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INTRODUCTION

Ensuring the quality of Veterinary Medicinal products is
an essential and basic requirement for the good
governance of VMPs.
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Marketing Authorisation dossier

« Part 1: Administrative Part
summary of the dossier

* Part 2: Pharmaceutical quality Part

Constituents, Manufacturing process, Control of starting materials, tests
carried out at intermediate stages of the process, finished product ...

- Part 3 : Safety and residues tests Part
Toxicology tests (single dose toxicity, repeat dose, effects on reproduction), user safety,
environmental risk assessment ... (chemical products),

administration of one dose, overdose, repeated administration, effects on reproductive
————— performance... (immunological products)

*Part 4 : Efficacy tests
Preclinical and clinical trials...
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QUALITY PART

A - Qualitative and Quantitative Particulars of the
Constituents

B - Description of the Manufacturing Method

C - Control of Starting Materials

D - Control Tests Carried out at intermediate stages of
the Manufacturing Process

E - Tests on the Finished Product

F - Stability Test

G — Other Information
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A - Qualitative and Quantitative Particulars of
the Constituents

A1 - Composition
« Composition in terms of active and excipients
* Description of primary and secondary
Packaging
* Formula used for clinical trials

 Objective: Describe precisely the product

A2- Development Pharmaceutics

Objective: Justify the formula, choice of containers,
manufacturing process
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B - Description of the Manufacturing Method

 Manufacturing formula

* Description of manufacturing process
and in process controls

 Validation

 GMPs for all sites needed : manufacturing
site,

sterilisation, packaging, control and release sites

Objective : quality of finished product is reproducible
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C. Control of starting materials

11.C.1. Control of active substance

11.C.2. Control of excipients

11.C.3. Container closure systems for active
substance and finished product

Objective: Ensure that the product contains starting
materials of good and controlled quality
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E- Tests on the Finished Product

e E.1 - Specifications and routine tests
examples of release specifications :

— Appearance/description

General characteristics ( pH, water content, viscosity, particle size, dissolution time, disintegration,
reconstitution time, uniformity of dosage unit...)

Identification of active substances and preservatives

Assay of active substances (limits:95-105%) and preservatives

Determination of impurities

Determination of residual solvants

Sterility/Microbiological quality

. E.2 — Scientific data

Validation of methods
Certificates of analysis

Objectives:

Define precisely the specifications of the products, define limits of
acceptance

Important for the Quality control by the authorities.
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F Stability Tests

F.1 Stability Test on the active substance

F.2 Stability Test on the Finished product

Objectives:

1. Propose a shelf-life as package for sale, and storage conditions if necessary
2. Propose a shef-life after first opening of the immediate packaging

3. Propose a shelf-life after dilution or reconstitution

4. Proposed a shelf-life after incorporation into meal or pelleted feed
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VICH guidelines available
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http://www.vichsec.org/guidelines/biologicals/
bio-quality/stability.html

OIE Manual of Diagnostic Tests and Vaccines for
Terrestrial Animals
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Magual of Disgnogiil http://www.oie.int/en/international-standard-

Tests and Vaccines

for Terrestrial Animals setting/terrestrial-manual/
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An appropriate regulatory framework

= Need of prior Authorization and periodic control for
Veterinary Product companies

Manufacturer, Importer, Wholesaler...

e These activities should be governed by rules :

— Good practices as
e Good manufacturing practices (GMP)
e Good distribution practices (GDP)
e Good prescription practices ...
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GMP legislation
e The EU(EEA) Regulatory Framework

— Areas for Veterinary Legislation:

e Veterinary Medicinal Products: GMP
Directive 91/412/EEC laying down

the principles and guidelines of good
manufacturing practice for

veterinary medicinal products.
— — Quality management
Personnel

Premises and equipment

Documentation
General

provisions— Production

— Quality control
— Work contracted out

— Complaints and produet-reestt

No L 22870

Official Journsl of the European Communitics

COMMISSION DIRECTIVE
of 23 July 1991

luying down the

and guidclines of good £
weterinary medicinal products

(91141 EEC)

THE COMMISSION OF THE EUROPEAN COMMUNITIES,

Huving regard 0 the ‘I'ntinr eitablishing the Buropean

Economic Community,

Having regard to Council Directive 81/851/EEC of 28
t 1981 conceming the oppmmmmn af the

laws of the Member States eelating to veterinary medicinal

pcedlu:‘il as last smended by Directive 90/676/EEC (7,
n parmicular Article 27,

Having regard to Council Directive %/677/EEC of 13
December 1990 extending the scope of Directive
B1/RS1/EEC on M approximation of the laws of the
Member States relating to weterinary medicinal products
and laying down sdditional provisions for immunological
wetetinary medicinal peoducts (),

Whereas all veterinary medicinal products manufactured
or impocted into the Community, including medi m-l
produscts. intended for expon should be manufacrured i
sccosdance with the principles and guidelines rgw-l
manulscturing practice ;

Whereas, in
States may requite complisnce with these principles of
good manufacruring practice during the manufacrure of
peroducts intended for wse in clinical trials ;

