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The Certification ProcedureThe Certification Procedure



Legal BackgroundLegal BackgroundLegal BackgroundLegal Background

For medicinal products in Europe:
• All monographs (incl. general monographs andg p ( g g p

general chapters) of the European Pharmacopoeia
are legally bindingg y g

• In addition, there is a need to demonstrate the
suitability of a monograph to control the quality ofsuitability of a monograph to control the quality of
an API from a specific source
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The Certification ProcedureThe Certification ProcedureThe Certification ProcedureThe Certification Procedure
• Official start in 1994, managed by EDQM
• Assessment of the quality of pharmaceutical q y p

substances with regards to the criteria of the Ph. Eur. 
monograph(s) (“quality” or “herbal” CEP)
– Ensures that all possible impurities can be fully controlled 

by the monograph(s) and additional test(s) if necessary
• Demonstration of compliance with the general• Demonstration of compliance with the general 

monograph on Products with TSE risk (“TSE” CEP)
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The Certification procedure (2)The Certification procedure (2)The Certification procedure (2)The Certification procedure (2)
Benefits:Benefits: 
• Centralised assessment

Easier management of marketing authorisation• Easier management of marketing authorisation 
applications – CEP replaces main part of 3.2.S

• CEPs accepted in all Ph Eur countries (36) +• CEPs accepted in all Ph. Eur. countries (36) + 
others (eg. Canada, Australia, Singapore, etc.)

=> saving of time & money for applicants and National g y pp
Authorities

• Contribution to revision of Ph. Eur monographsg p
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ScopeScopeScopeScope
S b t d ib d i h i th Ph• Substances described in monographs in the Ph. 
Eur.

Active substances excipients herbal drugs /Active substances, excipients, herbal drugs / 
herbal preparations 

• Products with risk of TSE (APIs raw materialsProducts with risk of TSE (APIs, raw materials, 
intermediates, reagents,..)

O t f t dl fOpen to any manufacturer regardless of 
geographical origin

H. Bruguera, Pavia @2012, EDQM, Council of Europe, All rights reserved



Outside the scopeOutside the scopeOutside the scopeOutside the scope
For the quality evaluation:For the quality evaluation:
• Substances not included in Ph. Eur*

H ti d i ti bl d d i ti *• Human tissues derivatives, blood derivatives*, 
vaccines, biotech products
P d t t t d f i l ti *• Products extracted from animal tissues* 
(“biologicals”), since 2009

*  Are within the scope for TSE evaluation

H. Bruguera, Pavia @2012, EDQM, Council of Europe, All rights reserved



How does it workHow does it workHow does it workHow does it work
• A manufacturer of a pharmaceuticalA manufacturer of a pharmaceutical 

substance submits a dossier to EDQM
D i d ib f t & lit t l– Dossier describes manufacture & quality control 
of the substance + suitability of the Ph. Eur 

hmonograph
• Dossier evaluated by 2 assessors (from y (

national authorities and EDQM)
• An official certificate (CEP) is granted• An official certificate (CEP) is granted
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A CEP qualityA CEP qualityA CEP « quality »A CEP « quality »
• Certifies that the quality of a given substance can 

be suitably controlled by the Ph. Eur monograph -
with additional tests if necessary (stated on thewith additional tests if necessary (stated on the 
CEP)
It DOES NOT replace a certificate of analysis• It DOES NOT replace a certificate of analysis

• It IS NOT a GMP certificate
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A TSE CEPA TSE CEPA TSE CEPA TSE CEP
• Certifies that the substance complies with the Ph. 

Eur general monograph on “Minimising the TSE 
risk”risk”

• It DOES NOT certify that the quality of the 
substance can be controlled by the Ph Eursubstance can be controlled by the Ph. Eur 
monograph (if it exists)

• It IS NOT a certificate of analysis• It IS NOT a certificate of analysis
• It IS NOT a GMP certificate
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Revisions/renewals of CEPsRevisions/renewals of CEPs



Basic principlesBasic principlesBasic principlesBasic principles
• Based on EU Regulation on Variations to• Based on EU Regulation on Variations to 

Marketing Applications
• Specific guidelines for revisions of CEPsSpecific guidelines for revisions of CEPs 

