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New approaches and prospects for development in the field of the quality of medicines in Europe

Viewpoint of the Regulatory Authorities:

EMEA Working Parties:

Immunologicals Working Party
Of the Committee for Medicinal Products for Veterinary Use

(IWP/CVMP)
O. Papadopoulos
Chair of the IWP

The Immunologicals Working Party (IWP)
• Scientific advisory group of the CVMP
• 4 meetings per year
• 25 members
• From Regulatory Agencies or Institutes/Universities
• A representative from the EC
• A representative from the PhEur*
• Invited experts
• Invited industry representatives

IWP ¤ PhEur
• Compatibility
– Directives
– Guidelines
– Monographs

• Remove differences
– In substance
– In interpretation
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Mission statement of the IWP
(1)
• Creation of new or revision of existing guidelines,
on topics determined by the CVMP
(based on EU Regulations and Directives)
• Revision and update of existing CVMP guidelines
relating to IVMPs based on the comments received
from third parties and on the experience gained
during the assessment of dossiers

Mission statement of the IWP
(2)
• Examination of questions on the quality,
safety and efficacy of immunological
veterinary medicinal products (IVMPs, i.e.
vaccines etc) and related issues, when so
mandated by the CVMP

Conclusions: Contribution of the IWP
to the Quality Issues of IVMPs
• “Harmonisation of requirements”
• Guidance based on EU Directives
• Liaising with the EDQM
• Advice to the Veterinary Mutual
Recognition Authorisation Group
• Technical review of draft VICH guidelines
• Formulating opinions to the CVMP
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Main Tasks
• To provide expertise to the CVMP and to
Member States to ensure a harmonised
approach in the assessment of dossiers for
IVMPs
• (but no direct involvement in product
authorisation)

Main Tasks

• To provide expertise in training of
assessors for IVMPs.

Main Tasks

• To liaise with the EDQM to ensure
consistency of approach in the development
of European requirements for authorised
IVMPs.
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Quality issues specific to IVMPs
Different from pharmaceuticals

• Active substances (antigens)
– Biological origin
– Quantification
– Purity
– Extraneous agents

• Other ingredients
– Adjuvants

• Batch-to-batch consistency

Minor Use Minor Species (MUMS) policy
• A difficult challenge
• Currently under development
• Objective:
– to facilitate authorisation
– without sacrificing quality

Quality related IWP/CVMP Guidelines
(adopted and draft)
• Requirements and Controls applied to
Bovine Serum used in the production of
IVMPs
• The Use of Adjuvanted Veterinary
Vaccines
• Harmonisation of requirements for equine
influenza vaccines
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Guidelines

• Requirements for Combined Veterinary
Vaccines
• DNA Vaccines Non-Amplifiable in
Eukaryotic Cells for Veterinary Use
• Transmissible Spongiform
Encephalopathies

Guidelines
• Data requirements for removing the target
animal batch safety test
– to facilitate implementation of of the new EP
general monograph on Vaccines for Veterinary
Use
– to reduce animal testing

Guidelines
• Requirements for Vaccines against
Foot-and-Mouth Disease
– developed concurrently with revision of the
monograph to ensure that the two are
compatible and mutually supportive
– EDQM organised a conference during the
consultation period on the guideline to have
public discussion of the two documents.

5

Guidelines
• VICH guidelines on:
• Detection of Mycoplasma
• Presence of extraneous viruses
• Target animal safety
• Reversion to (or increase in) virulence for
veterinary vaccines

• Information: http://www.emea.eu.int

Drafting a Guideline (GL)
Contribution of the Interested Parties
Target: Consensus & transparency
•
•
•
•
•
•
•
•
•
•
•
•

Preliminary discussion at CVMP
CVMP fi IWP for a concept paper
IWP drafts a concept paper (¤ PhEur & EC)
CVMP adopts the concept paper fi consultation
Consultation period ¤ all interested parties
Comments fi CVMP fi IWP
IWP drafts the GL fi CVMP
CVMP adopts the GL fi consultation
Consultation period ¤ all interested parties
Comments fi CVMP fi IWP
IWP re-drafts the GL
CVMP adopts final guideline
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EMEA’s ad hoc GMP Inspectors Group
– Current issues
Topical Issues
– QP discretion
– Optimal use of EU Inspection Resources

• GMP Guidance
– Chapters 1 & 6
• Product Quality Review and Ongoing Stability
Monitoring
– Annex 1
– Annex 19
• Reference and Retention Samples
– Annex 2 amendment?
• GMP for Gene and Cell Therapy Products
– Chapter 3 (and 5)
• Dedicated & self-contained facilities

EMEA’s ad hoc GMP Inspectors Group
– Current Issues(2)
•

Harmonisation of inspections
•
•

Joint Audit Programme
Compilation of Procedures

•

Third Country Inspections

•

Quality Systems for EU GMP Inspectorates

•

Support for Practical Implementation of GMP
aspects of new legislation (2001 review).

