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The Certification procedure
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The CEP procedure

« Show for a pharmaceutical substance (as
required by Directives 2001/83/EC and
2001/82/EC):

— Suitability of the Ph. Eur. Monograph to control
the quality of a substance

— Compliance with European regulatory
requirements

» Created in 1994, scope enlarged
 Harmonisation of work - Protection of know how
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Scope of the procedure

« Substances covered by a specific Ph. Eur.
monograph

» TSE risk products

* Not applicable for biotechnological products,
products from human tissues, semi-finished or
finished products, substances not included in Ph.
Eur.

» Open to any manufacturer of these substances
wherever in the world
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Recent developments
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Recent developments (1)

 Revision of Resolution: AP-CSP (07) 1
— In line with Terms of Reference
— Revision of CEPs
— Suspension of CEPs
— Sending evaluation reports to Authorities
— Annexes deleted - formatting
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Recent developments (2)

* Revised « Content of the dossier for
chemical purity » PA/PH/CEP (04) 1, 4R

— TLC methods in monographs to be replaced by
quantitative methods

— Stability studies - need for accelerated studies
— Triethylamine - limit generally accepted

— Genotoxic impurities

— Other clarifications
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Recent developments (3)

» Renewal of CEPs: since 2006, only 1
renewal is necessary

« Sterile substances:
— evaluation of sterilisation data by EDQM
— Systematic inspection of the relevant sites

» « CEP on-line » (list of CEPs) changed
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Recent developments (4)

« EDQM Inspection program

— In compliance with Art. 111 of Directive
2001/83/EC and Art. 80 of Directive
2001/82/EC (Mandate of EU Commission)

« Communication: Technical advice
procedure, Website, workshops, one-to-one
meetings
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Recent developments (5)

» Transparency of CEPs:

— Additional impurities/Solvents/Catalysts with limits and
methods

— Retest period, with storage conditions+container
— Use of substances of animal/human origin
— Production Section of monographs

— Omission of tests of the monograph when not relevant
(TLC when replaced, specific solvent,..)

— Box of access/declaration of no changes
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More than 3200 dossiers

More than 2200 certificates granted

— About 500 TSE CEPs
750 substances or preparations
500 days/year of meetings in Strasbourg
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* > 800 companies from 57 countries (1: India,
2: China, 3: USA)

L\

+ CEPs accepted in 35 countries + some
observers

— Official acceptance by Health Canada
(03/2007)
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e > 100 manufacturing sites inspected
* in 22 countries (incl. China, India, Mexico)

« >12 cases with major/critical deficiencies

EDQM Conference, Strasbourg 06/2007 14




Some issues:
EDQM Point of View
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Some issues

« Deadlines! (1st assessment) i b

)

 Policy / Quality of applications
— Better communication with applicants/holders
— Better communication with authorities
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Some issues (2)

» Transparency of CEPs
— Alternative methods to the Ph. Eur
— Other ??

* Revision of CEPs
— Improve the system: reduce administrative
work
— Work in cooperation with EMEA QWP and EU
Commission
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Conclusion

» Feed-back welcome from:
— The Authorities (M. Dash)
— The Customers (M. Roesner)
— The Holders (M. Van Dalen)
— The Audience

© THANKYOU!
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Safeguarding public health @

Certification: How to use a Certificate

Viewpoint of a Regulator

Malcolm Dash
Pharmaceutical Assessor

Medicines and Healthcare products
Regulatory Agency (MHRA), UK

14t June 2007

Scope of Certification @

» Active substances

« Sterile active substances
- TSE

« Excipients

 Herbals
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Main Focus of Certification @

To ensure that all possible impurities from the partic

route of manufacturing can be fully controlled by the tests

of the pharmacopoeial monograph
or, failing this,

fulfilling this goal in combination with additional testi
procedures provided by the manufacturer
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Transparency

« Publication of policies, procedures, content of dossier

» Availability of Report A to Competent Authorities
» Technical advice meetings

e Information included on CEP

Malcolm N Dash
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High Value Information on the CEP @

« Additional limits for impurities, catalysts, solvents
« Appended validated analytical methods

+ Solvents used in last steps

» Sterile grade / review of validation data

« Optional re-test period and storage conditions

« Container/closure information

« Specific grades

« Statements on TSE status
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Impact of the Certification Process @

« Wide international acceptance

« Effect on drug master files (DMFs)
« Content of the registration dossier
» Variations / notification scheme

» Facilitates new sources of active substance in supply
chain - positive impact on product Quality
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Benefits of Certification to Regulators @

« Centralised evaluation and administration
e Minimises duplication of effort

« Consistent standards

« Facilitates monograph revision process

» On-line list of granted / suspended / withdrawn CEPs
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Strengths of Certification Process @

» Assessors
- Rapporteur / co-rapporteur
- External expert assessors / chemistry expertise
- Large input of assessors from Competent Authorities
- 49 Chemical assessors (from 14 Member States)
- 11 TSE, 14 herbal and 3 toxicology assessors

« EDQM secretariat
- Consistency / links to Groups of Experts

» Published procedures & policies / How to submit
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Strengths of Certification Process @

» Steering Committee

» Technical Advisory Boards - chemical / TSE

e Links to QWP / SWP / Ad Hoc GMP Inspection Services
* Inspection programme

» Assessment in accordance with European guidelines

e Major input into monograph revision programme
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Inspection Programme @

» Resourced by National Competent Authorities
* Risk-based approach
* Links into assessment process

« Rapid notification of suspension / withdrawal
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