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1. Introduction

In June 2008 the CVMP published a first version of this reflection paper for consultation (a copy of that
document is provided in annex I). As detailed in the problem statement presented in original reflection
paper, residues in injection site muscle for some products tend to be dramatically higher than residues
in non-injection site muscle (as well as in fat, liver and kidney). The result is that a single carcass may
contain muscles with very different residue levels of injectable substances, and these differing levels of
residues in a single tissue type make setting an appropriate MRL very challenging.

The CVMP considers that, to be considered ‘appropriate’, an MRL (i) must ensure consumer safety and
(ii) should result in a withdrawal period that is not longer than necessary in order to ensure consumer
safety. MRLs set in the conventional way can result in extended withdrawal periods for injectable
substances that do not meet the second of these criteria.

The CVMP’s 2008 reflection paper, which followed on from discussions with residue surveillance
authorities and industry representatives, enumerated a number of options that could be used in order
to maximise the appropriateness of the muscle MRL. However, in its conclusion the paper
acknowledged that while one or more of the options presented might be applicable on a case by case
basis, none of the options could be applied consistently to result in a significant impact on withdrawal
periods. The aim of the reflection paper was to stimulate discussion on the topic of injection site
residues and to attract further comments and views to be considered in the development of an
approach that would allow the establishment of appropriate MRLs for injectable substances.

Following publication of the reflection paper several stakeholders submitted comments. While the
Committee appreciated the constructive nature of the comments received, it remained unable to
identify an overall approach that could be consistently used in the development of MRLs for injectable
substances. The Committee has therefore continued to engage in discussions on the topic of injection
sites and in October 2012 agreed to work concertedly towards the development of an approach that
would be used consistently to develop appropriate MRLs for injectable substances.

In July 2013 the Committee agreed on an approach to be used. This reflection paper describes that
approach and stakeholders are now invited to comment on it.

2. Discussion

The Conventional approach

According to the conventional approach for setting MRLs residue depletion data for non-injection site
muscle, fat, liver and kidney are examined to establish residue levels in these tissues at the time point
at which the Theoretical Maximum Daily Intake (TMDI) falls below the ADI. The residue levels at this
time point represent tentative MRLs that may be amended to account for other factors (e.g., the need
to keep a portion of the ADI available to account for consumer exposure to residues from other
sources) before final MRLs are proposed. When a veterinary medicinal product (VMP) is subsequently
developed the withdrawal period is derived in such a manner as to ensure that residues in edible
tissues deplete to below the MRLs before slaughter.

For some products administered by intramuscular or subcutaneous injection there is a depot formed in
(or, in the case of subcutaneous injections, adjacent to) the muscle which is the injection site. The
withdrawal period for such a product must be long enough to ensure that residues in the depot have
declined to the MRL before slaughter. As a result of the high levels of the active substance in the
depot, the time taken for residues at the injection site to deplete to the MRL will be longer than the
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time taken for residues in other tissues to deplete to the MRL. In the case of long acting formulations,
the depletion of residues from the depot is particularly slow, with the result that the withdrawal period
may be extensive. In practice, these extended withdrawal periods may not be justified based on
consumer safety considerations and may act to unnecessarily reduce the availability of veterinary
medicinal products.

Lessening the impact of residues in muscle on the withdrawal period

In some cases, although residues may be present at high levels in injection site muscle, in non-
injection site muscle residue levels are very low (sometimes below the limit of quantification of the
analytical method) even shortly after administration. The CVMP considered that, for such substances, a
tissue other than muscle should be used for residue monitoring purposes and therefore, the
establishment of an MRL for muscle for these substances would not be critical. Consequently, for a
small number of injectable active substances, the CVMP has chosen not to recommend an MRL for
muscle. For products containing active substances for which no muscle MRL has been established,
withdrawal periods have been calculated using the “ADI approach”, which ensures that at the selected
withdrawal period, residues in a food basket including 300 g of injection site muscle are below the ADI,
so ensuring consumer safety. This approach had the added benefit of allowing any unused portion of
the ADI to be allocated to the injection site for the purpose of deriving the withdrawal period, and so
lessened the impact of the injection site on the overall withdrawal period.

