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The Falsified Medicines Directive provides new EU regulatory control measures to
address this changed global supply landscape and promotes closer cooperation between

international regulatory authorities.
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Commission

_________________

The safety monitoring of medicines (pharmacovigilance)

SEUTICALS

“Leading to the best pathway”



safety features and internet supply .

It also defined for the first time in EU medicines legislation what is meant by
“falsified medicinal product”.

L 174[74 [ EN | Official journal of the European Union 1.7.2011

DIRECTIVE 2011/62/EU OF THE EUROPEAN PARLIAMENT AND OF THE COUMNCIL
of 8 June 2011
{Text with EEA relevance)
o°®
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accompanied by a wri e competent authority o
the exporting country to confirm that GMP at the source plant is at least
equivalent to that laid down in the EU for active substances. This
confirmation may be waived if the third country is listed by the European
Commission (the “white list”) as having systems and standards equivalent
to EU GMP for active substances. Exceptionally, and to maintain supply,
active substances may be imported from manufacturing sites that hold a

valid GMP Certificate issued by an EU national competent authority.
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The decree then makes several changes to the legislative decree of 24 April 2006 no.

219 also about the counterfeiting
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the establishments concerned have been subjected to periodic inspections stringent
and transparent, even willing to guarantee a level of public health protection at least
equal to the required standards at European level.

--------- L,,""'ln order to strengthen the legal protection of the supply chain, importers,
manufacturers and distributors of active substances must be registered with the
competent authority. In addition, the authorization holders should verify through
direct controls that manufacturers and distributors of drugs comply with the best
practices. They are required also to verify that the excipients used in the
manufacture of medicinal products are fit for purpose, also wholesale distributors of
medicinal products should ensure that their suppliers are in possession of the
necessary authorizations.
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enabling the withdrawal of the same, is also provided for the implementation
a system that allows, in case of serious risks to public health, to extend the warning to the
authorities of the other Member States and to proceed immediately to the withdrawal of
dangerous drugs[...]. "
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European Union, as well as new requirements introduced by Directive 2011/62/EU

A new version of the Guidelines on good distribution practice (GDP) of medicinal
products was published on Novembre 2013 (2013/C 343/01)
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»Any person acting as a wholesale distributor has to hold a wholesale distribution

authorization. Article 80(g) of Directive 2001/83/EC provides that distributors must comply with
the principles of and guidelines for GDP.

»Possession of a manufacturing authorization includes authorization to distribute the
medicinal products covered by the authorization. Manufacturers performing any distribution
activities with their own products must therefore comply with GDP.

The definition of wholesale distribution does not depend on whether that distributor is
established or operating in specific customs areas, such as in free zones or in free warehouses.
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suitable documentation which prevents errors from spoken communication;
sufficient competent personnel to carry out all the tasks for which the wholesale

distributor is responsible;

»adequate premises, installations and equipment so as to ensure proper storage

and distribution of medicinal products;
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conditions are maintained within acceptable limits during transport;

»Specific rules for brokers (person involved in activities in relation to the

sale or purchase of medicinal products).



4

EU). All active substances are in the scope of the legislation, including atypical

active substances. For medicines made in the EU it is the responsibility of the

dosage form manufacturer to ensure this by performing on-site audits.

The active substance must also be distributed in accordance with GDP for active

substances
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The WHO Guide on GTDP for Pharmaceutical Starting Materials has been a

reference document with broad acceptance in industry on a voluntary basis. With
the EU Falsified Medicines Directive (Directive 2011/62/EU) the application of GDP

for APIs is becoming mandatory.

The EU Commissions Guideline on the Principles of GDP for APIs has been the first

regulatory binding document specifically for distribution activities of APIs.
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3- Activities consisting of re-packaging, relabelling or dividing up of active

substances are manufacturing activities and as such are subject to the

guidelines on Good Manufacturing Practice of active substances.

