Introduction

The Pharmaceutical Manufacturing Sector Group of the Malta Federation of Industry concurs
fully with the concerns of the European Commission concerning increasing counterfeiting
activity in the field of medicinal products. Many of the suggestions proposed by the
Commission are well-meaning and would undoubtedly result in a decrease in counterfeit
penetration. However, the Federation is of the opinion that careful consideration should be
given to the practical implications of the proposed measures, in order to avoid negative
socioeconomic impacts.
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2. Responsibilities

Audit responsibility is more complex than is indicated in the Commission document. It
should be appreciated that whilst the Qualified Person is responsible for ensuring the quality
of every batch of medicinal product released within the European Union, it is the marketing
authorization holder who answers to the Medicines Authority on all issues regarding the
marketing of the product. Marketing authorization holders may sub-contract the manufacture
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of their product to a company in one member state, and then shipped to a sub-contracted
wholesale dealer in a second member state. Since the technical agreements of the
manufacturer and wholesale distributor are signed separately with the marketing
authorization holder, the obligation to demonstrate to both manufacturer and wholesaler that
product movement is occurring between licensed players in the chain belongs to the market
authorisation holder. Since the product is the legal property of the marketing authorization
holder and no contract exists between the manufacturer and wholesale dealer, it is a point of
debate as to whether the manufacturer has the responsibility or even the right to audit the
wholesale dealer for compliance with GDP. Given these types of complexities, the Malta
Federation of Industry believes that it would be ill-advised to attempt to make provisions for
such restrictions within the Directive. It would be more suitable for possible scenarios to be
outlined, together with appropriate guidance, in a d ent similar to Annex 16
(Certification by a Qualified Person and Batch Release) ume 4 (Good Manufacturing
Practices) of Eudralex: The Rules Governing Medici ucts in the European Union.
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3. Repackaging

Most pharmaceutical acturers operate on a minimum order quantity principle, where
such minimum orders frequently exceed even the annual consumption of small-sized markets.
This leads to problems, particularly where specific requirements exist in terms of the
language of the packaging and patient information leaflet, and the addition of the
authorisation number. A ban on repackaging will probably encourage marketing authorisation
holders either to increase their supply prices to provide small orders, or to withdraw their
products from the market. Such actions will only serve to have a negative impact on the
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availability and accessibility of medicines in small Member States. The repackaging of
medicinal products to serve the needs of a specific market, when carried out under strict
compliance with the principles of Good Manufacturing Practices, constitute no more risk to
counterfeit penetration than sub-contracted final stage manufacturing of bulk product.

The problems that these economies of scale engender have been typically illustrated by
events in Malta, where limited availability of GMP-accredited repackaging facilities and
human resources, particularly Qualified Persons, resulted in the suggestion by certain
stakeholders that relabeling activities should be carried out under non-GMP conditions — a
suggestion that was, and remains, unacceptable since it would only exacerbate aurrent
problems with respect to penetration of counterfeit medicinal products. Moreover, these
problems have led to a lack of enforcement in the packaging requirements of medicinal
products, particularly with regards to the requirement for esence on the outer packaging
of the number of the authorization for placing the medi product on the market.® 1ndeed,
it is high time for this legislation to be enforced, sig allability of both in-house and
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b. repackagers could De encouraged to introduce repackager-specific security features.
However, a word of caution must be added here. The pharmaceutical manufacturing
market contains a plethora of safety features Once again, whilst the most basic safety
feature, namely, that of a seal, is fairly easily implemented, other more advanced
overt, semi-covert and covert features are more expensive to implement, and will
undoubtedly disrupt the socio-economic balance of current pricing systems and the
economic viability of small and medium-sized players in the pharmaceutical supply
chain. Furthermore, unless global harmonization in the use of these safety features is
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encouraged, points of sale (i.e. pharmacies) are unlikely to invest in all the necessary
paraphernalia required to detect avariety of safety features.

c. the need to regularize the process of secure disposal of the original packet or patient
leaflets, to the same level and standards applied when medicinal products are disposed
of, in other words, repackaging materials should be disposed of by incineration or
shredding and, when subcontracted, covered by a technical agreement. This
recommendation, however, may result in problems when considering the obligations
of authorisation holders under the Directive on Packaging and Packaging Waste™, and
consequently it continues to be recommendable that the Commission recognizes that
medicinal products constitute a unique class of products even with respect to this
Directive, and exempt authorization holders from requirements on the recycling of
packaging materials of medicinal products.

4. Harmonised Databases

The concept of a centrally accessible database iSi ractive one, particularly
with regards to the extension of the E wholesale dealers
However, with regards to the database o are a least two
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Apart from the databases proposed, the concept of a central database would be also be
usefully applied in the process of harmonization of SPC's and PIL's across the European
Union. One currently observes a certain degree of variation in the contents of SPC's and/or
PIL's in various Member States. It is a matter of no small concern that certain information
dependent on the nature and concentration of the active ingredient in the blood stream,
typically included in Sections 4 and 5 of the SmPC, may vary from one country to another.
One causative factor appearsto lie in problems in synchronizing the time periods required for

1 Directive 94/62/EC
12 Art. 1264, Directive 2001/83/EC



different member states to approve variations to PIL’s and/or SmPC’s. This is quite likely to
be the case for competent authorities with limited human resources in smaller member states.
Such variations in the PIL and SmPC of what should otherwise be identical medicinal
products can only facilitate the penetration of counterfeits into the market. Thus, the
Commission’s recent efforts to hamonise SmPC’ s across the European Union will probably
contribute in this regard. However, it would be advisable for guidelines to ensure that when
Article 24(3) of the Directive concerning the validity of the market authorization for an
unlimited period"® comes into practical effect, the competent authorities should continue to be
informed of the outcome of the regular review of SmPC's and/or PIL's by the marketing
authorization holder.
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a a central database of PIL's and SmPC's acc
authorisations, Qualified Persons, Responsibl
professionals should be set up

b. SmPC's should have enforced harmonizati
to Sections 4 and 5. Country-specific di | by legal issues (e.g. the
use of hormonal preparations for i in a single SmPC.
Furthermore, more rigorous contro e that authorized
patient information leaflets do indeed
SmPC.*

c. Good Practice guidelines
every 5 years and the autho
changes have been effected.
review date. Furthel

be excessive

nly to holders of marketing
ns and registered health care

or SmPC's are reviewed at least
me, irrespective of whether any
always bear the most recent

The Federation also
to pharmaceutical mai
decommigsi [

abase”’ is more readily applicable
equipment. Second-hand, ex-demo and
e on-line and consequently available to
ase, in combination with the EudraGMP
of equipment has a dossier associated with

Finally, it must be stafed thet all measures to combat penetration of counterfeit medicinal
products will only be as stfong as the level of enforcement that the Medicines Authority can
implement. Small member states have limited resources, human and otherwise, and it is
critical that the authority is supported by the necessary financial investment that will permit
the necessary structures to be in place to ensure compliance with local and European
legislation. It is only through this cooperation that any concerted efforts to limit counterfeit
medicinal products can yield the best results.
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