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Table 1: Organisations that commented on the draft Guideline as rel eased for consultation

Organisation

1 IFAH-Europe

General overview

The CVMP adopted on 12 January 2005, following a 6-month period of public consultation, the user safety
guideline for pharmaceutical veterinary medicinal products (EMEA/CV MP/543/03-FINAL), following the
recommendati ons for its Safety Working Party (SWP-V).

Comments were only received from IFAH-Europe

The main concern of IFAH-Europe was the absence of a concept paper before the work was started on the
development of the guideline. IFAH-Europe had requested that this project should be taken back a step, to
the level of a concept paper, so that there could be an adequate discussion on the scope, impact and
framework of the proposed guiddine.

The CVMP noted the request from IFAH-Europe but considered that the comment requiring the publication
of a concept paper for consultation prior to further development of the guiddine was not feasiblein this case,
as the work on the guiddine had been initiated prior to the agreement of having concept papers
systematically released for consultation.
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Table 2: Discussion of comments

GUIDELINE SECTIONTITLE

Comment

Outcome

General comment

From ascientific point of view the section headings of the principles related to the risk and
expaosure assessments may be presented in alogical way. However, when taking into
account what is happening in practice, the requirements of the proposed guideline are not
redlistic a al. Thelimitation of the guiddine to newly devel oped products is wel comed;
however if it is applied systematically to all new products without estimati on of potential
risk (exposure and degree of hazard), this would be a disproportionate measure putting
further at risk the availability of veterinary medicina products. Wewould regard it as
essential that al requirements for studies are assessed on the basis of need, and kept
proportionate to therisks, as judged from asimple and redisticinitial risk assessment

(c.f. decision tree for environmental impact assessment). No additional studies, beyond the
standard toxi col ogy package in Part 111, should be necessary for low risk products.

The guiddineis designed in such a way that restricts the data needs
as much as possible. It also offers flexibility to applicants in terms
of aternative methods and use of justifiabl e assumptions.

It has to bornin mind, that human beings are not exposed to veterinary medicinal products
(single or infrequent exposure) like other chemical products, such as detergents, heavy
metals, etc (frequent or daily exposure). Furthermore most of the products with higher
potential risk are administered by professiona people and the amount of the product being
administered is very low. These points must be adequatel y taken into account.

Professionals may come into contact with veterinary medicines on a
daly basis, and are sometimes exposured to large volumes (eg.
sheep dippers). The type of user and the frequency and extent of
exposure are indeed taken into account in this guiddine.
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GUIDELINE SECTIONTITLE

Comment

Outcome

1. Scope of application

In addition to clearly limiting the scope to new products, more guidance is needed on how

the guiddines should be appli ed:

* Toensurethat excess ve data requirements are not unnecessarily placed on inherently
safe products;

* Toensurethat, wherearisk isidentified, the data requirements are proportional to the
risks, and therisk: benefit assessment (e.g. also consider risk to animal or public health
if the product is removed from the market).

* Theguiddine focuses on biological risks, and does not take into account that some
products may aso pose aphysica risk (e.g. some aerosol formulations may be
flammabl e).

* the CVMP does not agree that the guideline demands excessive
data requirements

* normally consideration is first given to data requirements, then
the provision of data alows for the identifi cation of risks based
on the assessment of that data Hence, data requirements can
not be based on the outcome of a risk assessment. In addition,
risk:benefit assessment is done in the regulatory process, not in
the risk assessment, and thusiit is no part of this guideline.

« theguiddine requests relevant physi co-chemical properties
(like flammability).

2. Scientific requirements

The scientific requirements and data to be provided are based on chemical substances used
at alarger sca e than veterinary medicind products. Clear and specific guidance on
exposure estimation relevant to the veterinary sector is needed. For the mgjority of
products it should be considered whether the need for studies could be obviated by the
inclusion of standard global safety warnings in the packaging.

The sdentific requirements and data to be provided are veterinary
medicines related. Regarding the exposure estimation: more
specific guidance is very difficult to give because of the wide
variety of products and uses.

Including standard global safety warnings (not based on any data) is
not justifiable Warnings must have a rdation to the actua risks,
and safety measures must reduce these actual risks. Using standard
warnings might warn users for risks that do not exist, or prescribe
measures that are not needed.