Whereas the detailed guidelines mentioned in Article 27a
of Directive HIMSI/EEC hawe been published by the
[ ission after ion with the i
inspection services of the Member States in the form of a
‘Guide 10 good manufscturing practice for medicinal
products” ;

sccordance with national legislation, Member

Whereas it is necessary that all manufacturers should
operate an effective quality management of their manu-
facturing operations, and that this requires the implemen:
tation of a pharmaceutical quality assurance system ;

Wheress officials representing the competent authorities
should repart on whether the manufscturer complies with
prod mapufsciuring practice snd thar these reports

be communicated upon reasoned request to the
competent authorities of another Member Siate ;

W‘!ﬂru the principles and guidelines of good manufac-
should primarily concem  personnel,

premises and equi
quality control, contracti ug ot «m\pl s and pmdur.t
recall, and self inspection

Wherens dhe prncipes w0 gidelines cvimged by this
conformit i

Medlicinal Products Sector created by
tive §1/852/EEC of 28 September 1981
of Member

clindcal standards uu-! protocals in
of weterinary medicinal products () a5 bt amended by
Directive 87/20/EEC (),

HAS ADOFTED THIS DIRECTIVE::
CHAPTER |
GENERAL PROVISIONS

Article |

This Directive lays down the principles and guidelines of
good manufacturing practice for wetetinary med-mu
products whose manufacture reqy the autharizatio
seferred 1o in Anicle 24 of ch ve SHSSHEEC.

Artrcde 2

For the purpases of this Directive, the definition of medi-
cinal produsts set out in Amice 1 (2 of Counci IDnmm-
ssfssaucnma the definition of veterinary medici
produsts set out in Article 1 {2) of Directive slfmrssc.
shall apply.

In addition,

— ‘manufacturer” shall mean any holder of the suthoriza-

tion referred 10 in Article 24 of Directive §1/851/EEC,

— ‘qualificd person’ shall mean the person referred o in
Article 29 of Directive HIJHS JEEC,

ﬂOfNoL.l & 11, 1981, p

{1 O] No L 15,17, 1. 1987,

) 0 Ne 22, S p 36
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GMP guidance

Eudralex — Volume 4 Good
manufacturing practice
(GMP) Guidelines.

Eudral ex — Volume 4 Good manufacturing
practice (GMP) Guidelines.

e The EU(EEA) Regulatory Framework
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— Areas for Veterinary Legislation: Il

F‘artl Basic Requirements for Medlclnal Froducts
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e Veterinary Medicinal Products: GMP :;;’;,::4h::«f;?::r;h-_ﬂ:m-mrmm:J-_

Volume 4 EUDRALEX: Good manufacturing SRR
F‘art Il — Basic Requirements for Active Substances
used as Starting Materials

practice (GMP) Guidelines. (near 200 pages) Port T G o e

http://ec.europa.eu/health/documents/eudralex/vol-4/ i
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Hess PIC/S

e The Pharmaceutical Inspection Convention and Pharmaceutical Inspection
Co-operation Scheme (jointly referred to as PIC/S) are two international
Instruments between countries and pharmaceutical inspection authorities,
which provide together an active and constructive co-operation in the field of
GMP.

Q Coret | St g 1 Bt

Search by title / reference Al categories » PICIS GMP Guide ~ Reset
- . [ . Document Reference Category Section
46 PartICI Datl nq Authorltles In Pl‘ /S @ FIC/S GNP GUIDE  PE00-11 Documents for industry PICIS GMP Guide Download 21

SITE MASTER FILE PI1020-3 Documents for industry PICIS GMP Guide

FOR PLASMA Download 713K
WAREHOUSES

PICIS GMP GUIDE  PE 00911 Documents for industry PICIS GMP Guide

(INTRODUCTION)  (Intro) Download 213k

PICIS GMP GUIDE  PE 009-11 Documents for industry PICIS GMP Guide

(PART I: BASIC (Partl)
REQUIREMENTS Downioad 332K
FOR MEDICINAL

PRODUCTS)

PIC/S GMP GUIDE PE 009-11 Documents for industry PICIS GMP Guide

(PARTI: BASIC  (Partll)
REQUIREMENTS

FOR ACTIVE
PHARMACEUTICAL
INGREDIENTS)

PIC/S GMP GUIDE PE 009-11 Documents for industry PICIS GMP Guide
(ANNEXES) (Annexes)

Download 517K

Download 1M

Last updated by PIC/S Secretariat on 16 June 2014

— http://picscheme.org/ (5)19/



GMP What’s different?

