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Certification by a Qualified Person and Batch
Release

Directive 2001/83 EC requires “...the holder of a Manufacturing Authorisation to have
permanently and continuously at his disposal the services of at least one Qualified Person
(QP)...”. This QP takes full and personal responsibility to certify batches of finished products
before release and to ensure that the manufacturing conditions adhere to the requirements in
the Marketing Authorisation and that there is a compliant Quality Management System

implemented.

Theindustrial gases industry manufactures medicinal gases utilising processes and equipment
that are designed to established principles used throughout the world and which have not

significantly changed over several decades.

Medicinal gases are either supplied in high pressure gas cylinders or in cryogenic vessels. Due
to the size and the weight of these containers, medicinal gases have to be produced on a site
that is close to the point of customer use. This means that the medicinal gas industry requires a
large number of production sites per country. To comply with the interpretation of Directive
2001/83 by some national Authorities, the medicinal gas industry has to employ a high number
of QPs and deputy QPs, which reduces the overall process efficiency without adding any
improvements to patient safety. In many countries there are insufficient QPs available, or

interested to carry out the task of certifying a single molecule drug.

In order to address these issues and to meet the full intent of the Directive and based on a
compliant Quality Management System, EIGA proposes that a QP in the medicinal gas industry

should be allowed to certify product remotely and for more than one site.

This could be achieved by making changes to Annex 16, Certification by a Qualified Person and

Batch Release of the EU Good Manufacturing Practice Guide.
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1 Introduction

Within the pharmaceutical industry there is a general trend to rationalise the number of sites so that the
manufacturing of medicinal products can be more effectively and efficiently managed. This is not
possible in the medicinal gases industry due to specific design requirements for the gas packages and
the logistics associated with the international transport of dangerous goods. This means the bulk gas
production sites and cylinder filling sites have to be located close (within usually three hundred
kilometres) to the hospitals, clinics and patients at home. Due to the high costs of the cylinders and
liquid containers and cost to transport these containers long distances, our medicinal gases are not
subject to the risk of counterfeiting.

Large numbers of cylinders are required to be delivered (and collected for refilling) using specialised
vehicles. The logistics associated with the distribution of medicinal gas cylinders and cryogenic liquid
containers and the need to minimise its environmental impact, means the number of distribution and
manufacturing sites may be orders of magnitude higher than in other parts of the pharmaceutical
industry. As a consequence, if a QP and deputy QP is required to be present on every manufacturing
site, the medicinal gas industry will have difficulty in providing sufficient numbers of appropriately
qualified QPs. In addition, because their role on site is relatively simple, (due to well established
manufacturing processes and in-process controls) it will be difficult to keep them motivated, making it
extremely difficult to retain these highly qualified people.

Within Europe, Competent Authorities of the Member States have adopted their own requirements for
the release of medicinal gases. In some countries, even where there is only a simple transfilling of
medicinal liquid oxygen, there is a need for a QP resident on all sites which leads to a need for hundreds
of QPs and deputy QPs.

The number of medicinal gas sites in Europe is considerable, typically with up to a hundred production
sites for bulk and cylinder gases in a large country and specifically for homecare requirements, more
than three hundred (specifically in Italy and in Spain).

The significant differences in the interpretation of the legislative requirements, on the number for QPs
required and the restriction to certify on-site, between EU member states is leading to market distortions.
As there are currently significant differences in how a national Regulatory Authority requires the
medicinal gases to be certified, it is proposed that the QP requirements be standardised in order to
provide a common and practical approach within all Member States. Allowing for QPs to be responsible
for several sites within the same Marketing Authorisation Holder and permitting remote certification,
using standardised procedures, removes the barriers to trade and ensures that all products are supplied
to a consistent standard between member states, without any loss of safety for the patients.

2 Medicinal Gases Manufacturing Processes

As the manufacturing and filling processes associated with the medicinal gases are well established,
and produce product of a significantly higher purity than specified in Pharmacopoeia monographs’, the
possibility of product being non-compliant is minimal.

Other differences with medicinal gases are that the:
e bulk products have short shelf lives (i.e. max 6 months);

¢ cylinder batch sizes are small, but several batches per day are produced (e.g. 80 cylinders per batch
and 4 batches per day, per site);

e Distributing gas cylinders and containers more than three hundred kilometres is not an efficient
process.

A single Qualified Person can control Good Manufacturing Practice (GMP) compliance on different
medicinal gas manufacturing sites effectively and can certify remotely batches. In several countries this
is already a common standard.
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