Problems at residue control

For many residue control authorities muscle is the tissue of choice for residue monitoring. The
approach of not establishing a muscle MRL therefore represents a difficulty as it leaves residue control
authorities with no legal value against which to control residue levels in their preferred tissue sample.
In order to monitor residue levels in the carcass samples from one of the other edible tissues have to
be collected and analysed. Furthermore, meat imported into the EU often takes the form of lean cuts of
muscle — residue control in this meat is not possible in the absence of an MRL for muscle. This
represents a serious concern, particularly as muscle is the most commonly ingested animal tissue.

An alternative that would not work

An alternative approach would be to set the muscle MRL based on the residue depletion profile seen in
injection site muscle rather than on that seen in non-injection site muscle. This could lead to higher
muscle MRLs and correspondingly shorter withdrawal periods. However, a muscle MRL derived in this
way would be of little relevance for residue control authorities. This is because injection sites are
scarce (and in many cases not easily identifiable by eye) while non-injection site muscle is abundant
and consequently, except on rare, chance occasions, non-injection site muscle will be the muscle
sampled by residue control authorities. It should be expected that residues in non-injection site muscle
would comply with an MRL set on the basis of residues in injection site muscle, even if the withdrawal
period were not respected (i.e. monitoring residue levels in non-injection site muscle provides no
information on residues in injection site muscle).

In addition, if the muscle MRL were set in this way, residues in other tissues would often be below the
limit of quantification at the timepoint by which residues in injection site muscle reaches the MRL (i.e.
it would not be possible to establish a tissue distribution relationship between residues at the injection
site and residues in other tissues). Monitoring of residues in non-injection site muscle would therefore
not normally provide information on whether residues in other tissue types comply with the MRLs
established for those tissue types.
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Moreover, for substances that are also administered by routes other than injection, a muscle MRL
based on residue depletion at the injection site would be of no practical value.

The CVMP’s preference

From the CVMP’s point of view, the preferred approach would be to establish 2 residue limits for
muscle — one limit for residues in non-injection site muscle and a second limit for residues at the
injection site. From a residue monitoring point of view this would require authorities to take muscle
samples from 2 physically separate parts of the carcass. If analysis of the first sample revealed that
neither of the 2 residue limits were exceeded, then it could be concluded that the carcass was
compliant with the MRLs. If the analysis revealed that the lower of the 2 limits was exceeded but that
the higher limit was not, then the possibility that an injection site had been sampled would need to be
addressed. This would be done by analysing the second muscle sample. As it is extremely unlikely that
both muscle samples would be injection sites, this second sample should comply with the lower (non-
injection site) residue limit. If it did not, then the carcass would be considered non-compliant.

Problems with the CVMP’s preference

Residue control authorities have indicated that the cost of routinely taking 2 muscle samples would be
prohibitive. In the absence of a second muscle sample for residue monitoring this approach cannot
work, as residue control authorities could not rule out the possibility that an injection site had been
sampled and that consequently the higher of the 2 limits should be applied. Furthermore, for meat
being imported into the EU, residue monitoring authorities may not have access to two muscle samples
from physically separate parts of an individual animal.

A compromise

The CVMP accepts that for residue monitoring purposes there is a need to always establish a single
muscle MRL (except in those cases where a “No MRL required” classification is justified).

The CVMP considers that this muscle MRL should be derived in the conventional way but that it should
not be used as the sole reference value in the setting the withdrawal period needed for muscle. An
alternative value that corresponds to the maximum level of residues that would be expected at the
injection site at the anticipated withdrawal period should also be derived.

This second value (hereafter referred to as the Injection Site Residue Reference Value — ISRRV) would
not be published in Regulation (EU) 37/2010 and would not be used for residue monitoring purposes.
The ISRRV would be published only in the EPMAR.

