risk management has insisted that decisions on acceptable
levels of risk should be based on considerations of public health. It also accepted that other considerations
such as economic costs, expected benefits, technical feasibility and social choices could be considered,
where these could be objectively determined.

For its part, the JECFA has advised against using certain veterinary drugs with dairy cattle and
laying hens when the withdrawal times needed to meet the MRLs seemed unrealistic in view of their normal
conditions of use.

3.2.3. Implementation of management options, monitoring and review

These two last components of risk management are essentially under state responsibility. However,
the JECFA advises states on appropriate methods of analysis to ensure compliance with the MRLSs.

It is important to stress that risk management goes beyond straightforward analytical study of
residues in animal products and must also include the control of good practices at, and prior to, the time of
veterinary drug administration.

The JECFA can also make a contribution when it:
- studies the validity of analytical methods proposed to check MRLs
- specifies the statistical basis for establishing withdrawal times

- issues recommendations on the conditions of use of certain veterinary drugs in relation to MRLs
set (tranquillizers for pigs) to reduce consumer exposure to veterinary drug residues.

3.3. Communication of risks

A more recent joint FAO/WHO consultation in February 1998 sought to define this third component
of risk analysis which was described in 1995 as an interactive exchange of information and opinion on risks
among officials responsible for risk assessment and management, consumers and other interested parties.
Although examination of this very complex subject is recent and needs further reflection, there would appear
to be many parties potentially involved in such communication and the structures responsible for risk
assessment and management have a duty to report on their respective areas of competence. This report only
looks at the related responsibilities of the JECFA and CCRVDF via their secretariats.

3.3.1. Role of the JECFA

The JECFA provides satisfactory technical communication through:

- its summary reports of meetings

- its more detailed reports of meetings

- WHO and FAO monographs on evaluation of toxicological data and study of residue contents

- the publication of scientific information needed to assess the safety of veterinary drug residues.

To some extent, these guidelines also touch on risk management, even though their scientific content
requires extensive involvement of the JECFA. It would therefore be legitimate to have them examined by the
CCRVDF prior to their release.

It would be useful if, for each substance studied, the JECFA could clearly indicate the assumptions
and choices made during the risk assessment process that relate to risk management, thus providing more
information on its proposals. This would not be necessary for routine assumptions and decisions already
announced in a general paper.

Greater involvement in JECFA activities by experts put forward by consumer associations and
greater transparency in the nomination of experts would greatly enhance this interactive process of risk
communication.

The formal publication of these technical documents under the authority of two international
organizations of the stature of FAO and WHO is clearly a difficult and time-consuming task, given the
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obvious staffing shortages, but the time it takes to publish the detailed reports of JECFA meetings and the
FAO and WHO monographs is far too long. This undermines the effectiveness of the CCRVDF which is
thus deprived of the timely information it needs to critically assess the ADIs and MRLs proposed by the
JECFA. This worsening state of affairs needs to be urgently redressed.

3.3.2. Role of the CCRVDF

The role of the CCRVDF in communication for risk management is extremely limited as it is
reduced to reports of meetings, which, for budgetary reasons, are increasingly succinct to the point of having
little substance to communicate. The important step of drawing up priority lists of substances, which is the
point of departure of the JECFA and the CCRVDF work, provides no explanation for the choices made.
Even the general criteria adopted in 1986 to determine priority lists have lost their transparency. It would be
a good idea to see whether the amendments adopted in 1994 are applicable or not. It is also important to
recall that the Codex procedure for establishing MRLs only considers substances for which the JECFA has
been able to propose ADIs and MRLs. Other substances, whatever the reasons for the inexistence of ADI and
MRL (too toxic, inadequate documentation) are cast aside and simply ignored. No relevant information is
given to explain why these substances, some of which can be toxic, have been passed over by the Codex
procedure. This is a matter where improvement is required.

4, Roles of the JECFA and CCRVDF

It should first be recalled that the JECFA and CCRVDF mainly consider risks to consumers from
residues of a drug in animal products. They also consider the effect of the drug on the composition of the
animal products (for example, IGF1 in the case of BST), but some aspects have been virtually ignored. It
would be useful to decide at what point of the risk analysis process these should be taken into account and by
which body:

- interactions between different uses of drug substances and their effects on residues in animal
products: the use of a substance can modify the metabolism of another substance administered
simultaneously, particularly when used continuously to modify animal physiology. It can also
have an impact on modality of use of other substances (for example, BST leads to greater use of
antibacterial drugs).

- risks of drug use to animal health: the question does not arise when the substances are used for
therapeutic purposes and are therefore todbdactobenefit of animal health. It can arise,
however, with they administered for production purposes that can generate risks to animal
health.

- risks to human and animal health from the use of antimicrobial drugs and the resulting increase
in microorganism resistance (zoonotic or not, pathogenic or not).

One of the recommendations of the 1995 joint FAO/WHO expert consultation was to separate as far
as possible the two phases of risk assessment and risk management in the risk analysis process. This
examination of risk analysis and MRL-setting reveals that this recommendation has been largely followed, as
the JECFA, a committee of independent experts acting in their personal capacity, works on risk assessment
while the CCRVDF, a committee of national delegations, is essentially involved in risk management.