Neverthd ess, applicants may omit the submission of studies aslong
as it will be adequately justified (see guideline chapter 5).
Furthermore, published literature or handbook-information could
replace studies aslong as it provides adequate information.
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GUIDELINE SECTIONTITLE

Comment

Outcome

Comments on chapter 1. Introduction

Paragraph 2: In fact the legislation does give guidance on the data requirements necessary to
assess user safety. In Annex 1 to the veterinary Directivein Part 3 A Safety Testing, only
part 3.1 — Single-dose toxicity - isidentified as being relevant to user safety (“used to
predict: - the possibl e effects of acd dental administration to humans.”) The studies are
identified (normally studies in 2 mammalian species and two routes of administration). 1f
“substantial exposure” is anticipated, these routes should include dermal and inhalation.

The Directive then requires “a thorough discussion of any risks for persons preparing the
medicina product or administering it to anima's, followed by proposal for appropriate
measures to reduce such risks’. In other words, no extradatais required, beyond making
sure the routes of administration in single-dose toxicity studies are relevant if substantia
exposureis anticipated. The user safety assessment is clearly based on the results of the
safety studies, but is to be a paper exercise based on a thorough discussion of the risks.
The Introduction to the guideline should be re-written to reflect this.

Single dose studies are indicated as being relevant in the Directive'
for the user safety. But other studies are also rdevant, e.g. studies
on mutagenicity or local toxicity. However, there is no list of data-
requirements for user safety assessment in the Directive. Hence the
legislation is very unspecific about this. Clearly, a “thorough
discussion of any risks’ is only possible when adequate data are
available. In addition, methods for risk assessment are not specified,
nor are the options and recommendations for risk reduction
measures. As a consequence, Member States may use or ask
different studies, focus on different endpoints of toxicity, use
different methods for risk assessment, and may recommend
different measures for risk reduction. This guiddine is devel oped to
provide guidance on these matters, and to contribute to the
harmonisation of user safety assessment and recommendations.

Commentsto chapter 2: Scope

Paragraph 3 should be re-written for the following reasons:

Paragraph 3 confuses misuse and accidents. Only foreseeabl e accidents should be within the
scope. All misuseis ddliberate (either by commission because someone has decided to
ignore the instructions for proper use, or by omission because that person has decided not to
read the instructions and is therefore using the product incorrectly) and should be excluded.

This paragraph should also be re-written to discriminate correctly between misuse and
abuse. Accidental self-injection is an occupational accident; intentional self-injection of an
animal antibioticis misuse, and intentiona sdf-injection of a narcotic drug is abuse The
reference to dangerous drugs is also misleading. In fact many drugs, including veterinary
drugs, are not locked up because they are dangerous per se, or to prevent misuse asthis
sentence implies, but to prevent abuse.

The point that all misuse is ddiberate is not accepted. What in the
guideline is meant by foreseeable misuse is clearly defined in the
glossary. However, because the wording may lead to debate, the
proposd is accepted. The text of the guideline “foreseeable misuse
(including oral misuse and accidental sdf-injection)” has been
changed into “foreseeable accidents (including accidentd ingestion
by children and accidental sdf-injection)”. The glossary will be
changed accordingly, but the explanation given in the glossary will
be retained. This means that the (foreseeable) use not according the
instructionsis still considered.

! Directive 2001/82/EC of the European Parliament and of the Council dated 6 November 2001
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GUIDELINE SECTIONTITLE

Comment Outcome
Commentsto chapter 3: Principles of assessment

This section should be completdy re-written for the following reasons: It is recognised that the order of itemsin the risk andysisis dlightly
different from the usual order. This has been done on purpose. The
1) The opening sequenceisin thewrong order. Risk analysis texts recommend the reason being that it will prevent unnecessary testing. For example, a
following order: hazard identification, hazard characterisation, exposure assessment, capsule administered by a veterinarian will not lead to oral, dermal,
and risk characterisation. In practicd terms, this makes more sense for two reasons: or inhalation exposure of this person. In such case a simple
a) If thehazard is characterised as being highly insignificant, there may be no needto | exposure assessment will indicate that no toxicity studies are
waste time doing an exposure assessment, as the risk characterisation will be low needed to assess the user safety. Hence, the exposure assessment
anyway. can not be considered a waste of time. If doing the safety studies

b) The hazards are often identified and characterised long before a formulation is even | first, without looking at the exposure (and relevant routes of
deve oped. Toxicologicad studies are often carried out early in deved opment; often exposure), studies with all routes of exposure would have to be
before a product formulation has been deve oped. For veterinary medicines provided, also for the capsul e menti oned above.
deve oped from human drugs, the hazards may have been identified and
characterised long before the veterinary use was even envisaged.