•

Liaison activities
•
•
•
•

PIC/S
WHO
ICH
QWP
•

EU PAT Team

Challenges for the future
Robust Quality Standards:
• Joint Audit Programme
New legislative activities
• Plasma Master File and Vaccine Antigen Master file
• Quality standards for blood and medicinal products
derived from blood
• Implementing the new legislation – GMP for active
ingredients
New technologies
• PAT activities : common with QWP
• GMP for Gene and Cell Therapies defining appropriate
requirements
International activities
• ICH activities Q8 and Q9, Q10?
• Implementation of FDA-EU confidentiality
arrangements
• Mutual Recognition Agreements (MRAs)
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Robust Quality Systems
Quality systems guideline now part of
Compilation of Community procedures
Joint audit programme set up by Heads of
Agencies
• Between EU GMP inspectorates
• Managed by EMEA compliance group
• Harmonising practices
• Promoting synergies
• Identifying priorities

Implementing the legislation
Review 2001 – GMP aspects
• Commission review of the pharmaceutical
legislation
• New Regulation 726/2004 and Directives
2004/27 & 28 published 30 March 2004
• Introduce “unannounced inspections”
• Widens concept of what can be inspected
–
–
–
–

Active substance manufacturers and some excipients
Pharmacovigilance
Third countries
Conformity certificates (Ph. Eur)

New GMP procedures/guidelines
consequent to the review
• Principles of GMP for active substances
• Commission Directive applying GMP to the
manufacture of certain excipients
• Triggers for inspection
• Form and content of:
– The manufacturing authorisation
– Inspection reports
– GMP certificates

• European database:
– Manufacturing authorisations
– GMP certificates
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Implications of new legislation
• A Member State may carry out Inspections of
manufacturers of Active substances.
• Need to define when inspections will be
expected
• Database and a mechanism for communication
of information in the absence of an inspection
Inspections may be carried out at the request of:
–
–
–
–
–

Another Member State
The European Commission
European Medicines Agency
The EDQM (in connection with certification scheme)
The starting material manufacturer

Other legislative activities
• Plasma Master File and Vaccine Antigen Master File
provisions introduced 2003
• EMEA now coordinating inspections for PMF and VAMF
certificates
• New Directive 2002/98/EC regulates the collection and
testing of Blood and Blood Components regardless of
intended purpose
– Impact on Medicinal Products derived from blood
– EMEA contribution on Quality System for Blood Establishments
– Impact on EU GMP Annex 14

New technologies
GMP for Gene and Cell Therapy
• Concept paper adopted December 2003, annex to GMP
guide under development

Process Analytical Technology
• Team of inspectors/assessors from QWP and inspectors
group
• Observer from EDQM
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International Activities
FDA-EU confidentiality arrangements
Procedure for exchange of information on GMP inspections
regarding centrally authorised products
ICH activities:
Q8 Pharmaceutical Development (covered under QWP)
Q9 Risk Management
Q10? Quality Management to enable post-approval change
and improvement
Mutual Recognition Agreements (MRAs)

Q9: Risk Management
“The purpose is to define how principles of risk
management can be more effectively applied and
consistently integrated into decisions, both by
regulators and industry, regarding the quality of
pharmaceuticals across the product lifecycle,
including GMP compliance.”

Q9 Quality Risk Management (QRM)
Vision:
Develop a harmonised pharmaceutical quality system
applicable across the lifecycle of the product
emphasizing an integrated approach to risk management
and science
Current structure:
Introduction
Scope
Principles of Quality Risk Management
General QRM
Examples of Risk management tools
Integration of QRM into current operations
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Q9 Risk Management
Key points
Better risk management should facilitate better decision
making
Guidance is intended to facilitate not mandate
Appropriate use of risk management does not obviate
industry’s regulatory requirements and does not replace
the necessary communication between industry and
regulators

Q9 Risk Management:
Contribution from EU inspectors
Quality risk management in the context of regulatory
activities and communication
Focus on enhancing decision making processes and better
protection of public health
Facilitate use of scarce resources
Industry should integrate risk management into normal
communication mechanisms
Should be part of Quality system for industry and regulators
Contribute to grading of inspection findings, inspection
planning, frequency and intensity
Communication between assessor and inspector

MUTUAL RECOGNITION AGREEMENTS
Agreements on the mutual recognition of “conformity assessment” of
regulated products
•

Pharmaceuticals “Sector” - covers Good Manufacturing Practices
(GMP)

•
•
•
•
•

Australia, New Zealand, Switzerland, Canada and Japan
USA – Confidence Building phase has expired – future uncertain
Current priorities:
Japan – extension of scope
Canada- integration of new member states
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PAT

Q8

Q9

FACILITATING NEW
APPROACHES TO
QUALITY

Thank you
GMP@emea.eu.int
http://emea.eu.int
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