(available on EDQM website)
• Any change (administrative or technical) to y g ( )

be reported to EDQM, through an appropriate 
kind of revision

N tifi ti– Notification
– Minor revision
– Major revision

f• Revision of the Ph. Eur monograph triggers 
an update of the CEP dossier
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Basic principles (2)Basic principles (2)Basic principles (2)Basic principles (2)
• Original CEP is valid 5 years - Need to apply 

for renewal in time
• After renewal, CEP valid for an unlimited 

period, provided the dossier is kept up-to-period, provided the dossier is kept up to
date

• Holder to inform customers and/or authorities• Holder to inform customers and/or authorities 
when a change has been approved, and to 
provide revised CEP Update of anyprovide revised CEP Update of any 
relevant Marketing Applications
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The EDQM 
Inspection Program

The EDQM 
Inspection ProgramInspection ProgramInspection Program
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Legal Background: GMP for APIsLegal Background: GMP for APIsLegal Background: GMP for APIsLegal Background: GMP for APIs

In Europe:
• Only APIs produced in compliance with EU GMP y p p

(Part II) can be used for the manufacture of 
medicinal products

• It is the responsibility of the Manufacturing 
Authorisation Holder to ensure GMP compliance of 
th API f tthe API manufacturer
– Declaration from the Qualified Person (QP) in the 

marketing application and any relevant variationmarketing application and any relevant  variation 
application
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Role of the Competent AuthoritiesRole of the Competent AuthoritiesRole of the Competent AuthoritiesRole of the Competent Authorities

• The Competent Authorities may carry out an 
inspection of an API manufacturer in order toinspection of an API manufacturer in order to 
ensure that a MA holder has fulfilled its obligations

• NB: in contrast to medicines, inspections are not 
carried out systematically
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Role of the API manufacturerRole of the API manufacturerRole of the API manufacturerRole of the API manufacturer
• In the CEP procedure only, the manufacturer 

has to declare:
– Compliance to GMP (EU Part II=ICH Q7)

Willingness to be inspected– Willingness to be inspected
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EDQM Inspection ProgramEDQM Inspection ProgramEDQM Inspection ProgramEDQM Inspection Program

I t l t f th C tifi ti P d• Integral part of the Certification Procedure 
• Based on mandate given by EU to establish an 

l i tiannual inspections program 
• Companies holding or applying for a CEP
• Aim: to verify the compliance with the submitted 

dossier and GMP
• API manufacturers mainly outside Europe
• May be performed before or after the CEP isMay be performed before or after the CEP is 

granted: risk-based decision whether to inspect
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Selection of the sitesSelection of the sitesSelection of the sitesSelection of the sites
Done in accordance with the EU guidance• Done in accordance with the EU guidance 
(Compilation of community procedures on inspections and exchange of 
information)

• Risk-based approach:
request from the assessors- request from the assessors

- sterile substances
l t i t f th f t i it- regulatory environment of the manufacturing site

- several triggers involved
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Inspection progressInspection progressInspection progressInspection progress
• The Team:• The Team: 

– 1 EU/EEA inspector + 1 EDQM inspector 
Local inspectors invited in non Ph Eur countries– Local inspectors invited in non-Ph. Eur countries

• The Place:
85% f EDQM i i i A i– >85% of EDQM inspections in Asia

• Compliance to the submitted dossier and to the EU 
GMP P t II i ifi dGMP Part II is verified 

• Inspection lasts about 3 days
• Oral observations at the closing meeting
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I ti tI ti tInspection outcomesInspection outcomes
• Companies found compliant:

– EDQM Attestation of Inspection sent to the company
– Official GMP certificate granted by the EU/EEA inspector
– Company may be re-inspected / re-evaluated within 2-5 

d di th b d l ifi ti fyears depending on the number and classification of 
deficiencies found

C i f d “b d li ”• Companies found “borderline”: 
– final decision taken after assessment of CAPA
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Negative OutcomeNegative OutcomeNegative OutcomeNegative Outcome

• Decision-making process is aimed to ensure 
public health protection and equitypublic health protection and equity 

• Generally actions are taken immediately after 
inspection (=before report is issued)

• Policy document published on the EDQM• Policy document published on the EDQM 
website (“Suspension/cancellation”)
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S i / ll ti f CEPS i / ll ti f CEPSuspension / cancellation of CEPs Suspension / cancellation of CEPs 
Actions taken if• Actions taken if:
– critical/major deficiencies found during an inspection
– refusal to be inspected
– temporary inability to produce the substance