2) Thesentence “All anticipated exposure scenarios....” isunclear guidance. Theapplicant | “all anticipated exposure scenarios’ means only the exposure
should only have to consider dl realistic routes of exposure that might realistically scenarios that are found to be relevant. The word “anticipated” will
occur with the product. be substituted by “relevant” to make it more clear.

3) Thesame paragraph gives the distinct impression that the applicant will be expectedto | Any additiond studies will only have to be provided when thereisa
conduct additiond studies. This should bere-written in line with the legal framework. relevant exposure. This is the reason why the exposure assessment
Clearly the need for additional studies should be exceptional and justified only if has to be done first. This has been ilustratted in table 2 of the
“substantial exposure’ with a significant hazard is anticipated. guideline.

“The procedure for risk characterisation consists of comparing the exposure levelsto which | The comment regarding the NOEL is not fully understood. NOEL s
the user be exposed, with the exposure levels at which no adverse effects are expected”. The | may dso be derived from human studies when available and
guiddine should makeit dear that normally this comparison is done with the NOEL inthe | appropriate An ADI may not be the appropriate reference value in
existing anima studies (or with ADI values when available). al cases. Other reference values like the acute reference dose and
AOEL are offered in the guiddine to use when appropriate and
justified.
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GUIDELINE SECTIONTITLE

Comment

Outcome

Commentsto chapter 3.1: Professional and non-professional users

This section should be re-written as much of the content is controversial and open to debate.
It is not the job of industry to protect users against mis-use beyond a generad warning to
store, use and dispose of the product as instructed; industry’ s responsibility is to provide
appropriate safety warnings under the conditions of use.

It can be emphasized that professional users arelikely to routingly observe "the standard
precautionary measures'. Pharmacovigilance data suggest that many adverse reactions to
veterinary medicinal products in humans arise not because of i nadeguate warnings or
advice, but because of failure to follow that advice by professionals such as sheep farmers,
cattlemen, and contract sheep dippers. The Guiddine states “Professiona users are aso
expected to read the package insert, whereas non-professional users may or may not do
this’. Asanindustry, we expect everyone who uses our products to read the product
literature, not just professiona users. However, if the Guiddine is suggesting that
professional users are more likely to read the package insert, labd etc., then for reasons
aready explained, we as an industry would strongly dispute this.

Thereference to “children” as “non-professional users’ is entirely inappropriate; they have
no place in administering medicines to animals.

The distinction between the different types of users isimportant
because it might lead to different exposure characteristics, like
frequency of exposure. Also the leve of training and experience
may influence for exampl e spillage scenarios. Please see Appendix
| wherethisisillustrated.

Regarding children, please see chapter 2 (scope) for explanation.

Commentsto chapter 4.2: Thetasks and situationsthat lead to exposure

Table 1 could be improved by ind uding more detail under “Administration to animals’.
IFAH-Europe will be pleased to submit detailed proposals to facilitate re-writing of the
guiddine.

The CVMP will consider additional information provided to
improve current guidelines in the light of experience.

Commentsto chapter 4.3: Exposure scenarios
IFAH-Europe has proposa s that it believes could significantly improve this section.

The CVMP will consider additional information provided to
improve current guidelines in the light of experience.
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GUIDELINE SECTIONTITLE

Comment

Outcome

Commentsto chapter 4.3.1: Thetype of user

IFAH-Europe has proposa s that could significantly improve this section. It doesn't redlly
need “to beindicated” if the product isintended for use by professionals’ etc. It is usually
evident from the type of product (gaseous anaesthetic vs. flea-collar) and (to some extent)
thelegal classification (POM).

The CVMP will consider additional information provided to
improve current guidelines in the light of experience.

As explained above, the type of user may influence the exposure
characteristics and therefore it needs to be indicaied. The
Committee agreeds that sometimes the type of user is obvious.

Commentsto chapter 4.3.2: Theroutes of exposure

The second bullet point is too extreme. Much of anon-respirable fraction is exhd ed, or gets
only a short way beyond the nostrils. This is particularly true with dusty feed formul ations
when much of the airborne material is inert vegetable matter, limestone etc. Each product
should be eva uated based on its particle size, properties, and formulation but in the absence
of other data it may be assumed that the non-respirabl e fraction will be swallowed.