The ISRRYV is derived as follows: the theoretical maximum daily exposure is calculated on the basis of
recommended MRLs for liver, kidney and fat (skin+fat in the case of pig) and the resulting value is
compared to the ADI. The ISRRYV is then derived in a manner that would allow for residues in 300g of
muscle to correspond to the remaining portion of the ADI (minus any portion of the ADI required to
allow for consumer exposure from milk or other sources). The withdrawal period for the VMP is then
derived in a manner that ensures that residues at the injection site will be below the ISSRV and that
residues in non-injection site muscle, liver, kidney and fat will be below the MRLs for these tissues.

This approach provides residue monitoring authorities with a single MRL for muscle while also allowing
withdrawal periods to be derived that ensure consumer safety but which are not longer than necessary
in order to do this.
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Consequences of the compromise

Annex | of Regulation (EC) No 854/2004 laying down specific rules for the official controls on products
of animal origin intended for human consumption, in Section Il, Chapter V, indicates that “meat is to
be declared unfit for human consumption if it: ...(i) contains residues or contaminants in excess of the
levels laid down in community legislation” (ie above the MRL). If a muscle MRL is established to reflect
the maximum amount of residues that should be allowable in non-injection site muscle, then at the
withdrawal period residues at the injection site are likely to be present at levels above the muscle MRL.
This means that, in line with Regulation (EC) No 854/2004, injection site muscle (containing residues
above the muscle MRL) should be considered as a non-edible tissue.

In practice, while efforts may be made to remove injection sites, these will not always be easily
identifiable and it cannot be assumed that they will always be removed from the food chain.
Consequently, the CVMP considers that, even if injection sites should be formally considered as non-
edible tissue, it is important to ensure that residues at the injection site are not present at a level that
might represent a consumer safety concern. Compliance with a withdrawal period that ensures that
residues at the injection site are below the ISRRV will ensure that even if an injection site is ingested,
it will not represent a consumer safety concern.

While residues at the injection site will not represent a consumer safety concern, the chance sampling
of an injection site by a residue control authority could lead to a non-compliant residue finding and
possible punitive action against the farmer. Such action would be unfair given that the non-compliant
finding would not represent non-compliance with the withdrawal period.

The CVMP considers that the likelihood of chance sampling of an injection site is very low as animals
receive a limited number of injections during their lifetimes and consequently the proportion of muscle
tissue into which an injection will have been administered will be very small and the chances of
sampling that tissue will be correspondingly small. Furthermore, residues in many injection sites are
likely to be below the non-injection site muscle MRL as it is known that almost all injected active
substances deplete to below the non-injection site muscle MRL within 3 months of being administered
and many animals will not be administered injectable veterinary medicinal products during the last 3
months of life.

Nevertheless, the CVMP considers that measures should be introduced to further minimise the
possibility of sampling of an injection site by residue control authorities.

Follow up actions

In order to further minimise the possibility of sampling of an injection site the CVMP would like to see
injections consistently administered into one part of an animal while residue sampling, wherever
possible, should use muscle from a different part of the carcass. The CVMP therefore recommends that
product literature should specify the area of the animal into which injections should be administered.
Where possible this should be a non-edible tissue. Where use of a non-edible tissue is not possible
injections should be administered into the neck for cattle, swine, sheep, goats and horses. Cattle may
also be injected immediately in front of the shoulder blade, and horses in the breast (pectoral
muscles). Finally, subcutaneous injections to piglets may be given in the skin fold between the hind leg
and the abdomen). This should be specified in product literature.

The CVMP will liaise with residue control authorities in order to encourage consistent sampling from a
part of the animal other than those named above. Some residue control authorities already sample
diaphragm muscle. From the CVMP’s point of view (and from the farmer’s perspective) this is ideal as it
ensures that the injection site is not sampled. However, the CVMP is aware that many residue control
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authorities do not consider diaphragm to be a convenient muscle with which to work (based on the fact
that it has a high density of tendons and that in some species the amount of muscle available from the
diaphragm may be insufficient) and that for imported meat (where the whole carcass is not available)
use of the diaphragm does not represent a possibility.