Suspension of CEP, closure of application
Negative re inspection after suspension leadsNegative re-inspection after suspension leads 
to cancellation of CEP
Falsification of data leads to immediate 
cancellation of CEP
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In case of suspension / In case of suspension / 
cancellation of a CEPcancellation of a CEP
• Suspension for 2 years, cancellation is definitive
• All relevant authorities informed (PhEur Member (

States, EMA, EU Commission, local Inspectorate)
• Public information: EDQM website (“News” for 6Public information: EDQM website ( News  for 6 

months ) + CEP on-line database
• Issue of non compliance information by EU/EEA• Issue of non-compliance information by EU/EEA 

inspector
C t i f it t• Company must inform its customers
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Suspension of the CEPSuspension of the CEPSuspension of the CEPSuspension of the CEP
CEP d d f i d f 2• CEPs are suspended for a period of 2 years

• Company is requested to apply within this 
ti f f i titimeframe for a re-inspection

• Lifting the suspension can only be done after 
an inspection with positive outcome
– CEP revised, appears again as valid on the EDQM 

b itwebsite
– Relevant authorities informed (annual report)
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International API Inspection ProgramInternational API Inspection ProgramInternational API Inspection ProgramInternational API Inspection Program
• Initiated by EMA in 2008Initiated by EMA in 2008
• Start with a pilot phase = 2 years (end 2010)

P ti i t• Participants: EU inspectorates, EDQM, Australia, USA

• Inspections of API manufacturers outside the 
participating regions

• Sharing of inspections planning + reports, jointSharing of inspections planning  reports, joint 
inspections

H. Bruguera, Pavia @2012, EDQM, Council of Europe, All rights reserved



ResultsResultsResultsResults

A t t l f 642 it h d (“M t Li t”)• A total of 642 sites shared (“Master List”)
• # 100 inspection reports exchanged
• 9 joint inspections (Europe/TGA, FDA/TGA, 

Europe/FDA)
• Actions taken based on information received
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Results (2)Results (2)Results (2)Results (2)
• Confidence building, closer relationships
• No notable differences in preparation, conduct, 

conclusions of inspections between the regions
• Still some duplicate inspections, but efforts done to 

reduce them

• Report published in 07/2011 on TGA, 
USFDA, EMA, EDQM websites, ,
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Next stepsNext stepsNext stepsNext steps
• To continue the program
• To improve process monitoringTo improve process monitoring
• To enlarge the number of participating 

countries
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Key figuresKey figures



Key figuresKey figuresKey figuresKey figures
• > 5000 CEP applications received (# 400 

new/year, # 1000 revisions/year)
• > 2800 valid CEPs
• 960 manufacturing sites from 56 countries• 960 manufacturing sites from 56 countries 

covered
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Repartition of manufacturers (2011)Repartition of manufacturers (2011)Repartition of manufacturers (2011)Repartition of manufacturers (2011)

1. India 214 sites
2 China 206 sites2. China 206 sites
3. Italy 90 sites
4. USA 58 sitesUS 58 s tes
5. Germany 57 sites
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I tiI tiInspectionsInspections

• >250 inspections carried out, # 160 sites 
inspectedinspected 

• in 26 countries
• A number of CEPs suspended/cancelled as 

result of inspection programme (32 in 2011)result of inspection programme (32 in 2011)
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General Compliance TrendsGeneral Compliance TrendsGeneral Compliance TrendsGeneral Compliance Trends
Non compliant sites:Non compliant sites:

• 2007: 18%
2008 21%• 2008: 21%

• 2009: 34%
• 2010: 18%

This is seen as the result of the ability ofThis is seen as the result of the ability of 
EDQM to identify sites with higher risk of non-

li d t f thcompliance and to focus on them
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More informationMore informationMore information…More information…
• EDQM Website-7 pages on Certification: 

procedure, guidelines, inspections, news, etc 
www.edqm.eu
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Is a CEP valid ?Is a CEP valid ?Is a CEP valid ?Is a CEP valid ?
• www edqm eu• www edqm eu• www.edqm.eu• www.edqm.eu

Hints:
To see all certificates, search for all 
certificate numbers containing CEP.g

In general you will get more hits with 
“contains” than “is exactly”contains  than is exactly .

Spelling is important
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I CEP lid ?I CEP lid ?Is a CEP valid ?Is a CEP valid ?

Full CEP numberFull CEP number
StatusStatus

Holder nameHolder name Issue date of the current CEPIssue date of the current CEP
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Thank you!Thank you!
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