Please see the glossary where respirable and non-respirable
fractions are specified (in line with scientific consensus and usein
other regulatory frameworks). Probably it is meant that the fraction
that cannot be inhaled (aerodynamic diameter more than
100 pum). However, of the particles that can be inhaled (less than
100 pm), the larger particles (more than 1-5 pm) are being scrubbed
in the nasopharyngea region and subject to oral ingestion, whereas
smaller particles (less than 1-5 pm) settlein the tracheobronchial or
pulmonary regions, or are being exhaled.

Of course, each product should be evaluated based on its particle
size, properties, and formulation. However, in absence of any data
(in particular the particle size distribution) it is impossible to
determine which part of an inhaation exposure is non-respirable. It
is evident that such data are available to the applicant and should
therefore be submitted.

The next section is misleading and requires re-writing.

» thewarning “keep out of reach of children et¢” will not prevent accidental ingestion by
children; only observation of the warning will achieve this. However, an applicant
could argue that a veterinary surgery isinaccessibleto children under most
circumstances, and so medicines that are only used there like anaesthetics and
euthanas a agents present few risks.

The Committee agrees that it is only the observation of a warning
that prevents ingestion. The text will be amended accordingly. It is
correct to indicate that the applicant could argue that a veterinary
surgery is inaccessible for children under most circumstances.
However, the guiddine states that accidental ingestion by children
is considered only for consumer products, hence not for products
like anaesthetics.
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GUIDELINE SECTIONTITLE

Comment

Outcome

« therisks of oral ingestion should be considered for dl veterinary medicinal products
(N.B. delete the reference to consumer products).

The CVMP did not consider ord ingestion by children for
professiona products, because professionals are expected to store
the medicines properly.

* If the safety data suggest that thereis adequate reason for concern, child resistant
packaging should be considered (N.B. the guidelineis about the assessment of user
safety so child resistant packaging should be considered, recommended, mandated, but
the guiddine cannot give a blanket prescription that it must be “used”).

The comment is accepted. The word “used” has been substituted by
“considered”.

Commentsto chapter 4.3.3: The components of a product etc.
Thefinal sentence (To what users are exposed...) is very unclear and needs re-writing.

In agreement, the text has been amended “For each exposure
scenario, it should be specified to what (e.g. whole product,
components, dilution) the user is exposed.”

Commentsto chapter 4.3.4: Thelikelihood of exposure

This section should be re-written as it is does not give comprehensible guidance. Asan
exampleit saysthat thereis alow probability that an accidenta self-injection will happen,
but arisk assessment for thisis required. Does this mean that each perceivable exposure
scenario has to be considered regardless of the probability of the event? It cannot be
assumed that exposure will occur at each opportunity, or even that exposure will occur
every timethat the product is used. For exampl e a veterinarian using a product intended for
euthanasia of small animals may be potentially exposed to the product if the bottles breaks
on impact, from drips around the septum, by expelling excess product from the syringe prior
to use, from accidental sef-injection, and by needle-stick injury from the discarded needle -
not to mention misuse (deliberate self-injection for pain reief) and abuse (barbiturate
addiction). However, itis extremely unlikdy that dl of the “accidental” events would occur
in anyone exposure incident, or that any one event would happen every timethe product is
used. The assessment report should address these i ssues.

The next paragraph is also unclear and possibly too far-reaching: Does the applicant haveto
search and retrieve all data on the incidence of exposure events related to similar
formulations? : ..."(type of) product ..". This does not seem reasonable.

The chapter says indeed that each perceivable exposure scenario has
to be considered, but it aso says that the probability that a scenario
takes place in practice should be taken into account in the exposure
assessment.

It is not unreasonable that applicants retrieve and submit rd evant
data
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GUIDELINE SECTIONTITLE

Comment

Outcome

Commentsto chapter 4.3.4: Therate, extent, duration, interval and frequency of
exposure

IFAH-Europe received a considerable volume of expert comment to this section, indicating
that there are significant concerns with it. Some of these comments are provided below to
illustrate the need for more in-depth consultation with industry experts. This would most
easily be achieved by asking them to provide alternative text for consideration by the
CVMP and its working group.