Weaknesses of the compromise

The level of the ISRRV will be dependent on the size of the portion of the ADI that remains available
once the MRLs for other commodities (and any other sources of exposure) have been taken into
account. For substances for which the available portion of the ADI is very small, establishing an ISRRV
will have a correspondingly small impact on the withdrawal period.

For some injectable substances residues in non-injection site muscle will be measurable over a
considerable period of time. For these substances it may be possible to set an MRL for non-injection
site muscle and an ISRRV for injection site muscle that would be reached at approximately the same
withdrawal period. Compliance of non-injection site muscle with the MRL would then provide assurance
that the injection site complies with the ISRRV. However, for other injectable substances, residues in
non-injection site muscle will be very low from very early time points. The MRL for muscle for these
substances will be based on the limits of quantification for the analytical method. For such substances
compliance with the muscle MRL would not necessarily ensure compliance with the ISRRV and the
overall withdrawal period. For these substances muscle is simply not an ideal tissue to sample (as
residues are always low in non-injection site muscle) and the CVMP considers that, if an entire carcass
is available, then a tissue other than muscle should be monitored in preference over muscle.

3. Conclusion

There is a need to always establish a single MRL for muscle (except in those cases where a “No MRL
required” classification is justified) and this MRL should be derived in the conventional manner, i.e.
reflecting residues in non-injection site muscle. A second residue value, referred to as the ISRRV,
should be derived reflecting residues at the injection site. However, this second value will have no legal
value and so will not be used for residue monitoring purposes. It will be published only in the EPMAR
and it will be used only as a reference value in the derivation of withdrawal periods to ensure that, in
the unlikely event of the ingestion of an injection site, residues in the injection site would not represent
a safety concern for consumers.

As the ISRRV will invariably exceed the MRL at the withdrawal period, injection sites may contain
residues at levels above the MRL. This means that, in line with Annex | of Regulation (EC) No
854/2004, injection sites should, in principle be considered as non-edible. However, in practice, it may
not always be possible to identify injection sites by eye and consequently the possibility that injection
sites may sometimes enter the food chain cannot be ruled out. By ensuring that residues at the
injection site comply with the ISRRV the ingestion of an injection site would not pose a threat to
consumer safety.

The chance sampling of an injection site by residue monitoring authorities could lead to a non-
compliant residue finding. While the likelihood of sampling of an injection site containing residues
above the MRL is very small, in order to minimise this risk further the CVMP considers that injections
should be administered into one part of the animal while sampling for residue monitoring should,
wherever possible, focus on a physically separate part of the animal. The CVMP therefore recommends
that the administration site is specified in product literature and will liaise with residue monitoring
authorities to encourage sampling from parts of the animal that are unlikely to have been injected.
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Problem Statement

Estabhishing maramum residue hmits (MELs) in pmscle for long-acting mjectable products poses a
parbcular problem For these products residue levels at the imjection =ife tend fo be high while
depletion of resadues 15 slow. Residue levels at the immechon site tend to be dramatically higher than
those in non-injection site muscle, or fat, liver or kidney. Consequently, withdrawal periods for these
products are typically determumed by residue levels at the injection site and tend to be particularly
long.

achng counferparts they offer improved convemience, comphance and consequently mmproved
consumer safety and animal welfare. However, the extended withdrawal peniods for these products
discourages their development and use, and represents a burden for farmers.

The CVMP considers that withdrawal penods for these products should be no longer than absolutely
necessary based on scientific and consumer safety considerations.

The Commuites has explored a mumber of ways of achieving this goal. A number of the proposals
imveshigated would require non-imechon sife nmscle and imjechion site mmscle to be treated differently,
both dunng the CVMP assessment and possibly also during residue surveillance/control. Bemdus
surveillance/control may need to be able to distmpmish between non-injection site muscle and myjechion
sife mmscle.

The CVMP has, therefore, discussed the 1smues with those mvolved m residue surverllance/control 1
order to (1) better understand the requrements of residue surveillance/control, and (2) firther explore
the possibabity of miroducmg changes to residue surverllance protocols. Furthermore, a discussion wath
industry representatives took place to better understand the mdustry’s concerns regarding the current
approach and their proposals for the future This document desenibes the approaches considered and
thewr strengths and weaknesses.