However, closer examination shows a slightly different picture and indicates that the respective roles
of the CCRVDF and the JECFA in the risk analysis process need to be better defined. As the organization
and division of work was decided before the introduction of the risk analysis corsefactosystems have
arisen that are perfectly logical in functional terms but that do not fulfil the recommendation of separate
responsibilities for risk assessment and risk management. As a result, the JECFA includes elements of risk
management in its risk assessment work. This can be acceptable for proper Codex functioning, particularly
as it echoes a pragmatic observation made by the consultation of 1995 that there might be exceptions to any
hard-and-fast separation of responsibilities. But when these aspects of risk management go to the very heart
of public health protection, it would seem inappropriate for the CCRVDF not to assume its appointed risk
management responsibilities. A clear example is establishing the values of the safety factors that used in the
different stages of risk assessment.

The JECFA should nevertheless continue to provide the CCRVDF with technical assistance for risk
management by proposing guidelines and protocols that will improve risk assessment policy.

5. Conclusions
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This report shows that the procedure for setting veterinary drug MRLs incorporates the concept of
risk analysis. The separation of risk assessment and risk management is a reality because of the way the work
is divided between the JECFA and CCRVDF. The scientific approach needed for JECFA risk assessment
needs to be reinforced by providing additional scientific information. Deficiencies need to be identified and
research encouraged to provide the missing information. The CCRVDF is responsible for risk management
and should focus more on risk management components that need to be used in risk assessment, thereby
realizing the desirable separation of responsibilities for risk assessment and risk management.

0. Recommendations

Quality of work by the JECFA and CCRVDF is a requisite for consensual adoption of MRLs, without scope
for contest. Such quality is firmly recognized.

However, a number of proposals can be made to further enhance the three components of risk
analysis: assessment, management, communication.

 Risk assessment

- the establishment of veterinary drug MRLs should be based on objective analysis of available
and relevant scientific data. The process must continually take account of new concepts
emerging from an ever-evolving world of science.

Further study is required into:

- the mechanisms of toxic or pharmacological action to better substantiate the setting of doses
without effect and safety factors;

- structure-activity relations which would help distinguish between residues that need to be taken
into consideration and those that pose no risk to public health. The identification of marker
residues would also be much more reliable;

- comparison of metabolisms of laboratory animals and animals destined for human consumption
and humans to increase the pertinence of extrapolation of toxicity findings from laboratory
animals to humans;

- this scientific evaluation must also take account of the aspirations of contemporary society,
which is determined to reduce the number of animals used for experimental purposes. This
should encourage the JECFA to integrate alternative evaluation tests that are more respectful of
animal life. These new tests must however be properly validated beforehand.

* Risk management

The CCRVDF should revisit its action regarding components of risk management. Besides the
improvements suggested in this report, two further proposals are drawn to its attention:

- it would be useful if, with the assistance of the Codex Committee on General Principles, the
CCRVDF could identify reference factors other than impact of residues on consumer health
when evaluating the JECFA's ADI and MRL proposals: health factors (animal health, public
health, such as exposure to antibiotic resistant bacteria, etc.) and non-health factors (consumer
expectations, organization and geographic distribution of production).

The Codex might also consider the relevance of adopting a risk-benefit approach for establishing the
MRL of certain substances.

- The CCRVDF should review the procedure for establishing priority lists of substances to be
evaluated by the JECFA. One criterion for including a candidate substance on the priority list is
that all the necessary information be made available to the JECFA, but this condition can only
be met by the veterinary pharmaceutical industry because of the growing complexity of the
documentation. As a result, the JECFA works on the basis of CCRVDF priorities that are
heavily influenced by industry decisions. Thought should be given to the ultimate aim of the
work of the CCRVDF and JECFA and to the respective importance of public health and
international trade. Without wishing to belittle the importance of evaluating new substances,
which spearhead modern medicine and are a lifeline to the veterinary pharmaceutical industry,
there is at the same time no reason to neglect older substances that are still in widespread use.
The problem is that these substances are no longer protected by patent and therefore no longer
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represent an economic market sufficiently important to justify investment in the requisite
studies. The unfortunate result is that the JECFA focuses especially on evaluation of new
molecules which, under constant pressure from ever-tighter technical requirements, offer
increasing guarantees of safety, and does not perhaps spend enough time addressing long-
established substances, some of which, though prohibited here and there, can expose public
health to considerable risk. There is an urgent need to draw up a list of these substances and to
agree an appropriate methodology to identify their associated residue risks and/or provide
interested parties with all relevant information.

. Risk communication

Given the rapid advance of science, the JECFA should be able to regularly publish the scientific
basis for its evaluation of safety of veterinary drug residues, with reference to good laboratory practices and
internationally recognized procedures for validation of methods of analysis. Even more important, the
JECFA secretariat should rapidly publish the reports of the JECFA sessions.

Finally, during CCRVDF evaluation of JECFA proposals, the inclusion in a so-called inactive list of
substances for which ADIs and MRLs could not be established does not seem to come up to expectations on
risk communication from the CCRVDF. There is an urgent need for Member Nations to be given the reasons
for the inability to set ADIs or MRLs for these substances.
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