The CVMP will consider additional information provided to
improve current guidelines in the light of experience

- We bdieve that the reference made to other chemical substances to cal culate the exposure
rate should be done carefully as the use, volume etc. of veterinary medicind products
cannot be compared to these chemicads faling in the scope of Dir. 93/67.

- Third paragraph: The sentences regarding "measured exposure data” and the fact that
"adequately measured and representative exposure data are preferred to model cal culations®
suggest that exposure of the user would have to be directly measured in a representative
group of users. For ethical reasons, this request should be del eted.

Generating such datain humans under "in use" conditions of new substances before MA
would appear unethical and would be inconsistent with the aim of the Guiddine to protect
the user of the VMP. In most cases, models should be employed to assess the new
substance, and measured exposure data could be provided later, from monitoring of some
kind of users (e.g., professionals) subject to ethicad committee approval. In the mean-time a
model based on adequatel y measured and representative data of residue of substance (e.g.,
residue that can be dislodged from the fur of pets treated by topical products) could provide
a valuabl e assessment of human exposure (e.g., skin exposure in the case considered),
without necessitating effective exposure of arepresentative group of users (including, e.g.,
children, gestating women, ederly...). Thisis consistent with the usual toxicological
assessment of aproduct (c.f. MRL Regulation), for which it isthe ruleto use animal-
derived datain order to extrapolate them to humans, provided a safety factor is applied to
ensure a satisfactory margin of safety for humans.

The CVMP does not agree with the comment. The expression
“measured data” does not automatically refer to internal exposure of
humans. It could for example also refer to a stroking test on the fur
of dogs. Such experiments are not unethical. Still, the guideine
alows for modd caculations and assumptions. This implies for
example that in absence of measured data and available model's, the
exposure may be estimated based on assumptions aone. In such
case the assumptions have to be clearly indicated and justified.
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GUIDELINE SECTIONTITLE

Comment

Outcome

- Referenceto TGD and Dir 93/67:

Referenceto the TGD should be deleted as modd s described in the TGD are not applicable
to VMPs on both aregulatory and technical point of view. Thisand theraft of reated
legislation directed at the protection of humans from exposure to chemica s was adopted for
types of substances that should not be confused with pharmaceuticals, and this is specified
in Article 1 of Directive 67/548/EEC which exclude medicind products. Thisisaso
specified in 2.3.2.2 of the TGD showing that "many consumer products (e.g.,
pharmaceuticals) are subject to other EU legislation and the legislation (Directive 67/548)
excludes from natification substances for which approval procedures exist and for which
regquirements are equivalent to those of Directive 67/548".

On atechnica point of view, some of the exposure models proposed in the TGD are out of
scope of the present GL for VMP; modelled data for e.g. inhaation exposure assessment are
not yet fully rigorous; the model EASE (Estimation and Assessment of Substance Exposure
Physico-chemical properties) should be regarded with caution, according to the TGD. As
shown in 2.2.2.5 of the TGD, available models for "chemicals' are either specific
mathematical models that cannot be used for more general application, or

empirical/knowl edge based modd s based on many years of accumulated experience (thus
these would be hardy applicable to new VMP since no accumul ated experience would be
available).

- Computer tools were devel oped for estimation of consumer exposure (TGD, Appendix 11,
section 4) but do not seem adapted to VMPs. More work is needed to validate the tools for
VMPs,

It is true that different legislation exists for different groups of
substances. However, this does not imply the need for different
methods of risk assessment. To the contrary, it would be beneficid
to treat different kinds of substances in a similar way (but still
taking into account the specific characteristics of the groups).

The reference to the models mentioned in the TGD does not mean
that each of these modeds are suitable for the assessment of
Veterinary Medicinal Products. In fact, the CVMP guideline states
to use these models “where possible’. It is suggested to change this
into “where possible and applicable’ to make it more dear. It was
agreed that some modd s are not applicable. However, some models
could be (and have been) used for Veterinary Medicinal Products
(e.g. some models ind uded in the ConsExpo tool). The CVMP has
made reference to these models so that applicants and assessors can
consider them (and their applicability).
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GUIDELINE SECTIONTITLE

Comment

Outcome

Exposure factorsin Appendix I 1:

"- those found in Exposure Factors Handbook of the EPA"

V&l ues seems to be more specifically adapted to US populations (e.g., mean bw is 71.8 kg),
and is non homogenous with current EU regulation on MRL (the recommended bw of
adults for ADI cdculation is 60 kg).