EMEACYMPTS201902007-CONSULTATION Page 27
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Possible approaches that would lead to decreaszed withdrawal periods for long-acting injectable
products
Sugpestons explored by the CVMP for addressing the mjection site residue 1ssue melude:

No.

FProposal

Comment

1

Always nse the same tissue (g2, neck) for injections and
then discard that tissue

= May be impractical for vets and farmers
= May be impossible for large volume
= Wasteful of meat

[F¥]

» Risk for consumer safety

using a statistical method, bat by establishing a time point
at which residues at injection sites from all animals are
below the MEL

= Uncertasimties mean that the impact
would be inconsistent and
unpredictable

Establish mjection site residue limits at an increased level
relative to muscle MPLs using a standard factor (e.z, 10)

= Questionsble scientific rationale

= Potential risk for consumer safety,
particularly if AT’ is based on an
acnie endpoint

= Besidue surveillance would need to be
ahle to distingnish between non-
injection site mmscle and mjection site
mmscle

Use non-edible tissues as injection sites

May be impractical for vets and farmers
May not be possible in many cases
due to lack of appropriate non-edible
tissues

Develop formmlations that decrease the impact of imjection
site residues [ phase out the use of those formmlations that
lead to the most significant injection site residues

= Desirable solution for the long-term
bt will mot help in short-term

Recommend lower than necessary MEBLs for tissues other
than mmscle in order to allow for increased mmscle MBILs

= Tissne dismbution relationship would
e dismopted with the effect that it
could not be mferred that becanse a
compliant result is obtained in ons
tissue other tissues would also be
compliant
site tissmes could be viewed as

lici i - ity

Beference Dhose rather than the AT

= May be useful if it can be shown that

exposure fo injection sites is rare

Would only be applicable if the ADI'

were based on chromic exposure

= Residue surveillance would need to be
shle to distingnich between non-

injection site nmscle and injection site
nmscle

Use the “umsed’ portion of the ADI' to maximise muscls
MPBLs

= May be nseful in cases where there is
2 large “unnsed” portion of the ADT'

= Tissne dismbution relationship would
e disTapted with the effect that it
could not be inferred that becanse a
compliant result is obtained in one
tissue other tissues would also be

compliant

EMEACYMPIS201902007-CONSULTATION
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No. | Proposal Comment

10 | Fecomsider the stndard food basket — question the | = Might allow MELs for all fissues to be

position that a person may consume 300g of mmscle, 100= increased

liver, 50g fat and 50z kidney on a daily basis = Wiould represent 3 major change to an
assessment approach

= Comld potentially lead to revised MEBLs
for most substances

11 | Amend the imtske calculstion so that exposure resulting | = Approach followed in USA

ADI' (minus a proportion of the ADI' allocated for milk). | accepted food basket approach

! ADI = Acceptable Diaily Intake

The proposals in the table above can be divided info those that require residue surveillance/control to
be able to distimpuish between pon-injection site mmscle and injection site muscle (proposals 4 and 8),
and those that do not (proposals 1,2, 3, 5,6, 7,9, 10 and 11).

Proposzals that do not require residue surveillance/control to be able to diztinguizh between non-
imjection site and injection site muscle

From the comments in the table it can be concluded that proposals 1 to 3 are unhkely to represent
appropriate solutions. Proposal 5 (use non-edible tissues as mjection sites) could provide a solution for
some products (for example, the ear has previously been proposed as a non-edible imjecton site and
mzy be appropriate for products for individual anmal freatment with small volume mjections).

For options 1 (always use the same tissue and discard that fissue) and 5 (use non-edible fissues) there
15 a nisk of abuse as mjections could be given at sites that are unhkely to be tested. However, 1t should
be borne mn mind that the cwrent system cammot exclude abuse arther.

Proposal & (develop formmlateons that decrease the mmpact of mjechon site residues) 1s the most
desirable option of all, but unforfunately 1t 15 unhkely to represent a solution m the mmmediate futare.

