LIFE SCIENCE | TECHNICAL BULLETIN ISSUE N°50/ JULY 2011

BATCH TESTING AND PRODUCT RELEASE
OF MEDICINES IMPORTED INTO THE EUROPEAN UNION

AUTHOR: BIRGIT SCHUMACHER, PH.D., BUSINESS DEVELOPMENT MANAGER, SGS LIFE SCIENCE SERVICES, GERMANY

The sale of medicines in the European Union (EU; formerly, European Community [EC])/European Economic Area
[EEA]) is regulated according to specific guidelines put in place to ensure the efficacy and safety of these medi-
cines. The EEA is composed of the 27 member states of the EU, as well as Iceland, Liechtenstein and Norway .
For the sale of medicines manufactured outside of the EU/EEA, each medicinal product batch must obtain certifi-
cation by appropriate officials in the importing country.

TABLE 1: TERMINOLOGY ASSOCIATED WITH BATCH RE-TESTING

TERM DEFINITION EXPANDED DEFINITION

Includes the 27 member states of the European Union, plus

EEA E E ic A
uropean Eeonomic Area Iceland, Liechtenstein and Norway'.

European Medicines Agency;
EMA (Formerly, European Agency for Evaluation of
Medicinal Products)

Decentralized body of the EU; scientifically evaluates human
and veterinary medicines for use in the EU’.

European Union

E
v (Formerly, European Community [EC])

A political and economic union between 27 member states.

Defines the specific arrangements between exporting country

MA Marketing Authorizati
arketing Authonzation and importing the importing EU country for batch release?.

An agreement between an EU country and a non-EEA country
specifying conformity in reports, certificates, authorizations
MRA Mutual Recognition Agreement for the approval of sale of medicinal products in EU countries.
Currently exist between the EU and Australia, Canada, New
Zealand and Switzerland?.

THIRD Any country outside EU/EEA that does not Medicinal product batches from third countries must be re-
COUNTRY hold an operational MRA tested?.
op Qualified Person Person who certifies a medicinal product batch for release after

being satisfied that the GMP have been met?.
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MUTUAL RECOGNITION
AGREEMENTS (MRA)

An MRA is an agreement between

an EU country and a country outside

the EU/EEA?. This agreement provides
specific details about the standardized
accepted procedures for medicine manu-
facturing, shipping, storage and quality
control. Countries that currently have
MRAs with the EU are Australia, Canada,
New Zealand and Switzerland. All other
countries outside the EU/EEA that do not
have an MRA are called “third countries.”
Manufacturers in third countries, includ-
ing the United States, interested in en-
tering EU country markets must undergo
batch re-testing (see FIGURE 1).

An established MRA between non-EEA
countries and the EU offers multiple
advantages both to the manufacturer
and the importing country. Importantly,
MRAs provide assurance to the im-
porting country that the manufacturer
operates under the Good Manufacturing

Practices (GMP) of the EU, ensuring the
safety and efficacy of imported medi-
cines.

Manufactures from countries with an
MRA in place may bypass batch re-
testing for certification. This streamlining
of the certification process significantly
reduces costs to the manufacturer,
including costs associated with re-testing
as well as those due to delayed entry
into the market of the importing country.

THE ROLE OF THE QUALIFIED
PERSON (QP)

The QP is responsible for ensuring the
quality of each medicinal product batch
being sold in the EC/EEA?. After the QP
is satisfied that the batch meets ap-
propriate standards, he or she certifies
the whole or partial batch. WWhen no MRA
exists between the EU and the export-
ing country, the QP certifies the batch
when he or she approves of the batch
re-testing results (FIGURE 1).