Indeed the human bodyweight figures are different. Please note that
the EU TGD uses 70 kg for a standard human body weight. The
CVMP has not established exposure factors to be used in the
assessment of the user safely of veterinary medicines. Therefore,
the CVMP had to fall back on other available exposure factors. It is
preferable to use the European figures, however, when European
figures do not exist for a specific factor, the figures of the EPA
could be used.

The need to specifically address children should be deleted: children are not users. Thereis
no request for a pharmaceutical product for adult human use to provide arisk assessment for
children. In our opinion therisk of a child being exposed to a VMP israther negligible
when compared with a human pharmaceutical product stored in afamily home.

Regarding children, see chapter 2 (scope) for explanation.

The sentence beginning “In some cases, ..." issuperfluous and should be del eted.

The CVMP considers that the sentence introduces the next one and
therefore should be maintai ned.

Thefina paragraph “Irrespective of the method used ...” isvery unclear and is an example
of where the current wording needs significant re-writing in order to deliver the objective of
providing concise and cl ear guidance.

It isunlikely that exposures to VMPs by each route occur ssmultaneously in each type of
user/or person exposed. From a pharmacokinetic point of view, simultaneous exposure
would also depend on the substance being significantly absorbed via different routes (e.g.
dermally and orally). The sum of routes to cal culate the total systemic exposure would be
irrdevant if the product is not significantly absorbed through the skin.

If a substance is hardly absorbed following one of the routes, then
this would be reflected in the calculated total systemic exposure,
because absorption is taken into account when cal culaing systemic
€Xposures.

From atoxicologica / or toxicokinetic point of view: Summing exposure only makes sense
if thetoxicological effects viathe different routes are the same. For exampl g, if a substance
induces a digestive effect by oral route but only dermatol ogical effect by cutaneous route,
summing exposure by oral and cutaneous routes would be irre evant.

The tota systemic exposure is calculated as an aid to assess the
risks of systemic effects, not locd effects.
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Comment
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« “Make aggregate exposure from both uses when a product (e.g., afleatreatment) isto
be used to treat the animal and its environment (beddings etc)*”
e  “A URA should evaluate therisk for the user when apply the VMP under the MMA
conditions”
A licensed VMPisrarely (if ever) used to directly treat the environment of the animal and
the animal. Secondly, even assuming both uses for a VMP, it should be noted that for VMPs
the"high-end user" is generally considered for a user safety assessment. Aggregati ng
expaosure from both uses of a product would imply the assumption that the user would be
exposed to the highest leves of the product simultaneously from both uses. Thelikelihood
of this happening should be considered as exceptionally small and aggregate exposure could
lead to unlikely and unrealistic combinations of residential exposure scenarios that could
occur independently.

Examples of such products exist.

It should be noted that the CVMP offered to inc ude the likelihood
of exposure in the exposure assessment. If the likelihood of being
exposed to the highest concentrations of both usesis very low, then
this has to be taken into account in the characterisation of exposure.

Commentsto chapter 5: Hazard identification and characterisation

This section completdy ignores the fact that hazard identification will have been for the
most part compl eted before exposure assessment is even considered. Therefore the
exceptional need for additional studieswill depend upon the existing toxicity assessment of
the drug or product arising from data generated for Part I11 and, if relevant, to support an
MRL application under Regulation (EEC) No. 2377/90. Thisis better reflected in Table 2.

A paragraph has been added in the guiddineto reflect the
comments: “Generally, most of the toxicity studies are already part
of a product dossier (part 111A). The need for any additional studies
depends on the exposure, as reflected in table 2. In some cases the
natur e of the substances indicate the need to focus on specific end-
points of toxicity or pharmacology.”

- First bullet point: The references to dose-response should be deleted (it should read “The
no-observed effect level (NOEL), or, if thisis not possible, the lowest observed effect level
(LOEL) should beidentified” (why introduce the NOAEL when NOEL is used for
ADI/MRL eva uations?)

It is not explained why the reference to dose-response should be
ddeted.

The CVMP has used both NOEL and NOAEL for ADI/MRL
evaluations. Normally this would depend on whether non-adverse
effects were present (and accepted) at lower doses.