In 15 considerations the CVMP bhas taken care, when establishing MBELs, to conmder fissue
distnbution relationships as, m theory, these allow residue levels detected m any one target tissue to be
used to predict the complhiancy of other tissues. Residue surveillance/control experts have confirmed
that 1t 15 unuswal to routmely test all four hsswes — the most common approach for antibiotics seems to
be to sample only kidney and/or pmscle. The fact that not all fissues are always tested indicates that
the tissue distnbution relationship i1s nsed m practice. However, residue control experts have also
confirmed that a non-compliant result for an anhbotic in kidney 1= not neceszanly reflected by a non-
comphiant result in muscle, and so mmsele testing mmst be performed before pon-comphianey can be
concluded for this tissue. This indicates that the tissus distnbution relatonship used in the setting of
MRELs 15 not entively effective for extrapolating compliancy from one tissue to another. If the CWVMP
were prepared to disregard the fissue distnbution relationship, then proposal 7 (recommend lower than
necessary MRLs for fissues other than nmscle mn order to allow for mereased mscle MERLs) could be
used However, for substances to be admimistered by more than one route, establishing lower than
necessary MELs for muscle may be beneficial for the mjectable product while representing a senous
perspective, this disadvantage 15 easily ouwtweighed by the advantape gamed from mereasing the
muscle MBEL. It 15 zlso worth noting that in 1ts MBI recommendations, JECFA 15 mereasmgly seekmg
to ensure that the tssue distnbution relationship 15 mamtained . so by disregarding tissue distnbution
Like proposal 7, propesal 9 (Use the ‘unused’ portion of the ADI to maximise mmscle MRLs) would

dizrupt the tissue distibution relationship. Howeser, 1t may be of some use 1n those cases where there
15 a large “unused’ portion of the ADL

EMEACYMPIS201902007-CONSULTATION Page 47
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Proposal 10 (reconsider the standard food basket) would represent a major change to an mtermationally
accepted approach to evaluating the safety of veterinary medicinal products for food producmg
anmmals, and given that the existing methodolopy has demonstrated itself to be safe, may be
questioned on consumer safety grounds.

Proposal 11 (Amend the mtake calculation so that exposure resulting from ngestion of each mdividual
tissue type may reach the ADI (minms a proporhon of the ADI allocated for mulk)) 15 already used by
the FD'A and may be responsible, in large part, for the shorter wathdrawal periods typically allocated
by the FDA. However, such an approach 15 inconsistent with the mternatonally accepted use of a
standard food basket for calculafing potential consumer exposure.

It 15 also worth noting that in a small mumber of s MEL assessments the CVMP has recommendad
that no MEL for omscle be established based on low residue levels seen following adomistration of
the substance. When this 15 dome withdrawal periods for the subsequently parketed product are
established based on calculations that demonstrate that ingestion of a standard food basket in which
the mmscle portion 1= made up entirely of an imection site, doas not lead to exposure preater than the
ADI. However, the absence of an MEL for muscle represents a regulatory problem for residue
survelllance/control as mereasmely meat 15 1mported mto the ELT as lean muscle and while MELs may
have been estabhshed for fat, lean meat may not contam sufficient fat to test. The absence of an MEL
for mmscle may therefore mean that there are Do reference values agamst wiuch to test sach
consignments. Furthermore, as muscle 1= the tissue most commonky eaten, the absence of an MEL for
muscle may be difficult to justify to consumers. Consequently, the CVMP consaders that m all but
exceptional cases, MELs should be established for muscle.

Propozals that would reguire residue surveillance/control to be able to distinguizh between non-
imjection site and injection zite muzcle

Proposal 4 (establish injection site residue limmits at an mncreased level relative fo mmscle MELs using a
standard factor) 15 not a fvoured ophon gven the questionable scientfic rationale and potential nsk
for consumer safety.

