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Dossier for application for Marketing

Authorisationas VMP

APart 1: Summary ofhe Dossier
APart 2: Pharmaceutical Information
APart 3:Safety + Re5|dues
APart 4: Efficacy B .
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Safety
AAnimalSafety
AHuman Safety
AEnvironmental Safety
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Animal Safety
AToxicity activeingredient rat, rabbit, etc
ATolerance final formulation: target species
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Animal Health

Human Safety
AUser Safety
AConsumer Safety
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User Safety
Definition of User:

Any person that may come in contact with the VMP:
A before

A during

A after

Its application
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Animal Health

Human Safety
AUser Safety
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Human Safety
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Human Safety
AUser Safety
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User Safety
User Risk Assessment:
A Hazard identification and characterisation

A Exposure
A Risk
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User Safety
User Risk Assessment:
A Hazard identification and characterisation
o0 Toxicity active(s)

NO(A)EL
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User Safety
User Risk Assessment:
A Hazard identification and characterisation

A Exposure
A Risk
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User Safety
User Risk Assessment:
A Exposure
0 Presentations, usghysicechemical properties
o Tasks and situations that lead to exposure
0 EXposure scenarios
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User Safety

User Risk Assessment:

A Exposure: Tasks and situations

0 Beforeapplication:

Storage
Opening Package, taking out tablet
MiXing
Diluting
Filling syringe

u
u
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User Safety
User Risk Assessment:
A Exposure: Tasks and situations
o Duringapplication:
U Administration
U Holding/restraining animal for treatment
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User Safety

User Risk Assessment:

A Exposure: Tasks and situations

o0 After application:
U Cleaning equipment

U Disposal packaging
U Disposal surplus product
U
U

Handling treated animals
Stroking the coat of treated animals
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User Safety
User Risk Assessment:
A Exposure
0 Presentations, usghysicechemical properties
o Tasks and situations that lead to exposure
0 EXposure scenarios
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User Safety
User Risk Assessment:
A Hazard identification and characterisation

A Exposure
A Risk
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User Safety
User Risk Assessment:

A Risk
0 RIS
0 RIS

0 RIS

K characterisation
K management

K communication
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User Safety
User Risk Assessmeiitpical administration

Product:
Spoton solution, pipetteCat
Contact with the product

EXposure, worstase:
Pre-application: accidental oral, child (12.5 kqg)
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User Safety
User Risk Assessmeiitpical administration

Product:
Spoton solution, pipetteCat
Contact with the product

EXxposure, worstase:
Direct oral exposure: 10 % of contents
In-direct oral exposure: 10% x 10% = 1% of contents
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User Safety
User Risk Assessmeiitpical administration

Product:
Spoton solution, pipetteCat
Contact with the treated animal

Acute Dermal Exposure
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User Safety
User Risk Assessme/icute Dermal Exposure

DE = Dermal Exposuimg/kgbw/day)
TR = Transferable Residwencentration of the
active per surface area of treat thatmay transfer

to the child (mg/cm)
SA, i = SuUrface area child in contawith the

animal (= 1790 ch)
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User Safety
User Risk Assessme/icute Dermal Exposure

TR =Transferable Resid{mg/cny)

AR = Application Ratamount of active applied to

the animal (mg)

F.r= Fraction of the Application Rafe 15%)

SAnma = Surface Areaf the animal
(cat2500 cmt)
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Human Safety K
AConsumer Safety
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Residues W.ithdrawal Period
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Consumer Safety

Withdrawal period:

Period after last administration during which
consumption of meat, eggs and milk is not safe,
because of residues of the veterinary medicinal product
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Consumer Safety

Basis for the establishment of the withdrawal period:

MRL

Maximum Residue Limit
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Consumer Safety

MRL is established by EMA on the basis of-Blib&sier
submitted by veterinary pharmaceutical company.

New active? MRL dossier
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Consumer Safety

MRL is established by EMA on the basis of-Blib&sier
submitted by veterinary pharmaceutical company.

New active? MRL dossier

No MRL for the active? No Marketing Authorisation




Consumer Safety

MRL should be established:
AFor each edible tissue
AFor each target species
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Consumer Safety

Edible Tissues

Mammals Poultry Fish Bees
Muscle Muscle Muscle+Skin| Honey
Liver Liver

Kidney Kidney

Fat Skin+Fat

Skin+Fafpig)

Milk Eggs
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Consumer Safety

Basis to determine MRL.:

A Acceptable Daily Intake (ADI)
A Body Weight Consumer

A ConsumptiorFigures

A Marker Residues

A Distributionin EdibleTissues
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Consumer Safety

Basis to determine MRL.:

A Acceptable Daily Intake (ADI)
A Body Weight Consumer

A ConsumptiorFigures

A Marker Residues

A Distributionin EdibleTissues




Consumer Safety
MRL Dossier

Toxicity studies NO(A)EL ADI

Acceptable dally intake (ADI): the estimate of the

residue (g/kg or mg/kg of bodyweight), that can be
Ingested dally over a lifetime without any
appreciable health risk.




Consumer Safety
MRL Dossieffoxicity studies
A Repeated dose 96ay oral studies: rat, dog
A Repeated dose (chronic) toxicity studiest r
A Two-generation reproduction study: rat
A Development toxicity: rat, rabbit
A Battery of mutagenicity
Additional studies:
A Carcinogenicity studies
A Other testsimmunotoxicity neurotoxicity, etc
In compliance with GLP (Good Laboratory Practice)
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Consumer Safety
MRL Dossierfoxicity studies NO(A)EL

NO(A)ELAnIimal toxicity data
ADI Human beings

Determination ADI:
"06 U(0)O L
?‘Y,‘O
UF = Uncertainty (Safety) Factor




Consumer Safety
MRL Dossier, Residue File
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Consumer Safety
MRL Dossier, Residue File

Maximum acceptable residue dally intake to be
Ingested by the consumer:

Body weight 60kg

Maximum intakepo OO Tt




Consumer Safety
MRL Dossier, Residue File

?

ADI x 60 - MRL




Consumer Safety
MRL Dossier, Residue File




Consumer Safety
MRL Dossier, Residue File

?

ADI x 60 - MRL