- Second bullet point: “The systemic effects of the product have to be addressed”. For most
productsit will be sufficient to consider those of the active material. However, in al cases,
the applicant should consider the biological properties of the excd pients and, if theseraise
cause for concern, these too should be discussed. On rare occasions, it may be necessary to
cons der conducting specific toxicity studies with the formulated product.”

The guideline does not state “The systemic effects of the product
have to be addressed’. Instead, it states "the systemic effects have
to be assessed for the active ingredients only”. The tenor of the
comment is however accepted, and it is believed that this is adso
aready expressed in the text of the guiddine.
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Outcome

Again, this is aguidance note so references to aregulatory authority asking for data are
inappropriate. Moreover, this is patently not true. The Directive requires the risks arising
from preparing the product and using it to be assessed. Clearly, if a product contains an
organic solvent, then the biological and physical risk (fire, explosion) need to be evaluated.

The comment is agreed. The text has been amended accordingly,
the reference to the regul atory authorities has been del eted.

- Last bullet point, it would make sense to include frequency: "...represent an
adequate reflection of the duration/frequency of exposure...."

The comment is agreed. Thetext has been amended accordingly
(“frequency “ has been added).

There should be mention or cross reference to nationd, EU or internati onal occupationa
limits, where these exist, for airborne dusts and gaseous products and vapours.

The comment is agreed and it is reflected in the last paragraph of
Chapter 6.2.

- Table 2: The potential value of target animal safety (TAS) studies should also be
consdered. Therequirementsin Table 2 arerather rigid and not entirely clear. Especialy
the testing of the "whol e product (active ingredient plus excipients) or components/
solutions/dilutions”.

Dermal: Photo toxicity: there are no well-established models, and thisis only of concern if
the product absorbs light a relevant wave engths.

This comment is agreed. The demand for phototoxicity has been
ddeted.

Parenteral: Acute parenteral toxicity isonly relevant if the product is acutely toxic, and
this can often be determined by data from other routes e.g. oral. IFAH-Europe bdieves
strongly that the industry should NOT haveto test every injectable product for systemic
parentera toxicity because of recent adverse events in humans following accidenta
injection of an antibiotic formulation. For vaccines formul ations (and for some
pharmaceutical formulations) the adverse effects of concern do not relate to systemic
activity, but to tissue damage foll owing high-pressure automatic injection.

Indeed, accidental sdf-injection is a single exposure, and hence
acute reactions are relevant. Route-to-route extrapolaions are
possible, as indicated in the guideline, as long as route-specific
kinetics and metabolism is accounted for. Furthermore, it should be
noted that acute systemic toxicity is not only determined from
single dose toxicity studies. Depending on the substance, other
acute effects (not observed in the standard LDsp studies) need to be
considered (e.g. abortion for prostaglandins).

Tissue damageis considered alocd reaction.

As indicated in the guiddine target animal safety studies may
provide adequate information on both local and systemic effects
following parenteral administration.
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Inhalation: For respiratory irritation and sensitisation there are no standard models or
methods available. The solution for sensitisation is kind of given, but why does it have to be
repeated for the formulation when the properties of the active and the excipients are known?

Irritation and sensitisation are local effects that can be induced by
the active ingredients as wel as by the excipients. Consequently,
for such local effects studies with the product would be preferred.
However, the guiddine dso offers the possibility to deduce the
effects of the product from the data on the single components of the
product (seelast bullet-point of chapter 5).

Listing the US EPA: IFAH-Europe compani es have had mixed experiences with European
regulators when using EPA protocals, as on occasions they are regjected when deviating
from the EC standard.

The CVMP and its Safety Working Party have agreed on the current
guideline, so such problems should not arise anymore in the future.

Commentsto chapter 6.1: Qualitative risk characterisation

This section needs to be re-written. We strongly disagree with the final statement in this
paragraph - "...inability to make a quantitative risk characterization isthat if hazards are
identified, it must be assumed that the effects will occur a any exposure level™. This
contradicts the previous statement in the same paragraph. Some of the statements madein
6.1 are not entirdy true. For exampl e, irritancy can be scored, as can sensitising potency,
and substances (for example) can be classed as irritants, severeirritants or as corrosive. This
is certainly semi-quantitative, and some authorities would argue, quantitative
characterisation. Furthermore "any exposure leve” would not be scientific. Most effects
have a threshold dose.