Proposal 8 (Establish mjection site residue hmits based on an Acute Eeference Dose rather than the
ADT) may be jushfiable on scientific and consumer safety grounds if 1t can be shown that the mgeshion
of injection sites 15 a rare event. & major bamer to the miroduction of this proposal is the fact that it
would require residue surveillance to be able to distinguish between non-mjection site mmscle and

The only way to be able to dishinpwsh between non-mjechon site mmscle and mjection =ife muscls
would be for a second muscle sample to be taken (from the same animal but a different mmscle group)
and tested in the event of a poncompliant result in the first sample. In the EUJ, residue swveillance
programmes generally rely upom a single sample bemg taken of the relevant target tissue (g,
mmscle). A scheme that wsed two mmscle samples was previously proposed in the Codex daft
gmdehine for residues at mjechon sites (1999). The daft pmdeline proposed that the second sample
would be analysed if the first sample was found to contain residue levels above the MEL for muscle
but below the mjection site residue lmit. If analysis of the second sample revealed residue levels i
accordance with the MRL for mmscle then 1t could be assumed that the first sample had contained an
imjection site. Only 1f both samples exceedad the MEL for muscle would the carcass/consignment be
condemned Additionally, it would seem reasonable to condemn the carcass'conmignment if one
sample contained residue levels above the injecton site residue lomit.

The proposed draft Codex pumdeline was never adopted as agreement could not be reached by the

vanous stakebolders. One of the bamers to agreement was the difficuliies that would result for residue

surveillance. The EU commented that the proposals would result in pracheal problems for samplng
protocols:

+ Imjecton sifes may not be easily 1denhfiable as such and tissue samplng may result m only part of
an mjection site being sampled, leading to results which are difficult to mterpret [although it
should be noted that this is presumably a problem under existing residue surveillance protocols]

+ Additonal validation of the analyiical method may be required in some cases
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# An additional amalytical method may be needed 1f the marker residue at the imecton site duffers
from the marker residue in non-Injection site muscle

If the ‘two samples of mmscle’ model was adopted, an addifional problem for residue swveillance
could ocour if there 15 no access to a second sample, a szmaton that may anse with retail sampling and
at import, parficularty if the produce 15 m the form of cuts of meat rather than whole carcasses. It 1=
unclear how a residue level greater than the MEL for mmscle would be nferpreted m such
circumstances as this could potentially be because of an mjection site being inadvertenthy sampled.

From discussions with residue surveillance/control experts it 15 clear that across the EUT there 1=
considersble vanafion in the samphng protocols and analytical methods uwsed for residue
control’survelllance. Considermy remdues testmg for anhibiofics alone the approach taken in the
different Member States is not harmonised. The detection capabilities and the range of screening tests
vary widely and there are differences m which fissues are selected (kidney and’or mmscle) and the
mumber of fissue samples taken from each carcass. Any chanpes to MRL setiing procedures that would
require paralle]l chanpes to sampling and testing protocols must take thiz lack of harmemisation 1
residue control/surveillance into account. At present any propoesal to mitroduce a harmonised double
sampling approach across the EUJ would be Lkely to meet strong resistance as such a requrement
would have substantal resource impheations resulting from the need to take, store, test and analvse
the addihonal samples as well as to set up and validate addihonal analyhical methods where necessary
(residues present at the mjection site will be of an order of magnitude greater than 1n pon-injection site
muscle and well cutside the working range of a typical quanhtative chemical confirmatory methed). If
it 15 not realishc to envisage the imtroduction of such a harmomised approach, then any changes to
cwrent MEL-setting procedures mmst be practicable mn terms of residue controlsmveillance m the

Comment on the approach uzed in the USA

In some mmstances the FDA Center for Veteninary Medicme has established an allowed residue level at
the injection site that 15 distmet from the allowed residue level in non-injection site muscle. In these
cases the allowed residue level at the injection sife has been based either on a default value of 10 fimes
the farget fissue tolerance it (MEL) or on the AR Regardless of which of these options has been
used, the applicant has had to demonstrate that at the proposed withdrawal period residue levels m the
target tissue (fypically liver or kidney) comply with the established tolerance linits and that residue
levels at the mjechon site comply with the relevant allowed residue lewel If residue levels at the
imjection site are seen to excead the allowed level, then the target fissue tolerance lomit 1= admusted
downwards to a level that ensures that when it 15 met then the allowed mjection site residue ot wall
also be met. Note that this means that the tolerance levels for tissues other than muscls are reduced
which, as mentioned m relafion to proposal 2, could bave the effect of penalising non-injectable
formmlations.