Differences between GMPs

e Minor differences

PIC/S GMP Guide v11

Part | Basic Requirements for Med. Products
Chapter 1: Quality Management
Chapter 7: Contract Manufacture and analysis

Part [l
Basic Requirements for APls

No Part |11

Annexes
1-20

EU GMP Guide (31st Jan’13)

Part | Basic Requirements for Med. Products
Chapter 1: Pharmaceutical Quality System
Chapter 7: Outsourced activities

Part [l
Basic Requirements for Active Pharmaceuticals
ingredients

Part 111

Site Master File

Q9 - Quality Risk Management

Q10 - Pharmaceutical Quality Systems
Batch Certificate

Annexes
1-19(20 =Q9)
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GMP What's different?

e On going work at the OIE level

Manual of Diagnostic Tests and Vaccines
for Terrestrial Amimals 2015

Summary ()i
, Z 1R J

0-
Volume 1
Introduction (How to use this Terrestrial Manual)
List of tests for International trade
Common abbreviations used in this Terrestrial Manual
Glossary of terms
Contributors
Part 1 General standards
Section 1.1. Introductory Chapters
Chapter 1.1.0. Wlanagement of vetennary laboratories (NB: Version adopted in May 20135)
Chapter 1.1.1. Collection, submission and storage of diagnostic specimens (NB: Version adopted in May 2013)
Chapter 1.1.2. Transport of specimens of animal origin (NB: Version adopted in May 2013)
Chapter 1.1.3. Biosafety and biosecurity: standard for managing biological risk in the veterinary diagnostic laboratory and
animal facilities (NB: Version adopted in May 2015)
Chapter 1.1.4. Quality management in veterinary testing laboratories (NB: Version adopted in May 2012)
Chapter 1.1.5. Principles and methods of validation of diagnostic assays for infectious diseases (NB: Version adopted in May,
2013)
Chapter 1.1.6. Principles of veterinary vaccine production (NB: Version adopted in May 2015)
Chapter 1.1.7. Tests for stenlity and freedom from contamination of biological matenals
Chapter 1.1.8. Minimum reguirements for vaccine production facilities (under study)
Chapter 1.1.9. Quality control of vaccines (under study)
Chapter 1.1.10. International standards for vaccine banks

D1E
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GMP Requirements

Vet GMP:
Target/activity?

e Manufacturing sites for

— Pharmaceutical products
— Medicinal products for clinical trials

PyF ot i e nrﬂ-n:rmunm )_

w Laberateien de diagnestic
tnskament ot Idencification
‘i@ __,ﬁ* Sl souch & Falde

i de reactifs de diagnostic

e Also, manufacturing sites for

— Actives ingredients
— Auto-vaccines

— Premixes for Medicated feeding stuff
— Herbal products

Delivrince do Fautavessin &
par le wébirinaine Prugeription
ef waccination du ou weterinaire
dis animaux Fabrication
dus broupeay de Faubovacein

"
. . . T
— Homeopathic medicines

e And contract company providing

— Transport, quality control...
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GMP Requirements
Vet GMP:
Target/activity?

e MAH and distributors

— Recall and complaints

— Quality product review
— Traceability

e Importer
— Quality control for importation

— Recall and complaints
— Quality product review
— Traceability

/




GMP Requirements

Vet GMP

Target/product?
e Range of products

— Sterile

— Non sterile
— Biologic
— Chemical

— Premix

— Ectoparasiticides

— Homeopathic

— Herbal products

— Medicated feeding stuff
— Auto-vaccines

Not covered: medical device, reagents, biocides and veterinary food additives
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Good Distribution practices

— Inspectors should verity
e Record keeping
e Storage conditions

e Maintaining the cold chain for vaccines
e The quality of VMPs distributed and used




Legal Market
Counterfeit products
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%al Market
Surveillance of the Legal Market

Elaborate a programme of surveillance with a risk
analysis and in cooperation with other services
(assessment, pharmacovigilance, inspection)

Risk based programme

Examples:

« Products used for food producing animals

« Products that present a risk for the users (vet, farmers,etc.)
« Focus on antibiotics and antiparasitics

 biologicals involved in the control of zoonosis
 biologicals involved in the control of regulated diseases
 live vaccines
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Sampling
e Done by inspectorates (in wholesalers but
also anywhere on the market)

Testing

Qualitative and guantitative analysis

Active ingredient content

most often by HPLC (High performance Liquid
Chromatography)

Other controls
Official Batch Release: Control for vaccines of the

batch release by the Authority. -




At farm level
— Inspectors should verify
e Record keeping
e The conditions of storage
e The respect of the prescription rules
e The compliance with the prescription

e Veterinary medicinal products administered to the
animals, dates of administration and respect of
withdrawal periods

e The absence of counterfeits or unauthorised
products
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Counterfeit products

e Medicinal products without a Marketing authorization
e Copy of Authorised products

Need for National, regional and international cooperation

No case in France for Veterinary medicinal products of real
counterfeit products

Internet sales (a concern)




Quality Control Laboratory

e Need for laboratory capacities to identity,
analyse counterfeit products

e RAMAN SPECTROMETER
/

e



Conclusion

o Ensuring quality of Veterinary medicinal products Is essential.

o Appropriate legislation and Staff (trained inspectors,
laboratory capacities) are needed.

— Efficient systems of Authorisation (VMP and companies)
— Efficient Inspectorate body with appropriate power.
— The possibility to survey both the legal and illegal market

are essential as well as :

The capacitly of prosecution and recalling products.
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