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A What are we trying to fix
A Regulatory activity

A Enforcement activity

A Industry activity
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@ A Domestic Disaster with Global Aspects: s _
in 2008 ca. 300,000 Chinese children were &3 CEfIC
~FCG . poisoned by deliberately falsified milk & milk e
products containing melamine: >290,000 became
1, 51,900 were hospitalized, at least 6 died
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& How Big is the Invisible Danger &3 CEfIC

sector group

of Falsified APIs?

One API batch
=>
10,000 to 1,000,000
Patients
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Where are Unsafe APIs
coming from ?
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Main Source: -
- &3 cefic
Facade Constructions A,

An Example:

Empty drums

concealing a vast
warehouse of
counterfeit 0
APIls and intermediates

I n a Nphar mac
API plant.

The materials were
sourced from elsewhere
and relabeled as if
produced in-house in
the approved, inspected
GMP environment.

" ‘,‘___ R Zhejiang, China, 2008
- gf?‘ (Zhejiang , 2008)




Note: Similar constructions in India but with less involvement of traders/brokers

Facade Constructions in China 'Y :
® £ cefic

EUROPEAN FINE CHEMICALS GROUP

O Non-approved
(Ahi ddeno
manufacturers

[ Approved,
registered API
manufacturer

@ Chinesetraders

B European traders

A European dosage
form
manufacturer

=Jp Approved API
product flows

— Rogue API
product flows
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& What is needed to {-aa:aﬂe:
witE8.. Rogue APl Probl em: CEET"E

1. Mandatory API GMP Certification
from European inspectorate

2. Global prioritization of API
Inspections

3. Central European Unit to coordinate
APl inspections worldwide

4. Including focus on fraud and
counterfeiting within GMP
Inspections

5. Resolve resource problems for
Inspections through user fees, right
prioritization and international
cooperation

9

2nd EFCG Breakfast Briefing at CPhI, 13t October, 2009, Madrid. Copyright EFCG



& What is needed to {-aa:aﬂe:
witE8.. Rogue APl Probl em: CEET"E

6. Use of analytical technologies by
authorities and industry to detect
counterfeit APIs (e.g. NIRS)

7. IT system to help customs to stop
Importation of counterfeit APIs

8. Introduction of tough sanctions and
penalties for APl counterfeiting

9. Introduction of licensing system for
traders and brokers

10. Clarify legal liability of Qualified
Persons
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E%G Where do we stand today? g,?g cefic

EUROPEAN FINE CHEMICALS GROUP

U EU Parliament: Written Declaration of September 2006; Signed
by majority of MEPs December 2006:

Believes that both producers and importers of active principles should submut a certificate
of good manufacturing practice delivered by the European authorities following
mandatory mspection at the site of production:
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& @ cefic
Are we protected ?

A Falsified medicines is more profitable than heroin and in
most countries not yet legislated as a crime.

Counterfeit Counterfeit Ditto and the law is
medicines only medicines legislated specific in
addressed in the as a serious crime addressing
context of trademark | with intent to profit | medicines made with
and patent frompat i dmdt O falsified API
infringement and impacting health
Canada France Philippines
Most of the EU Germany
Most of the rest of USA
the World
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&

_EFCG New Legislation
proposed bills

A DIRECTIVE OF THE EUROPEAN
PARLIAMENT AND OF THE COUNCIL

I amending Directive 2001/83/EC as
regards the prevention of the entry into
the legal supply chain of medicinal
products which are falsified in relation
to their identity, history or source

A Draft Convention of the Council of Europe
on counterfeiting of medical products and
similar crimes involving threats to public
health

A US Drug Safety Bill S.882
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27 countries
400 million
patients

800 million
patients

280 million
patients
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@ Definitions
EFCG

EUROPEAN FINE CHEMICALS GROUP

Falsified Medicinal Product EU:

strengthﬁtory and/or sourcefncluding the manufacturer, country
of manufacturing, country of origin, marketing authorisation holder
and documents and records relating to distribution channels),
therefore entailing risks for public health. It may include sub-
standardar falsified active ingredients or excipients, ©r no active
Ingredients or in the wrong dosage, fake packaging, or wrong
handling of the medicinal products during transport or storage. This
definition is not related to infringements of legislation on intellectual
property rights or patent rights.
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@ Country APl Equivalence Option: & cofic
EFCG Main Characteristics: C&® oo

A All APl manufacturers to be inspected by their own
domestic authorities

A Standards and oversight must be equivalent to EU
situation (ICH/Q7 & inspected at similar frequency)

A Equivalent countries: List based on evaluation by EU

A Non-equivalent countries: Statement with each
shipment that for the involved material standards
and oversight were equivalent to EU

A APIs exported by EU need to meet same criteria

A Notification system for all APl imports

A Only Accredited Third Party Auditors acceptable

A Effective penalties to be imposed by Member States
AEffective cooperation with

Copyright EFCG
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EEEEEEEEEEEEEEEEEEEEEEEEEE Country Equivalence

A Another Paper Tiger?
A Fraud Proof?

A Corruption Proof?

A Sufficient Deterrence?

A How About Highly Compliant
In-House Foreign Operations?

A To be challenged as a Trade Barrier after all?
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Industry trends in foreign manufacturing

show need for increased inspection
capacity

The total facilities number represents foreign drug
establishments that have applied to FDA for a NDC number
or a DMF number, they most likely will
never be inspected and will never ship product to the USA.

That said the solution HAS to come from International
Collaboration between credible and competent inspectorates
to avoid duplication and make better use of resources.

The competent foreign API suppliers that the Japanese
PMDA inspects overlaps with those the FDA inspects and
should be those the EU should focus on.

The active, credible, multi-product, API suppliers to the
off-patent medicines industry number 500.



http://www.dcat.org/

@ If these bills become law,
bl CG ., are ratified nationally

A Labeling an APl as coming from a different source
than the true one will be a counterfeit crime

I Ditto with tampering with a certificate of analysis,
changing manufacturing date

A Deliberately using an API from a source different
from what is in the DMF as an authorized source may
cause the medicine to be counterfeit
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Ongoing:

2008:

2009:
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Are we protected ?

Asian CEP Suspensions (now > 60)

16 CEP suspensions as a result of the latest 28
iInspections (all in Asia).

Pil ot joint I ntol API | nspe
and Australia

Appointment of senior officials to manage _
International collaboration between medicine agencies

Shanghai No.1, Ranbaxy, Lupin WL,

Sun-Caraco Seizure / Recalls, MJ Biopharm Recalls,
Glochem CEP suspension => withdrawal from MAAs +
naming and shaming of its customers

ncreasing sense of urgency,
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& @ cefic
Are we protected ?

A Melamine disaster showed how a global catastrophe may
develop... can also be the case with APIs

A New estimations of percentage of off-patent medicines in EU
pharmacies that are falsified at APl level (Chinese API not
from the approved/labeled source) are still extremely
worrying ("at least 20-30%0 ¥ee Reference below

A US Drug Safety Bill in its current draft form will require
mandatory FDA APl inspection worldwide 1x per 2-4 years
depending on company track record. FDA already doubling
Its number of overseas inspections now.

Reference: APl Manufacturing i Situation in China, P Andre
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http://efcg.cefic.org/isoFILES/publications/items/DOWNLOAD_180.pdf
http://efcg.cefic.org/isoFILES/publications/items/DOWNLOAD_180.pdf
http://efcg.cefic.org/isoFILES/publications/items/DOWNLOAD_180.pdf

EEEEEEEEEEEEEEEEEEEEEEEEEE Guidance for Industry

Pharmaceutical Components
at Risk for Melamine
Contamination
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