As detailed m relation to proposal 4, the CVMP would not be supportive of a proposal to establish an
increased injection site residue lmit wsmg a standard multpheation factor. The CVMP does consider
that it may be smentifically valid to use the AR to establish a safe level for residues at the injechon
site 1if it could be showm that the ingestion of injection sifes 15 a rare event. The mam problem with thas
approach would be that residue surveillance/montrol autherities would be faced wath the need to
distingunsh befween non-injection site and mjecton site mmscle.

Dizenszsion and concluzions

The CVMP has mvestigated a oumber of ophions for assessmg mjecton site residues but no smgle
proposal has emerged as a clear favourite. Without the mtroduchon of double mmscle samphng for

residue surverllance/control the only approaches identified that could be used are:
Proposal 5: use non-edible tissues as imechon sies;

Proposal & develop formulations that decrease the impact of injection site residues / phase out
the use of those formulations that lead to the mest significant injection site residues;
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Proposal 7: Recommend lower than necessary MELs for issues other than mmscle in order to
allow for increased mmscle MRLs;

Propesal % Use the “mmsed’ portion of the ADT' to maximise muscle MELs.

Proposal 5 15 only hkely to be applicable o a small mmmber of cases. Proposal 6 15 atiractive but the
responsibihiy for the development of such formmlations hes pnmanly with industry. Proposal 7 may
be an option In a mumber of cases but it does not respect the tissue disimbution relafionship.
Furthermore, 1t could be viewed as an approach that penalises products that are not admimstered by
imjection. Proposal 9 will only be useful mn those mnstances where there 15 a large “unused’ portion of
the ADT and hke proposal 7, it does not respect the tissue distmbufion relationship. Addibonally, it
should be bome in mund that 1t may be necessary to leave a porfion of the ADI unused in order to
allow for the establishment of MFELs in other tissues (milk and eggs) and possibly for residues that
oceur as a result of the use of the substance i pesticides.

With regards to options that would requre double sampling of muscle at residue swvelllance/control,
cnly proposal § (establish imjection site residue lmmts based on an ARD rather than an ADIT) 1=
considered serentifically justified, and only if it can be shown that ingestion of mjechon sites 15 a rare
event. However, it 15 clear that implementation of this opton would require close cooperation with
rﬁldm!mmllanm"cmhnlmﬂ:.m:lhﬁ. and it 15 acknowledged that implementaton of approprate

residue swrvelllance/control procedures may represent a sigmficant challenge.

The CVMP conchudes that 1t mav be pozable to mcrease the permmssible level of residues at mjechion
sites by implementing one or more of the above approaches on a case by case basis but considers that,
at present, none of the proposals imvestipzted stand ready to make a dramafic mmpact on wathdrawal
penods. From the CVMP's perspective, the most desmable proposal 15 the development of
would bring clear bepefits to fanmers, amimals, consumers and mdustry. The CVMP notes that other
proposals mveshzated offer hoated applicability and'or would have hmuted impact. For example,
recommending lower MRLs for tissues other than mmscle 1n order to allow for increased mmuscle
MRLs (proposal 7) and usmg the “unused’ porbion of the ADI to masimmse muscle MELs (proposal %)
would, In most examples examined lead to only small mereases in the muscle MEL. With regards to
the use of the ARAT) to establish an mjection site residue limit (proposal 8), the CVMP notes that for
the majonty of exasting long acting injectable products this approach would not be approprnate as the
established AT is based on acute endpomts.

attractmg comments on the views expressed in this paper, amimtheh.upeufmtmgmmpusa]s

for possible ways to reduce the mpact of imection sife residues without compromising consumer
safiety.
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