Bl Ref. Ares{2013)148102 - O5/02/2013
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GUIDELINES ON THE PRINCIPLES OF GCOOD DISTRIBUTION PRACTICES FOR ACTIVE
SUBSTANCES FOR MEDICINATL. PRODUCTS FOR HUMAN USE

DREAFT SUBMITTED FOR PUBLLIC CONSULT.ATION
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wholesalers, pharmacists, or persons authorized or entitled to supply
medicinal products to the public

Export procedure: Allow Community goods to leave the customs territory of the Union.
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APIC......

Ingredients Committee

Pharmaceutical Excipients Council Europe by providing highly valued ideas for
the structure of this document and examples of best practices laid down in The

IPEC Good Distribution Practice Guide for Pharmaceutical Excipients, 2006.



guideline describes only the “Principles” of GDP other relevant publications (e.g. ICH

Q7, ISO EN 9001:2008, The IPEC Good Distribution Practices Guide for Pharmaceutical
Excipients, 2006) were taken into account and references included. This guide
provides in particular additional explanatory notes to the WHO “GOOD TRADE AND
DISTRIBUTION PRACTICES FOR PHARMACEUTICAL STARTING MATERIALS”.
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essential prerequisite for any Quality Management System, the top
management should elaborate a corporate quality philosophy (Quality

Policy).

U IMPACT : no impact because a quality system is in place for all the
APl manufacturers , under surveillance of AIFA , FDA and other

Regulatory Authorities.
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There should be an adequate number of personnel qualified by
appropriate education, training and/or experience to perform and
supervise activities concerning API distribution. A system for planning,
documentation and follow up of the training should be in place.

L IMPACT : no impact because an organization and adequate
personnel are in place and in force for all the APl manufacturers ,

under surveillance of AIFA, FDA and other Regulatory Authorities .
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release, rejection or further disposition.
Facilities should also be designed to minimize potential contamination. The
contamination risk should also be considered in respect to the flow of

materials and personnel through the building or facilities.

U IMPACT : no impact because AIFA with the ministerial decree N° 219/2006
and subsequent updates required a dedicated authorization for active
ingredients manufacture and for distribution with handling if not included in

the manufacturing license.
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O IMPACT : no impact because a warehouse and storage areas for

all the APl manufacturers are requested to be in place according to

GMP rules.
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minimize the risk to APl from the environment. Procedures should

describe maintenance of equipment used in the holding, transfer or
sampling of the API, and how to manage equipment that is not in use.

There should be records of equipment use and maintenance.

QIMPACT : no impact because equipments for all the API
manufacturers are requested working according to GMP rules.
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requested according to GMP rules.
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foreign matters. To minimize these risks ICH Q7 GMP principles should be

applied.

LIMPACT : yes, so APl manufacturers also involved in the distribution
of active substance ,as intended in the GDP guideline ,must be in

compliance with the above requirements.
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: yes, so manufacturers also involve e distribution of active
substance ,as intended in the GDP guideline ,must be in compliance with the above

requirements.
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logistics, competent authorities etc.)

-define the communication process and documentation, and

-define the steps needed to retrieve the material

QIMPACT : yes, so APl manufacturers also involved in the distribution of
active substance ,as intended in the GDP guideline ,must be in compliance

with the above requirements.
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disposition, and ultimate fate of the returned API.

UIMPACT : yes, so APl manufacturers also involved in the distribution of active
substance ,as intended in the GDP guideline ,must be in compliance with the

above requirements .
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substance ,as Intende uiaeline ,mus € In compliance wi

above requirements .
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could be used in combination with a risk assessment to assess the potential

impact on the API.

QIMPACT : yes , so APl manufacturers also involved in the distribution of
active substance ,as intended in the GDP guideline ,must be in compliance with
the above requirements ( selection of correct transporters , qualification ,
quality agreement , certifications risk analysis , monitoring of temperature ,

declaration for use of second transporter in the chain, cleaning of truck ).
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QIMPACT : yes, so APl manufacturers also involved in the

distribution of active substance ,as intended in the GDP guideline

,must be in compliance with the above requirements as part of

correct GMP approach.
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