The CVMP agreed to amend the final statement to: “If such
information is not available, it must be assumed that the effects will
occur at any exposure level” . Although a proper quantitative risk
characterisation is not possible, assessors should try to use all
available information on severity of effects at relevant exposure
levds to obtain a quditative characterisation of the risk. Only when
such information is not available, it has to be assumed that the
effects will occur at any exposure level (despite the (unknown)
threshold dose).
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Commentsto chapter 6.2: Quantitativerisk characterisation

This section can be improved in a number of ways. We consider the introduction of
NOAELsto be unnecessary. In the second paragraph: "Where the exposure estimate is
higher than or equal to the NOEL, therisk for the user is considered to be unacceptably
high." Thisistoo rigid. Often the NOEL is much lower than the LOEL, and the effects at
LOEL may be marginal. Thus avalid argument could be made. And all the other factors
may also have an influence on the need of additiond safety margin. Risk management
options may |ead to acceptable risk as well.

The proposal in the guiddine is similar to the assessment in other
similar regulatory frameworks. When there is a huge span between
NOEL and LOEL, it must be concluded that the dose levels in the
study were not well chosen.

With reference to the two factors of 10 following thelist of bullet points: the use of ax100
safety factor to a NOEL, amounts to the ADI value for drugs that are used in food animals
and have EU MRLs.

No guidanceis provided on how to apply the WHO document (WHO, 2001).

Using a 100 safety factor on a NOEL does nat automatically result
in an ADI. That depends on the NOEL that is chosen (from a
lifetime study, from an acute study, from an inhalation study, from
adermal study, ...).

The WHO document itsdf explains how chemical specific factors
are derived. In essence: inter- and intrasped es extrapol aion factors
are subdivided into kinetic and dynamic subfactors. I nformation on
characteristics of the chemical rdevant for any of these subfactors
could lead to chemica specific (sub)factors. In absence of such
information the default factors are used.
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Commentsto chapter 7: Risk management

Again, there are more unsubstantiated claims about the behaviour of hon-professional and
professional users, and the remarks made earlier are dso rd evant here. The public now have
cons derabl e access to potentially toxic or dangerous materials (pesticides, biocides,
household chemical's, petrol) and most of them manage to use these materias safdly.

Patroni s ng assumptions about the behaviour of different groups should be avoided.

Reference is made to the availability of other chemicals to the
general public. It should be noted that aso for such products a
safety assessment for professional and non-professional useis made
with comparable considerations (see e.g. the recent biocides
guideline).

In addition, non-professionds gpply the products in a situation not
relating to labour law, and we have no control whatsoever over the
observation of warnings printed on the product label and package
insert. It is also dbvious that non-professionds have limited access
to PPE. Therefore it is essential that products used by non-
professiond must be acceptably safe, or have an acceptable risk
with limited protection.

For professional users this is different: there are more toals to
control the observation of warnings, and professionals have more
access to PPE and more experience in using it. Therefore
professionds can be trusted to handle more dangerous products
with higher needs for risk reduction.

Commentsto chapter 7.3: Risk control options

The bulleted list of options and thelist of criteriarequire refinement. For example, method
of distribution does not necessarily mean restriction, nor does it protect veterinarians. Once
dispensed, it matters little that the product was bought in a supermarket or pharmacy, or
obtained via a prescription. Pet owners are free to have accidents with products or misuse
them regardl ess of the supply chain. Some of the bullet points are inappropriate for new
products and new applications for marketing authorisations.

In the case of prescription medicines, the veterinarian is obliged to
inform the user about the product and instruct the user how to useit.
This would give more assurance that a product will be used
according to the instructions. The preferred option would be that
certain products are restricted to use by veterinarians only.
However, some Member States have no lega possibilities to
achievethis.
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Commentsto chapter 7.3: Risk communication
The user safety assessment should identify suitable and rel evant warnings and safety The CVMP agrees. The comment isin line with the guiddine.

measures for inclusion in the SPC and package insert. These should inform the user of the
nature and extent of the risks. Global general precautions that can be applied to al
veterinary medicines could be considered.

Medicd and other treatment advice.

No adviceis given on this aspect in the Guideline. However, some exposures are best
treated medically, and some are only treatable medicaly. This should be considered as part | This would be covered in the Chapter 8 by point D: “What to do in
of the user safety assessment. For toxic materids, the user safety assessment should the event of exposure’.

consi der appropriate medica advice for users and medical advice for doctors, which should
feature prominently in the product literature.
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