FIGURE 1: BATCH RE-TESTING PROCESS

BATCH IS IMPORTED IN AN EU

v
RE-TESTING NOT REQUIRED FOR
BATCH RELEASE

BATCH IS IMPORTED IN AN EU
COUNTRY FROM A MANUFACTURER
IN A THIRD COUNTRY

BATCH COMPLIES WITH
MARKETING AUTHORIZATION OF
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SUPPLY/EXPORT
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MEDICINE COMPONENTS
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SHIPPING/STORAGE REVIEWED AND
REPORTED

DOCUMENTATION OF METHODS AND
RESULTS PROVIDED TO IMPORTER QP

PROBLEMS ADDRESSED

NO

Medicine batches from manufacturers
located in countries that do have an op-
erational MRA in place must still undergo
certification by a QP unless otherwise
noted in the MRAZ. However, the QP
may trust the manufacturer’s confirma-
tion of adherence to all GMP proce-
dures, and re-testing may be bypassed.
Importantly, manufacturers, regardless of
whether an operational MRA is in place,
need to provide evidence that each part
of a batch is manufactured, shipped and
stored consistently and safely (FIGURE
2).

DIRECTIVES FROM THE
EUROPEAN PARLIAMENT

In 2001, the European Parliament passed
two principle directives that provided the
legal basis requiring a medicinal product
batch to undergo full qualitative and
quantitative analysis in an EU member
state. Directive 2001/83/EC specifically
established this testing for batches of
medicines for human use®, while Direc-
tive 2001/82/EC did so for medicines for
veterinary use*. These directives require
the certification of each medicinal prod-
uct batch by a QP Additionally, the EU
member states must ensure that the QP
is performing his or her job adequately by
ensuring proper administrative oversight.
Additional laws under Directive 2003/94/
EC were approved in 2003 and estab-
lished that contract laboratories operat-
ing in accordance with Directive 2001/83/
EC may perform this batch re-testing®.

MORE DETAILS ESTABLISHED
BY ANNEX 16

While the directives establish the need
for qualitative and quantitative testing
and QP certification, they do not provide
specific details about these regula-

tions. Annex 16 to the “EU Guide to
Good Manufacturing Practice” legally
requires a QP of the importer to certify
the finished medicinal product before
the batch may be released for sale in EU/
EEA countries’. This annex also allows for
the QP of one country in the EU/EEA to
accept certification of a QP from another
EU/EEA country, which may further
streamline the process.

Annex 16 legally requires medicines from
non-EC/EEA countries to undergo batch
testing, with the exception of countries
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that have an MRA with the EU®. If a FIGURE 2: RE-TESTING OF SUBSEQUENT PARTIAL BATCHES

medicinal product batch is imported

in separate parts, either conditions of
consistency between the parts need to
be proven, or each part of the batch must
be re-tested individually (FIGURE 2).
These conditions include demonstrating
that individual parts belong to the same
batch; the sample tested is representa-
tive of the entire batch; and that each
part has been manufactured, shipped PARTS ARE OF THE SAME BATCH?
and stored in a manner equivalent to that
of the sample tested.

PART OF BATCH IS IMPORTED BY EU
FROM THIRD COUNTRY

SAME IMPORTING CONDITIONS?

TESTED SAMPLE REPRESENTATIVE OF NO
EU LAWS GUIDE LOCAL WHOLE BATCH (INCLUDING ALL PARTS)?

LEGISLATION

For importation of medicine batches into
EC/EEA member countries, the regula-
tions of Annex 16 and the two directives YES
require each country to establish local
legislation stipulating that these proce-
dures be put into practice.

BATCH PART TESTED

IMPORTER QP CERTIFIES

CONCLUSION PART OF BATCH
ACCEPTABLE

When batch re-testing is required, a TESTING
skilled contract laboratory can handle all ¢ RESULTS
of the quality control testing and valida-
tion necessary to release a medicinal BATCH PART IS RELEASED FOR
batch for sale in the European Union. SALE OR SUPPLY/EXPORT

SGS Life Science Services facilities
located in Frankfurt (Taunusstein) and
Berlin, Germany; Brussels (Wavre),
Belgium; and Paris (Clichy), France are
each qualified to conduct the re-testing
required for batch release. Each facility
conducts a diverse array of pharmaceuti-
cal testing, including analytical chemistry,
microbiology, method development and
validation. Due to their exclusive role in
pharmaceutical testing and not medicine
manufacturing, SGS Life Science Ser-
vices functions as a trusted and indepen-
dent partner.
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